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Editorden,
Degerli Okuyucularimiz, Saygideger Bilim Insanlar,

Mustafa Kemal Universitesi Tip Dergisi (MKUTD) nin Aralik 2016 sayisim sizlerle paylasmaktan
bliyiik mutluluk duymaktayiz. Yeni sayimmizda yayinlanan 6zgiin arastirma ve olgu sunumlarini
okumaktan keyif alacaginizi timit ediyoruz.
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0zZGUN MAKALE/ORIGINAL ARTICLE

MINIMALLY INVASIVE REPAIR SURGERY FOR PECTUS CARINATUM; A ONE-
YEAR EXPERIENCE

Minimal invaziv Pektus Karinatum Onarimi; Bir Yillik Deneyim
Tiilin Durgun Yetim®, Sedat Kogal', Kerem Karaarslan®

! Mustafa Kemal Universitesi Tip Fakiiltesi Gédiis Cerrahisi Anabilim Dali

ABSTRACT

Objective: Pectus carinatum, is the second most common
congenital chest wall deformityafter pectus excavatum.
Etiology is controversial but positive family history of
congenital chest wall deformity (25%) is supporting the
genetic transition. In recent years, Minimally Invasive Repair
of Pectus Carinatum (MIRPC), a modified type of Nuss
procedure, has been preferred in many clinical centers due
to the successful results achieved by Abramson. We have
used the same method in our cases (14 man 6 woman) and
wanted to share our experiences. Quality of the patients’ life
was evaluated after the surgery.

Material and Methods: Psychosocial problems because of
cosmetic appearance occured in all cases.17 (85%) patients
have symmetrical deformity, and 3 (15%) have
asymmetrical deformitiy. The most common anomaly is
scoliosis. Correction was done with one pectus bar in all
patients. All 20 patients in the series underwent control
thorax CT and quality of life surveyin the postoperative 31
month

Conclusion: MIRPC is less invasive and leaves less scar
tissue, should be preferred in appropriate patients.

Key words: Congenital chest wall deformity, pectus
carinatum, minimally invasive surgery.

Gonderme tarihi / Received: 17.11.2015 Kabul tarihi / Accepted:22.06.2016

iletigim: Tiilin Durgun Yetim
Mustafa Kemal Universitesi Tip Fakiiltesi G6§us Cerrahi A. D.
Tel: 05416373031 E-posta: tulinyetim31@gmail.com

OzET

Amag :Pektus karinatum (PC), pektus ekskavatum'dan (PE)
sonra ikinci siklikla gorilen dogumsal gdgis duvari
deformitesidir. PE icin kesin bir etiyoloji saptanmamis
olmakla birlikte, dogumsal gégus duvari deformitelerinde
pozitif aile hikayesi (%25) olmasi genetik gegisi
desteklemektedir. Son yillarda PC onariminda Nuss
prosediiriiniin modifiye bir sekli olan Minimal invaziv Pektus
Karinatum Onarimi (MIRPC), Abramson tarafindan basaril
sonuglar alinmasi nedeniyle birgok merkez tarafindan tercih
edilmeye baslanmistir. Biz de bu ydntemi kullandigimiz 20
(14 erkek, 6 kadin) olgumuzu, tecrlbelerimizi ve erken
dénem sonuglarimizi ile hastalarin cerrahi sonrasi yasam
kalitelerini literatir esliginde degerlendirmeyi amacladik.

Materyal ve Metod: Olgularin tamaminda psikososyal sorun
yaratan kozmetik grtintii bozuklugu 6n planda ve 17 (%85)
deformite simetrik, 3'inde (%15) ise asimetrik idi. En sik
rastlanan ek anomali 6 (%15) olguyla skolyozdu. Pektus
karinatum deformitesi nedeniyle MIRPC uygulanan bu 20
olgunun tamaminda tek bar ile dizelme saglandi. Tim
hastalar post operatif 3. Ayda bilgisayarli toraks tomografisi
ile ve yasam kalitesi anketi degerlendirildi.

Sonug: MIRPC az invaziv ve daha az doku hasari nedeniyle
uygun hastalarda tercih edilmelidir.

Anahtar Kelimeler: Konjenital gégus duvari deformitleri,
pektus karinatum,minimal invaziv cerrahi.



INTRODUCTION

Following pectus excavatum (PE), pectus
carinatum (PC) is the second most common
congenital chest wall deformity (1). Although
no exact etiology has been detected for pectus
carinatum, high incidence of positive family
history (25%) supports the genetic inheritance
for the chest wall deformity (2,3). In recent
years, Minimally Invasive Repair of Pectus
Carinatum (MIRPC), a modified type of Nuss
procedure, has been preferred in many clinical
centers due to the successful results achieved
by Abramson. We have used the same method
in our cases and wanted to share our
experiences.

MATERIAL AND METHOD

This study was carried out at Mustafa Kemal
University Medicine Faculty, Department of
Chest surgery between 2010-September 2011
and ethics committee approval and patients
consent was provided. MIRPC operation was
applied which we have included in the study.
MIRPC operation was applied which we have
included in the study. Single-lumen intubation
was performed to all patients under general
anesthesia. Patients were laid in the supine
position with both arms abducted with an
angle of 70°. Hyperextension was avoided not
to overstrain plexus brachialis. The highest
point of the pectus and the right and left
intercostal spaces where the bar would be
placed were determined. Measurements with
aluminum models were performed to
determine the appropriate pectus bar to fit
that region. The bar with the correct size was
selected and brought into the shape that the
chest front wall would take. The pectus bar in
the same size as the model was bent according
to the aluminum model which was shaped
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with a table top or hand-held bender.
Approximately 3-cm incisions were made on
the mid axillary line of the right and left
intercostal spaces corresponding to the
highest point of the pectus.The parts of the
ribs where the stabilizers would be attached
were deperiosted. The hook in the set was
passed subperiosteally, then a thin (black)
suction catheter was placed on its tip and the
hook was withdrawn. For fixation; two No.5
steel wires twisted around one another were
attached to the suction catheter and the steel
wires were passed under the rib by
withdrawing the catheter. This process was
repeated 4 times and the fixation of carinatum
stabilizers on the ribs with the twisted wires
was achieved. The tunnel which the bar would
be passed through was created underneath
the pectoral muscles with the employement of
long clamps through the incisions to the
anterior. Thoracic drain CH 28 with trocar was
passed through this tunnel. Then trocar was
removed and the bar was inserted into the
drain, then the drain was withdrawn through
the tunnel together with the bar. The ends of
the bar were positioned in the previously
attached stabilizers, and the stabilizers were
fixed with steel sutures. The muscle fibers on
the ends of the bar and on the stabilizers were
approximated with 2/0 Vicryl. The process was
completed with 2/0 the continuous Vicryl
subcutaneous closure and subcuticular 4/0
Vicryl skin closure.Pain control in early
postoperative period was achieved with the
controlled intravenous analgesia in all patients.
Tramadol and an anti-inflammatory were
preferred as analgesic agents and the patients
were discharged with oral Tramadol and anti-
inflammatory for the maintenance of
analgesia.

Mustafa Kemal Universitesi Tip Dergisi Cilt: 7, Say1:28, Yil:2016
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Quality of the patients’ life was evaluated 3
months after the surgery with quality of life
survey and all 20 patients in the series
underwent control thorax CT.

RESULTS

Of the patients, 14 (70%) were male and 6
(30%) were female (Table 1). The age range
was 10-18 with the mean age 14 years.
Indications for surgery in all patients were the
cosmetic impairment which leads to
psychological problems and having heard that
it can be repaired with surgery. The deformity
was symmetric in 17 patients (85%) and
asymmetric in 3 (15%) patients. In the series,
the most common additional anomaly was
scoliosis with 6 (15%) patients. It was followed
by growth retardation in 1(5%) patient and
bronchial asthma in 1(5%) patient (Table 3).
Nine (45%) of the patients had family history
of congenital chest wall deformity (PE or PC).
The most frequent symptom in patients was
shortness of breath with 10 (50%) patients. It
was followed by chest pain in 7 (35%) patients
and complaints of fatigue in 3 (15%) patients
(Table 4). In all of these 20 patients who
underwent MIRPC due to pectus carinatum
deformity, the repair was achieved with a
single bar and in all cases, the recently
developed pectus carinatum bar and stabilizer
was used (Biomed W.Lorenz, US). The
operation period ranged from 45 minutes to
120 minutes with a mean period of 65 minutes
. The hospitalization period ranged from 2 days
to 8 days and the mean hospitalization period
was 5 days. The most frequently observed
postoperative complications were; one patient
(%5) developed pneumothorax, but no tube
thoracostomy was needed and the air was
reabsorbed simultaneously, and 1(5%) patient

Mustafa Kemal Universitesi Tip Dergisi Cilt: 7, Sayi:28, Yil:2016

developed wound site infection in the late
postoperative period. Following the wound
Septocoll
BioMaterials-Germany) was applied to this

site debridement, (Biomed
patient and full recovery was achieved. All 20
patients in the series underwent control
thorax CT in the postoperative 3rd month and
no problems were detected. In quality of life
survey, patients compare the questions with
preoperative and after 3 month of surgery.
Although not statistically significant but we
reached higher satisfaction scores in post
operative 3. month in all questions.

Table 1. Gender distribution of the patients.
Gender Number of Percentage
patients (n)

Table 2. Types of deformity.

Type of Number of
patients (n)

Percentage
deformity

Symmetrical
Asymmetrical

Table 3: Accompanying anomalies.
Additional Number of Percentage

pathologies  patients (n)

Growth
retardation

Bronchial
asthma




Table 4. Symptoms.
Symptoms Number of
patients (n)

Percentage

Shortness of
breath

Quick
tiredness

Wound site
infection

Figure 1: Preoperative image.

DISCUSSION
Pectus carinatum includes the anterior chest

wall deformities characterized with the convex
protrusion of the sternum and costal cartilages.
classified  as

These deformities are

condrogladiolar and condromanubrial,
depending on the anatomical site of the highest
prominence. Condrogladiolar deformity is the
symmetrical or asymmetrical protrusion of

gladiolus and inferior costal cartilages.

Yetim ve ark. 4

Figure 2: Postoperative image.

Unilateral overgrowth of costal cartilages in
asymmetrical deformity leads to the rotational
deformity of the sternum. However,
condromanubrial PC is the protrusion of
manubrium and superior costal cartilages, and
this subtype constitutes less than 1% of the PC
cases (4). Among our cases, there were 3 (15%)
asymmetrical and 17 (85%) symmetrical
deformities.

Although there is no exact etiology for pectus
carinatum, high positive family history
incidence  (25%) supports the genetic
inheritance for the chest wall deformity (2).
Similarly, 9 (45%) patients in our series had
family history.

Over the active linear growth in puberty, PC
makes a progress that leads to significant
cosmetic and psycho-social problems and
becomes more evident. Only in less than 10%
of the PC patients, an evident protrusion is
observed under the age of 11. Typical PC
deformity is identified in early adolescence and
it progressively aggravates until the patient
maturity  (5).
Accordingly, the ages of our patients ranged

reaches the full skeletal

Mustafa Kemal Universitesi Tip Dergisi Cilt: 7, Say1:28, Yil:2016
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from 10 to 18, and most of the patients were
unaware that their deformity could be repaired
surgically.

Pectus carinatum is observed 5 times less than
pectus excavatum and is 4 times more common
in males than females(6). Fourteen (70%) of our
cases were males and six (30%) were females.
Pectus carinatum can be a deformity alone, or
it can be observed together with other genetic
deformities and syndromes such as trisomy 18,
Marfansyndrome, homocystinuria, Morquio's
syndrome and Ehler-Danlos syndrome, with
congenital cardiovascular diseases, or with
other connective tissue diseases(3). The most
common musculoskeletal abnormality which
accompanies PC is scoliosis (15%) (7). Similarly
6 (30%) patients in our series had scoliosis and
it was the most common deformity in the
group.

The most frequently observed symptoms in
patients with pectus carinatum are shortness of
breath, getting tired quickly and chest pain at
the site of deformity (7). The most frequently
observed symptom in our series was also
shortness of breath with 10 (50%) patients.
Chest pain was in the 2nd place with 7 (35%)
patients and getting tired quickly was in the 3rd
place with 3 (15%) patients.

Pneumonia, wound infection, pneumothorax
and nickel allergy are among the complications
that can develop in the early postoperative
period. The infection rate in the series usually
does not exceed 1% with a careful operation
considering that a foreign body implantation is
being performed and with a proper antibiotic
prophylaxis (8). If any infection develops, the
infection can be controlled with the help of
antibiotheraphy

wound drainage and

supported by a culture. There is no need for the

Mustafa Kemal Universitesi Tip Dergisi Cilt: 7, Say1:28, Yil:2016

removal of the bar. In our series, one (5%)
patient developed wound infection. The
infection was controlled with
(Sebamed).

The standard surgical approach for PC had been

Septacoll

Ravitch open surgery procedure until the
minimally invasive technique was dintroduced
by Abramson (9, 10). Minimal Invasive Repair of
Pectus Carinatum (MIRPC), which is a modified
type of Nuss, was first defined by Abramson in
2005 (11) and it has been preferred at many
centers since then, because it is minimally
invasive and vyields successful results. We
applied the same technique to the patients
who were suitable for it. In the evaluation of
the data
guestionnaires applied to the patients, it was

obtained from life quality
observed that the questionnaire scores of all
patients increased in the postoperative 3"
month.

In open surgery, sternum or cartilaginous parts
of the ribs may need to be cut or removed
partially. Additionally, open surgery leaves a
wide scar tissue although it is performed for
aesthetic concern. Thus, Abramson method,
which is less invasive and leaves less scar tissue,
should be preferred in appropriate patients.
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CLINICAL AND PATHOLOGICAL SIGNIFICANCE OF S100A4 EXPRESSION IN
COLON CANCER

Kolon Kanserinde S100A4 Ekspresyonunun Klinik ve Patolojik Onemi
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ABSTRACT

Aim: Because the S100A4 gene is recognized as a marker
in metastasis (in vitro, in vivo) and invasion, this study aimed
to determine the clinical and pathological significance of
S100A4 expression in patients with colorectal cancer.

Material and Methods: S100A4 expression was evaluated
through samples taken from blocked resection material from
111 colon cancer  patients and through
immunohistochemical staining scores (IHCSS). We studied
the relationships between IHCSS and patient age, gender,
tumor localization, tumor diameter, surgical procedure,
perineural invasion, perivascular invasion, T stage, N stage,
M stage, disease stage, tumor grade, and metastatic lymph
node ratio, comparing survival and mortality rates.

Results: No statistically significant difference was spotted
when comparing IHCSS against patient gender, patient age,
tumor localization, surgery performed, or tumor diameter. As
for perivascular invasion, lymph node involvement, and
degree of metastasis, all of which are considered to intensify
tumor progression and aggressivity, each increased in direct
proportion to IHCSS. As a result, because S100A4
expression influences tumor metastasis and invasion, an
increase in S100A4 proteins may herald a poor prognosis.

Conclusion: Thus, S100A4 expression may be useful for
determining more effective treatment strategies in colorectal
cancer. Further studies are needed at the clinical level to
confirm the practicality of using S100A4 expression to
augment patient treatment.

Key words: Colon cancer, S100A4, calcium binding
proteins

OzeT

Amag: Bu calisma, invitro ve invivo metastaz ve invazyon
belirteci olarak gosterilmis olan S100A4 ekspresyonunun
kolorektal kanserli hastalarda klinik ve patolojik Gnemini
belirlemek amaciyla yapilmistir.

Gereg ve Yontem: 111 kolon kanserli hastanin bloklanmis
rezeksiyon  materyallerinden  kesitler  alinmig  ve
immunhistokimya boyama skorlamasi (IHKBS) yapilarak
S100A4 ekspresyonu degerlendirilmigtir. IHKBS ile hasta
yasl, cinsiyeti, timdr lokalizasyonu, timar capi, ameliyat tipi,
perindral invazyon varligi, perivaskller invazyon varhgi, T
evresi, N evresi, M evresi, hastalik evresi, timér gradei,
metastatik lenf nodu ylzdesi, sagkallm ve mortalite
arasindaki iliski karsilastiriimistir.

Bulgular: Hasta cinsiyeti, hasta yasi, timér lokalizyonu,
ameliyat tipi ve timér capi ile IHKBS arasinda yapilan
karsilastirmalarda anlamli bir istatiksel fark elde edilmedi.
Tmor progresyonu ve agresivitesini arttiran perivaskiler
invazyon, perindral invazyon, lenf nodu tutulumu ve
metastaz parametrelerinin ise iHBS ile dogru orantili olarak
artti§g1 gézlenmistir.

Sonug: Sonug olarak timor metastazi ve invazyonunu
artiran S100A4’niin ekspresyonundaki artisin kétli prognoz
gostergesi olabilecedi degerlendirilmistir. Kot prognostik
faktorlerle iliskili olan S100A4 ekspresyonunun kolorektal
kanser tedavi stratejilerinin belilenmesinde kullaniimasi
mimkin olabilir. Bu konunun Klinik pratie yansitiimasi igin
daha ileri calismalara ihtiyag vardir.

Anahtar kelimeler: Kolon kanseri, S100A4, kalsiyum
baglayici proteinler
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INTRODUCTION
S100 proteins which are calcium binding
proteins (CaBP) were firstly recognized by
Moore and took their name as they are soluble
in 100% amnion sulphate solution (1). S100
protein family consists of at least twenty one
different proteins having common calcium
binding EF-hand motif and its molecular weight
varies from 9 to 13 kDa (2). S100 proteins play a
significant role in various functions such as
protein phosphorylation, immune response,
differentiation,

growth, cytoskeletal

movement, enzyme activity and Ca2+
homeostasis by interacting with different target
proteins. Extracellular S100 proteins have a
part in neuronal differentiation, astrocyte
proliferation by stimulating the activity of
inflammatory cells (3,4). Overexpression of
S100 proteins is observed in cardiac diseases,
neurodegenerative and inflammatory diseases,
psoriasis, wound healing and cancer especially
such as melanoma(5). In the clinical trials
made, it has been stated that S100A4 is a
molecular marker related to clinical metastatic
and S100A8 and S100A9 are

overexpressed in the early period of prostate

tumours
cancer (6,7). S100B concentration in the
circulation is also a marker for determining the
direction of treatment in cancer such as
melanoma (8).

Searching various medications ensuring that
calcium concentration is kept at a certain level
in cell by affecting CaBP and determining the
roles of these medications in the treatment of
some diseases are among the issues remaining
to be searched and in our opinion, these are
important research areas. A great many
correlated molecular researches are made by
clinic concerning colorectal cancer (CRC) and
new markers to lead the treatment team
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especially in determining the course of disease
are sought. New information to be obtained
about the course of any type of CRCs is so
important to properly choose the treatment
alternatives and to develop new treatment
strategies. In this study, it was aimed to reveal
whether the expression of S1004A protein is
associated with the tumour progression and
metastasis characteristics in patients with colon
cancer and to observe its prognostic
significance in our clinic. The fact that the
relationship of S100A4 protein enabling in vitro
and in vivo invasion and metastasis with clinical
and pathological characteristics of colon cancer
was revealed and the value of this
characteristic as a prognostic criterion were

searched.
MATERIAL AND METHOD

This study was made by using recorded clinical
data and the preparations prepared by
paraffin-embedded blocks of patients with
colon cancer treated in our clinic between the
years of 1995 and 2008 by the approval of
Gulhane Medical School local ethics committee
(05.03.2010. 1491-688-10/1539). This is a
retrospective study.

Total 111 patients, 67 of whom were males, 44
of whom were females were included in the
study. Age, gender, tumour localization, M
stage, surgery type, morality and survival times
of patients were retrospectively obtained from
patient files and hospital information system.
Tumour size, T stage, N stage, metastatic lymph
node percentage, grading of tumour,
perivascular invasion, perineural invasion and
stage were retrospectively collected from
S100A4

immunohistochemical staining was made by

pathology reports.

preparing new preparations from paraffin-
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embedded blocks and the staining score was
calculated. For the evaluation of survival, all
patients or their relatives were contacted and
whether they were alive or not was
determined.

Criteria for Exclusion from the Study: The
patients whose clinical and pathological data
determined for the study could not be reached
and the patients who could not be followed
and the patients who could not be contacted
were excluded from the study. Additionally, the
patients whose immunohistochemical staining
technically failed were also excluded from the
study. Rectum located cancers were excluded
from the study to enable homogeneity in the
evaluation of TNM stage. Death due to
complications caused by surgery within 30 days
after surgery or death before leaving hospital
after initial hospital admission were accepted
as criteria for exclusion from the study. Patients
having extra colonic second primary tumour,
the presence of synchronous or metachronous
tumours and the presence of significant
associated diseases resulting in the death of
patient were evaluated as the reason why to be
excluded from the study.

Sections will be stained with S100A4, xylene,
and high concentration to quench endogenous
peroxidase activity then deparaffinised alcohol
were incubated in hydrogen peroxide solution.
Then boiled in citrate buffer for antigen
recovery purposes within was allowed to cool
to room temperature. ultra block protein were
incubated in blocking solution dropwise.
Thereafter sections were stained with rabbit
antibodies diluted 1/100 dropwise S100A4 was
incubated at room temperature. The
biotinylated Goat Anti-Polyvalent solution
stood still dropwise onto the sections. sections
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were incubated in PBS wash buffer between
steps. Streptavidin-peroxidase solution was
added dropwise onto the sections were
incubated again. DAB chromogen incubated
with sections for hematoxylin counter stain was
performed. Sections through alcohol, dried
etuve and was sealed with Entellan.

All  immunohistochemistry applied sections
were examined by two independent observers.
Cytoplasmic staining for SI00A4 was evaluated
by applying staining scoring system. A lymph
node and melanoma section was taken as
positive control. For negative control, staining
that S100A4 showed on peripheral nerve was
accepted as the strongest in the evaluation of
immunohistochemical sections by dripping non-
specific immune serum instead of primary
antibodies and accordingly the staining density
was determined as negative (0), weak (+1),
medium (+2) and strong (+3). The percentage
of cell stained was determined as 0-10% (1), 10-
25% (2), 25-50% (3) and 50-100% (4). These
two scores were multiplied by each other.
Immunohistochemical staning score (IHCSS)
was obtained as 1 for the ones having score 0
(Figure 1), as 2 for the ones having score
between 1-4 (Figure 2), as 3 for the ones having
score between 5-8 (Figure 3), as 4 for the ones
having score 9-12 (Figure 4) (Table 1).
Statistical Evaluation: When evaluating the
findings obtained from the study, “SPSS 15.0”
package program was used for statistical
analysis.

As for the comparison of qualitative data, Chi-
square Test, Log-rank Test, Univariate Cox-
regression Test and Multivariate Cox-regression
Test were used. The fact that P value was less
than 0.05 was accepted statistically significant.



RESULTS

Average of patient age was determined as 60.9
(21-90). No significant result was obtained from
the comparison of the relationship between
age and gender and IHCSS.

There were 6 patients having Grade 1 (well-
differentiated), 72 patients having Grade 2
(moderately-differentiated) and 33 patients
having Grade 3 (poorly-differentiated). No
significant result was obtained from the
comparison made between the Grade of
tumour and IHCSS Chi-square,
P=0.751) (Table 2).

It was determined that as the number of

(Pearson

metastatic lymph node and the percentage of
metastatic lymph node rose, IHCSS increased
(P=0.001). It was observed that 27 of 111
patients had perivascular invasion. It was also
observed that the patients having perivascular
invasion had higher IHCSS (Pearson Chi-square,
P=0.022) (Table 3)

It was observed that 19 of 111 patients had
perivascular invasion. It was also observed that
the patients having perineural invasion had
high IHCSS (Pearson Chi-square, P=0.023)
(Table 4).

When T stages of the patients were evaluated,
1 of whom was at T1, 8 of whom were at T2, 11
of whom were at T3 and 91 of whom were at
T4 stage. As for the evaluation of N stage, it
was determined that 58 patients were as NO,
24 patients were as N1 and 29 patients were as
N2. There were 85 patients having MO stage
and 26 patients having M1 stage. It was
observed that as T stage, N stage and M stage
increased, IHCSS rose. According to TNM
staging, 8 of patients were at Stage I, 49 of
whom were at Stage Il and 26 of whom were at
Stage IV. It was found that as the stages of
tumours significantly progressed, their IHCSS
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were high (Pearson Chi-square, P<0.001) (Table
5).

Average follow-up period of patients was 44
months (2-113 months). It was seen that ss
IHCSS increased, their 5-year survival rates
decreased (Logrank test, P=0.002) (Table 6).

Figure 1: S100A4 expression at IHCSS 1 tumor

(x200)
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Figure 4: S100A4 expression at IHCSS 4 tumor
(x200)

Table 1: Immunohistochemical staining scores
Staining intensity

Negative

Weak
Mild

Strong

Stained cell
percentage

0-10%
11-25%
26-50%

51-100%

Total score
(axb)

IHCSS
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Table 2: Relationship between the tumor
grade and IHCSS.
HCSS Grade Grade2 Grade3 Total

6(5.4%) 111

72(64%) 33(29.7%)
No significant result was obtained from the
comparison made between the Grade of tumour
and IHCSS.

Table 3: Relationship between PVI
(Perivascular invasion) and IHCSS.
IHCSS  PVI(-) PVI(+)

84(75.7%)

27(24.3%)

It was also observed that the patients having
perivascular invasion had higher IHCSS.

Table 4: Relationship between PNI (Perineural

invasion) and IHCSS.
IHCSS PNI(-) PNI(+)

P value

92(%82.9)

19(%17.1)

It was also observed that the patients having
perineural invasion had high IHCSS.




Table 5: Relationship between IHCSS and

tumor stage.
IHCSS Stage |

Stage Il Stagelll Stage P

\Y) value

3 40 13 7
1 3 11 14 P<0.001
0 0 4 3

8(7.2%)  49(44.1%) 28(25.2%)  26(23.

5%)
It was found that as the stages of tumours
significantly progressed, their IHCSS were high.

Table 6: Relationship between IHCSS and 5
years survival rate.

5 years survival P value

rate

65.4%

63 60.7%
P=0.002
29 21.8%

7 57.1%

It was seen that IHCSS increased, their 5-year
survival rates decreased.

DISCUSSION

In various clinical studies, high level S100A4
expression is a significant factor for various
cancer types (9-19) and metastasis in CRC (20-
23) and appears as correlated with poor
prognosis. S100A4 expression was shown in
various cancer types such as breast, colorectal,
stomach, medulloblastoma, prostate and
bladder (24-29). As for our study, S100A4
overexpression in tumour cells in colon cancer
was revealed by immunohistochemical staining.
In the literature, the S100A4 positivity or IHCSS
showing the overexpression of S100A4 or were
calculated in different ways. In this study, when
evaluating the immunohistochemical staining
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scores, the staining that S100A4 showed in
peripheral nerve was accepted as the strongest
and calculated. Accordingly, the staining
density and the percentage of cell stained were
determined. Both of these scores were
multiplied by each other. Immunohistochemical
staning score (IHCSS) was obtained as 1 for the
ones having score 0, as 2 for the ones having
score between 1-4, as 3 for the ones having
score between 5-8, as 4 for the ones having
score 9-12 (30). In a study made by Yong-Gu
Cho et al. (31), the fact that the percentage of
cell stained was higher than 30% was accepted
as positive. In the scoring made by Ok-Jae Lee
et al. (32), IHCSS was accepted as O for the
ones having score 0, as 1for the ones having
score 1-2, as 2 for the ones having score 2-6, as
3 for the ones having score 5-12, which were
obtained from the multiplication of the staining
density and the percentage of cell stained.

In advanced metastatic colon cancers, it was
shown that S100A4 mRNA expression was
higher than the ones which were non-
metastatic (33). The metastatic activity of
S100A4 which was overexpressed was shown in
transgenic rats. In the studies made in various
animal models, it was reported that S100A4
which did not affect the tumour progression
enabled metastatic development (34,35). It
was revealed that high S100A4 expression level
was correlated with poor prognosis and low
survival (36,37). As for our findings, when
comparing the relationship between mortality
and IHCSS, it was seen that as IHCSS increased,
the mortality increased and the survival rates
decreased.

In the studies made, it was shown that there
was a correlation between Ilymph node
involvement and S100A4 overexpression in
CRCs (38). In our results, it was determined that
as the number of metastatic lymph node and
the percentage and metastatic lymph node
increased, IHCSS increased. The fact that as the
staining scores increased, the percentage of
lymph node increased showed in parallel with
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other literature information that S100A4 was
active in invasion and metastasis.

If there is S100A4 expression in CRC, this
increases the tumour progression and causes
liver metastasis (21,25,39). In a study made in
patients with non-metastatic colon cancer, it
was observed that more metastasis presented
in the follow-up of patients showing S100A4
expression (40). As for our study, when
comparing the relationship with Pearson Chi-
square test between T, N and M stages and
IHCSS, all three were found statistically
significant. As a result, it was observed that
IHCSS was high in cases where T stage, N stage
and M stage were high. It is not surprising that
S100A4 overexpression showing the capacity of
invasion and metastasis of tumour rather than
tumorigenic effect occurs as T, N and M stages
progress. When considering that perineural and
perivascular invasions are poor prognostic
factors, the fact that S100A4 was
overexpressed in these cases revealed that
S100A4 was a significant factor in terms of
invasion and metastasis and had a prognostic
value. The close relationship of S100A4 with
these parameters determining the stage has a
prognostic meaning. The fact that as the
tumour stage known as a significant factor as
prognostic  value progressed, S100A4
expression got stronger became an important
finding. Showing S100A4 expression in early
affected patients is quite important when
considering that it is an indicator that the
tumour will gain aggressivity later. In the
studies to be made for this subject, results to
change our treatment strategies and to require
personalized treatment protocols application
may be obtained.

In this study, no significant result was
determined in comparing the relationship
between the grade of tumour and IHCSS. It was
thought that this was related to the lack of
number of grade 3 patients included in the
study and the inhomogeneity of their grade
distributions by staining scores.
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In our study, basic factors affecting the
prognosis and S100A4 overexpression were
compared. Significant results were obtained
between S100A4 and all other parameters
excluding tumour differentiation and S100A4
was found as tumour aggressivity-increasing
factor. However, S100A4 did not separately
appear as a poor prognostic factor. As the
reasons of this, factors such as the inadequacy
of the number of patients examined and the
inhomogeneity of patient distributions by
stages can be listed. No significant statistical
difference was obtained in the comparison
made between gender of patient, age of
patient, tumour localization, surgery type and
tumour diameter and S100A4 overexpression
evaluated by immunohistochemical staining. It
was seen that S100A4 was independent from
these parameters. The study made by
Hemandas et al (41). showed parallelism with
our study. In their studies, they could not reveal
S100A4 expression as a separate independent
prognostic factor and argued the inadequacy of
the number of patient included in the study.
Moreover, they pointed out that at least 12
lymph nodes should be excised in patients with
stage lll. Considering that in case the metastasis
detection incidence of excision of more than 15
lymph nodes is 22% when they are excised by
85.15%; the fact that at least 12 lymph nodes
are excised in each case is a factor to affect the
treatment as well as affecting the stage. In their
studies, they found the 5-year survival as 57
months in patients having S100A4-positive
involved 4 lymph nodes and more. This was
found as 74 months in patients having S100A4-
negative. In order to see that S100A4 is a useful
parameter for prognosis, it was emphasized
that the number of lymph nodes excised in
each case should be standardised; because the
difference between the numbers of lymph
nodes excised in each case may give different
and wrong results in the effect of S100A4 on
prognosis. More patients and time are required
for good results. As for our study, we tried to



show the relationship of the number and
percentage of metastatic lymph nodes with
S100A4 rather than the number of ideal lymph
nodes that should be excised. The prognostic
role of S100A4 existence has still been
discussed in terms of colorectal cancer (37, 42-
47). These disaccords may result from subtle
diversities such as the number of patients,
observation period, stage distribution, tissue
fixation methods, antibody use and cut-off for
positivity. During the immunohistochemical
staining, not only are the tumour cells stained,
but also the parenchymal tissue, reactive
fibroblast-like cells, nerve cells, lymphocytes
and blood vessels are stained at reduced rate.
The staining of tumour cells shows the
efficiency of staining. Heterogeneous staining
pattern of S100A4 may give wrong results due
to non-binding of antigen to antibody. These
show up due to the mistakes during staining
(48).

In the study that we made, in our opinion, it is
quite important to determine the expression
level of S100A4 correlated with all other
parameters including stage. Especially the
occurrence together with the lymph node
involvement is valuable for showing the
aggressivity of tumour. Considering as a
prognostic factor, the occurrence of S100A4
expression in early stages may change the
treatment approach in the future. Therefore,
further studies should be made with more
patients.

In our study, SI00A4 expression in colon cancer
was defined as a parameter that increases
tumor progression and aggressivity. The
measurable increase in S100A4 expression at
advanced stages in metastatic patients was
statistically presented.

Nevertheless, the mechanism of S100A4
protein in stimulating metastasis and invasion is
still not fully elucidated. Detecting the
expression of this protein at early stages may
help prevent future recurrences and
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metastases, and may even lead to personalized
treatment protocols tailored to each patient.
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TECHNIQUE IN THE TREATMENT OF INGROWN TOENAILS

Tirnak Batmalarinin Tedavisinde Kama Seklinde Cikarimla Birlikte Yeni Bir Siitiir Tekniginin

Sonuglari

Metin Temel', Ebru Celik?, Raif Ozden?, A. Cigdem Dogramaci?, Yunus Dogramaci®, Vedat Urug’

lMustafa Kemal Universitesi Tip Fakiiltesi, Plastik ve Rekonstriiktif Cerrahi Anabilim Dali, HATAY
ZMustafa Kemal Universitesi Tip Fakiiltesi, Dermatoloji Anabilim Dali, HATAY
gMustafa Kemal Universitesi Tip Fakiiltesi, Ortopedi ve Travmatoloji Anabilim Dali, HATAY

ABSTRACT

Aim: The narrowing of the nail plate or debulking of soft
tissues is the mainstay of the different surgical techniques
used to treat ingrown toenails. However, neither of these
methods is sufficient alone to treat all types of ingrown
toenail. The aim of this study was to present a new surgical
wedge resection procedure for an ingrown toenail that
includes a definitive narrowing of the nail plate, debulking of
the lateral fold and attachment of the remaining lateral fold
to the nail plate using a novel suturing technique.

Material and Methods: Fifty two patients with grade 2-3
ingrown toenails were operated on. Twelve of these cases
involved bilateral toes and 11 toes had bilateral lesions; 75
lesions on 64 toes were therefore surgically treated.
Recurrence and cosmetic satisfaction were the main
outcomes to be assessed.

Results: No recurrence was detected in any subject and all
patients were satisfied with the cosmetic results.

Conclusion: Our new surgical procedure is a very effective

alternative treatment for an ingrown toenail which produces
excellent cosmetic results.

Key words: Ingrown toenail, surgical procedures.

OzeT

Amag: Tirnak batmalarinda tirnak yataginin daraltiimasi ve
yumusak dokudaki sisliklerin giderilmesi birgok cerrahi
mudahalenin ortak noktasidir. Ancak bu cerrahi tekniklerin
hicbiri tek basina cerrahi tedavide yeterli olmamaktadir. Bu
calismada amag kama seklinde etraf yumusak dokuda
eksizyon yapilarak tirnak yataginin daraltilmasi ve kalan
yumusak dokularin ise yeni gelistirilen bir sutir teknigi ile
yeniden timak yatag olusturulmasini saglamaktir.

Gere¢ ve Yontem: Calismamiza sinif 2-3 tirnak batmasi
olan 52 hasta dahil edildi. Bu olgularin 12'sinde her iki
ayakta ve 11inde ise ayni ayakta tirnagin her iki
tarafindatirnak batmasi mevcuttu. Toplam 64 ayaktaki 75
lezyon cerrahi olarak tedavi edildi. Niks ve kozmetik
memnuniyet agisinda sonuclar degerlendirildi.

Bulgular: Higbir hastada niiks gortiimedi ve tim hastalar
kozmetik sonuglardan memnundu

Sonug: Yeni gelistirilen bu cerrahi teknigin tirnak batmasi
tedavisinde ¢ok etkili, miikemmel kozmetik sonuglar doguran
alternatif bir yéntem oldugunu disinmekteyiz.

Anahtar kelimeler: Tirnak batmasi, cerrahi islemler.
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INTRODUCTION

Ingrown toenails are widely encountered
among patients presenting to orthopedic,
family medicine and dermatology outpatient
clinics. Teenagers and young adults are mostly
affected. The most common symptom is pain
and difficulty in walking, which adversely
affects patient quality of life. The pathology of
an ingrown nail begins with the penetration of
the lateral nail fold by the edge of the nail
plate. This causes inflammatory responses,
infections and granulated tissue formation (1).
The primary cause of these conditions may be
the nail plate itself or the bulky soft tissues of
the lateral fold (2, 3). The most common
predisposing factors for ingrown toenails are
poorly fitting shoes, improperly trimmed
toenails, excessive sweating and nail infections
(4, 5).

Treatments of ingrown toenails differ according

to the stage of the lesion, previous
interventions, and recurrence of the lesion.
Mild to moderate lesions with minimal
erythema and no purulent drainage (Grade I-l)
can be treated using conservative methods.
Moderate to severe lesions (Grade Il-lll) and
recurrent lesions with substantial
granulomatous tissue and purulent drainage
usually require surgical intervention (6, 7).
Surgical techniques in these cases are mainly
based on either narrowing of the nail plate or
the debulking of soft tissues. Although there
are numerous reported surgical methods for
treating an ingrown toenail, none of these
procedures is sufficient alone to treat all types
of such lesions. However, these techniques can
result in delayed wound healing, a poor
cosmetic result, and recurrence of ingrowth

(8,9). Hence the surgical approach changes
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according to the type of pathology in these
cases (2).

The aim of this study was to present the results
of a new surgical wedge resection procedure
for the treatment of an ingrown toenail and to
compare other wedge resection techniques.

MATERIAL AND METHOD

Patients with an ingrown toenail that were
seen as outpatients at University Hospital
Departments of Orthopedics, Plastic and
ReconstructiveSurgery and Dermatology were
enrolled in the study. The study protocol was
reviewed and approved by the ethics board of
University and written informed consent was
obtained from all patients. The surgical
procedures were conducted by VU and MT.
Lesions were evaluated according to the Heifetz
staging system: grade |, swelling and erythema
is present; grade |l, additional wound drainage
and infection is present; grade lll, chronic
inflammation, and granulation tissue formation
is evident (10). Patients were classified
according to this staging system.

From March 2011 to February 2013, this study
started with 61 patients, but the patients with
nail fungal infections (n:5), diabetes mellitus
(n:3), circulating problems (n:1) in the same
extremity and patients who refused surgery
were excluded from this study.Then, the study
included 52 patientswith grade 2-3 ingrown
toenails were operated on at our hospital

Surgical technique and patient management
Prophylactic intravenous cefazolin was infused

30 minutes prior to surgery. Local anesthesia
was performed with a digital nerve block (1%
lidocaine). Surgical latex gloves were cut and
used as a digital tourniquet. A longitudinal
incision was made to the nail plate beginning 5
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mm proximally to the eponychium and 3-4 mm
far from the edge of the nail plate. A number
15 blade was used, and the incision was
extended down to the bone. The proximal part
of the incision was continued 5 mm proximally
with a 45-degree inclined line. The proximal
and distal ends of the incision were connected
by an elliptic incision that included a small
amount of normal tissue from the lateral fold.
The latter incision was curved obliquely at a 45-
degree angle to the initial incision to reach the
most lateral margin of the germinal matrix (Fig.
1). After the wedge excision, the lateral horn
where the germinal matrix is most likely to
remain was cauterized using a monopolar tip at
a 40-V setting. The wound was closed with 3/0
cutting polypropylene suture materials. The
proximal part was closed with one vertical
mattress or a plain suture. The middle of the
remaining lateral fold was attached to the nail
plate by a new suture technique: the first bite
was made at the surface of the nail plate.

The needle was passed through the nail plate
and emerged from the wound and
subsequently from the corresponding lateral
fold. (Fig. 2a, 2b) The tip of the needle was then
reversed and passed through the skin to
emerge just near the edge of the wound. (Fig.
2c) This enabled us to recreate the normal
anatomical curve of the lateral fold. Finally, the
last suture bite was made at the middle of the
distance between the first suture bite and the
edge of the nail plate. (Figure 2d) The sutures
were then tied on the surface of the nail plate.
The distal corner of the wound was closed with
one normal suture. (Fig. 2e) The tourniquet was
removed, and fusidic acid was applied topically.
The dressing remained in place for 24 to 48
hours. Cefaclor Monohydrate (1500mg/day)
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was given orally for antibiotic prophylaxis over
a 10-day postoperative period.
(800mg/day) was used for postoperative pain

Etodolac

control. The sutures were removed at the end
of the second week. The patients were initially
followedup at one, three and six months after
surgery and then at one subsequent visit.

Figure 1. The shape of incision

2a: Starting from the middle of the nail surface.

2b:The needle is passing through the corresponding
lateral fold. 2c. The tip of the needle is reversed and
passed through the skin to emerge just near the
edge of the wound. 2d. The last suture bite at the
middle of the distance between the first suture bite
and the edge of the nail plate. 2e. Final appearance.



Figure 3. The appearance of an ingrown
toenail before surgery, just after surgery and
one month after surgery.

RESULTS

The authors included 75 lesions from 64 big
toes from 52 patients (40 male and 12 female)
in our current study. Of these, 25 had grade 2
and 50 had grade 3 ingrown nails, and 12 cases
involved bilateral toes, and 11 toes had
bilateral lesions. Sixteen of the patients had
previously undergone surgery for ingrown nails.
Forty-five of these lesions with active drainage
and infection were treated orally for 10 days
with 2000 mg/day cefaclor monohydrate prior
to surgery.The median age of the patients was
31 years (range, 20-48). Patients were followed
up for 10 months (range, 6-24 months).At each
follow-up visit, the subjects were examined for
recurrence, infection. No recurrence or
infection was detected in any subject, and none
of the patients required additional surgery
during the follow-up period. The patients were
interviewed to express their postoperative
term satisfaction. They asked to evaluate their
satisfaction as “Excellent, acceptable, poor”.
Their answers were rated, and 50 patients were
assessed the postoperative results as
“excellent”. However, 2 patients were assessed
as “acceptable.” All of the patients reported
that pain was substantially reduced after
surgery, and foot-related quality of life was

increased. The majority of patients involved in
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the study were satisfied with the cosmetic
results of our surgical treatment. Additionally
the natural view of the nail and the lateral fold
tissue  (bulky) were evaluated by an
independent dermatologist according to the
postoperative Moreover, the
dermatologist was asked to assess the results
acceptable,

dermatologist reported the evaluation of the

pictures.

as  “Excellent, poor”. The

results 48 as excellent and 4 as acceptable.

DISCUSSION

The skill of the surgeon is a critical determinant
of the outcome of all surgical procedures. The
best treatment of ingrown toenails should be
an effective, simple, inexpensive outpatient
procedure with little postoperative discomfort
and a rapid return to normal activities.
Moreover, low complication and recurrence
rates with acceptable cosmetic outcomes are of
great importance (11, 7). We believe that our
technique covers most of these requirements.
The anatomy of the nail matrix must be
accurately determined, and all residue of the
germinal matrix must be excised to prevent
recurrence. In our novel surgical technique, the
trapezoidal shape of the incision at the
proximal side provided an excellent view of the
germinal matrix and enabled us to remove it
without any residue. Debulking of the lateral
fold and our suture technique, which keeps the
lateral fold wunder the nail plate, also
contributed to the prevention of recurrence.
Another aspect of our technique is that when
the proximal part of the incision, which has a
trapezoidal shape, is closed the lateral fold
translates a little bit proximally. The distal
corner of the lateral fold, which plays a
significant role in the pathogenesis of an
ingrown toenail, is thereby decompressed.
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Plication of the skin with our suture technique
contributed to the reconstruction of a normal
anatomic convexity of the lateral fold that gave
excellent cosmetic outcomes (Fig. 3). This
technique is an easy surgical procedure and has
several advantages, including no requirement
for specific chemicals, or surgical tools and
patients can resume work after the surgery.
Various methods have been used to treat
ingrown or  pincer-like(curved) toenails,
including taping (12), cotton wool packing, (13)
gutter treatment (14) with a tube (15) and with
or without formable acrylic (16) 3TO (VHO-
Osthold brace) treatment, (17) and surgical
procedures (18, 7).

The conservative treatment approaches for the
ingrown nails are chosen by dermatologists or
family doctors. Moreover such conservative
interventions results with frequent recurrences
(19). The

dermatologic problems due to skin irritations

treatment  materials  cause
(20). For the patients who are unsuitable for
the surgical interventions or rejecting any
surgical procedure, the conservative therapy
techniques could be considered.

Surgical treatments of ingrown toenails are
mainly based on definitive narrowing of the nail
plate or debulking of the periungual soft tissues
(2). Definitive narrowing of the nail plate can be
achieved by chemical cauterization (21), wedge
excision (22) ablative CO2 lasers (23-25) and
radiosurgery (26). Techniques for debulking of
the periungual soft tissues include the Howard-
Dubois’ procedure (27), Vanden Bos’ procedure
(28), super U technique (29), Noel’s procedure
[30]Jand Tweedie and Ranger’s transposition
flap (29).

Our current technique can be considered to be
a type of wedge resection. Several variants of
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our surgical method have been described such
as the Winograd, Zadik, or Emmert procedures
(31, 32, 17). The common feature of these
proceedings is a bloc resection of the lateral
part of the nail plate, and its corresponding bed
and matrix and conflicting results from these
approaches have been reported in the
literature.

Huang JZ et al. (33) reported a study that they
compared the Winograd technique with the
total nail plate avulsion tecnique associated
with wedge resection. They showed that there
was not any significient difference between the
two techniques from the aspect of recurrence.
They stated that the Winograd technique was
resulted with better cosmetic results. In our
technique, the cosmetic results were
satisfactory for both, the patient, and the
surgeon. The simultanous correction of the
lateral nail fold by wedge resection and the
destruction of the stem cells by cauterisation
prevents recurrencies. The nail plate avulsion
technique has an adverse effect over the life
quality of the patient and delays the beginning
to the work. Thus, 1t 1s not a widely chosen
technique. The healing time is too short than
then the techniques, so our technique also
shortens the return time back to daily life.
Aksoy B et al. (34) have reported a surgical
technique for composing a lateral fold at the
ingrown nail. Their technique is more invasive
than the wedge resection, and themintervene
mostly to the lateral fold. The authors have
reported one flap failure. In their technique,
the resection from the germinal matrix is
limited to 2 mm for preventing the narrowing
of the nail width. A 3% of recurrence is
reported. In our technique, no flap is used for
restoring the lateral fold. Thus, the healing



process is faster, and there is no complication
risk depended on the flap failure.

Kayalar et al. reported good results with
surgical block wedge resection (22). However,
Kose et al. reported a high recurrence rate and
poor cosmetic results with the Winograd
technique (32). The recurrence rate of wedge
resection is reported at between 6.5% and
20.4% (22, 32, 35, 36). Lower recurrence rates
have been

reported  with chemical

matrixectomy (36, 37), but a higher
postoperative infection frequency is reported
(38). In our current study series, no recurrences
were detected during the follow-up period, and
all patients were satisfied with the cosmetic
results. We think that destructing the germinal
matrix cells by monopolar cauterization or
chemical matrix ectomy is associated with the
absence of the recurrence.

Good outcomes have also been reported for
soft tissue debulking procedures (27, 28, 30,
34). Noel et al. reported a complete cure in 23
ingrown toenail patients treated with a vertical
wedge shape resection procedure. The incision
in that technique resembles the one we use in
our new surgical method but includes only the
soft tissue of the lateral fold without any part
of the nail plate or matrix (30). In our
technique, the excess tissue of lateral fold is
removed.

In the “Knot Technique” study of Ince B. et al.
(39), they use only the suspension force of
suture. They resected only the tissue excess of
the lateral fold without excising the in growing
part of the germinal matrix at the lateral aspect
of the nail. Then they suspend the lateral of the
nail by
polypropylene
recurrence is inevitable if there is a lack of

suturing by monofilament

suture. The long-term

germinal matrix resection at the lateral aspect
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of the
monofilament sutures have a higher opening

ingrowth nail. Moreover, the
potential and tensile power reduction. In our
study, the technique is depended on the
restoration of the lateral nail tissue than the
tensile strength of sutures. As a result, we
achieve a flat surface for nail location.

Rusmir et al. retrospectively reviewed the
postoperative infection rate after toenail
matrixectomy and found high rates of clean
foot surgery. Routine antibiotic prophylaxis
after surgery is, therefore, warranted (40). In
our present study, no infection arose in any of
our patient subjects during the postoperative
period.

The inadequate number of the patients and
excluding the patients with comorbidities such
as fungal infections, diabetes and peripheral
vessel diseases due insufficient patient number
are the limiting aspects of this study.
Furthermore, the study includes only the
healthy individuals. It is also a limiting factor
the limiting factors of the study can be
eliminated by increasing the number of the
patients with and without comorbidities.

In conclusion, our novel surgical procedure for
an ingrown toenail is an alternative treatment
approach that is very effective and produces
excellent cosmetic results.
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STEREOTAKTIK RADYOTERAPININ AKUSTIK NORINOMA HASTALARI
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The Effect Of Stereotactic Radiotherapy In Patients With Acoustic Neuroma
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OzET

Amag: Akustik ndérinoma igin tedavi secenekleri,
mikrocerrahi, stereotaktik radyoterapi ve her ikisinin birlikte
kullanimidir.  Bu ¢alismamizda, Klinigimizde — akustik
norinoma nedenli stereotaktik radyoterapi uyguladigimiz
hastalarin tedavi sonrasi kitle boyutlarindaki, isitme
dizeylerindeki degisimler ve yasam kalitesi degerlendirildi.

Gereg ve Yontem: Eylil 2009 ile Mayis 2016 tarihleri
arasinda Kklinigimizde U¢ santimetreden kigik akustik
nérinoma saptanmis 22 hasta retrospektif olarak
degerlendirildi. Hastalara stereotaktik radyoterapi ile 12 Gray
doz uygulandi. Magnetik rezonans ile tedavi 6ncesi ve
sonrasl boyutlari ve odyogramda isitme duzeyleri ve
konusmayi ayirt etme skorlari hesaplandi. Tedavi sonrasi
SF-36 Yasam Kalitesi Degerlendirme Olgegi ile yasam
kaliteleri degerlendirildi.

Bulgular: Stereotaktik radyoterapinin hem sadece internal
akustik kanalda yerlesim gdsteren hem de serebellopontin
kése ve internal akustik kanalda birlikte yerlesim gdsteren
akustik nérinoma hastalarinda isitme kaybina ve konusmayi
ayirt etme esigi skorlarinda diismeye sebep oldugu ancak
istatiksel olarak anlamli olmadigi gorildii (P>0,05). Son
kontrollerinde cekilen magnetik rezonansta 12'sinin akustik
ndrinoma boyutlarl stabil seyrederken, 2'sinde boyutlarda
progresyon ve 8'inin boyutlarda regresyon izlendi. Yagam
Kalitesi Degerlendirme Olgegi degerlendirme sonucunda en
fazla canlilik skorlamasinda diisme oldugu izlendi.

Sonug: Stereotaktik radyoterapi 3 santimetre altindaki
akustik nérinoma tanisi almis hastalarda isitme fonksiyonu,
kitle boyutlarindaki degisim ve yasam kalitesinde dusuk
morbitideyle birlikte kullanilabilmektedir.

Anahtar kelimeler:  Akustik,

radyoterapi.

norinoma, stereotaktik,

ABSTRACT

Aim:Treatment options for acoustic neuroma are;
microsurgery, stereotactic radiotherapy and the use of these
two options together. In this study, after treatment quality of
life and changes in the tumor sizehearing level of
patientswhom were applied stereotactic radiotherapy due to
acoustic neuroma in our clinic were evaluated..

Material and Methods: In our clinic, between September
2009 and May 2016 22 patients who had acoustic neuroma
smaller than 3 centimeter were evaluated retrospectively.
The patients underwent stereotactic radiotherapy with a
dose of 12 Gray. Size was measured before and after
treatment with magnetic resonance and hearing level and
speech  discriminations ~ were  calculated  with
audiogram.Their quality of life was evaluated with SF-36
Quality of Life Assessment Scale after treatment.

Results: In both of these patients groups with acoustic
neuroma whose tumor is located at only internal auditory
canal or at cerebellopontine angle and internal auditory
canal; it was showed that stereotactic radiotherapy can
cause hearing loss and decrease in speech discrimination
scores but this difference is not statistically significant
(P>0.05). In recent follow-up magnetic resonance imaging
was taken and in 12 of these patients; sizes of the acoustic
neuroma was stabil and on the other hand in 2 of the
patients there was a progression and in 8 of the patients
there was a regression. In the evaluation of Quality of Life
Assessment Scale; most decrease was found in vitality
SCOres.

Conclusion: Stereotactic radiotherapy can be used with
hearing function, changes of tumor size and low morbidity in
quality of life in patients with diagnosis of acoustic neuroma
under 3 centimeter.

Key words: Acoustic, neuroma, stereotactic, radiotherapy.
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GIRIS

Akustik norinoma, ¢ogunlukla sekizinci kranial
sinirin vestibuler dalindan gelisen ve schwann
hiicrelerinde olusan benign timoérdiir. Beyinde
tani alan tumorler arasinda vyaklasik % 6
oraninda saptanmaktadir ve serebellopontin
acida en sk gorilen tlimordir, buradaki
lezyonlarin % 75-90’in1 olusturmaktadir (1).
Karakteristik olarak yavas progresyon goésteren
isitme kaybi ve denge kaybi ile birlikte veya
denge kaybi olmadan saptanabilirler (2).
Manyetik rezonans (MR) kullanimi
yayginlastikca akustik norinomalar daha erken
zamanda, daha kiglik boyutlarda ve insidental
olarak saptanabilecektir (3). Tedavi se¢cenekleri,
mikrocerrahi, stereotaktik radyoterapi (SR) ve

her ikisinin birlikte kullanimidir (4).

SR 3 santimetreden (cm) kiglk akustik
norinomada ve eslik eden komorbidite, 40
yasindan sonra progresyon gosteren
semptomlar, tek isiten kulakta timor, bilateral
akustik nérinoma, ameliyat sonrasi niks ve
hastanin ameliyati reddetmesi durumunda

kullanilabilmektedir (5).

SR uygulanan hastalarda literatirde isitme
kaybi, ylizde his ve glic kaybi, tinnitus, disarti,
disfaji, denge kaybi, bas agrisi, kistik nekroz ve
hidrosefali komplikasyonlarina rastlaniimistir
[5]. Bu calismamizda akustik nérinoma nedenli
SR uyguladigimiz hastalardaki tedavi sonrasi
kitle boyutlarindaki, isitme diizeylerindeki
degisimler ve yasam kalitesi literatlir esliginde
degerlendirildi.

GEREC VE YONTEM

Klinigimizde Eylil 2009 ile Mayis 2016 tarihleri
akustik
22hastadan onam alindiktan sonra isitme

arasinda nérinoma tanisi alan

dizeyleri ve timor boyutlari retrospektif olarak
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degerlendirildi. Hastalara kontrastli temporal
kemik MR
yerlesimleri ve odyogram ile isitme dizeyleri ve

cekilerek  timor  boyutlari,
konusmayi ayirt etme skorlari kontrol edildi.
Hastalarda saf ses ortalamasi odyogramda hava
yolundaki 500 hertz (Hz),1000 Hz ve 2000 Hz
ortalamalar alinarak desibel (dB) diizeyinde
hesaplandi. Hastalarin hepsine SR ile 12 Gray
doz uygulandi. Hastalar 6 ay araliklarla kontrole
¢agrildi ve SF 36 Yasam Kalitesi Degerlendirme
Olgegi ile yasam kaliteleri fiziksel rol, fiziksel
saglik, sosyal fonksiyon, agri, ruh sagligi, sosyal
rol, canlihk (enerji, halsizlik), genel saghk algisi
gruplari altinda degerlendirildi.

Cerrahi sonrasi niiks ve norofibromatozis tip 2
nedenli SR wuygulanan hastalar c¢alisma disi
birakildi. Elde edilen veriler ile SPSS® 20.0
software (SPSS Inc., Chicago, IL, USA) programi
kullanilarak bir veri tabani olusturuldu ve
degerlendirildi. Veriler Student T test ile
numerik ve kategorik analiz edildi. istatistik
degerlerde p<0.05 anlamli deger olarak kabul
edildi.

BULGULAR

Calismamizdaki hastalarin yas ortalamasi 53,2
yas (32 ile 70) olup 12'si kadin, 10’u erkekten
olusmaktadir. Hastalarin SR sonrasi takip
sureleri ortalama 32,7 ay (12 ile 70 ay arasinda)
olarak saptandi. Hastalarin hepsinin klinigimize
basvuru sikayeti isitme kaybi oldugu goéralda.
Hastalarda isitme kaybinin baslangi¢c siresi
ortalamasi 11,8 ay (2 ile 35 ay arasinda)olarak
saptandi. Hastalarin 5’inde isitme kaybina eslik
eden denge kaybi sikayeti mevcuttu. Hastalarin
13’Unde timor solda yerlesimli iken 9’unda
sagda vyerlesimli oldugu gorildi. Hastalarin
12’sinde timor sadece internal akustik kanalda
yerlesim gosterirken, 10’unda serebellopontin
kose ve internal akustik kanalda yerlesim
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gosterdigi saptandi. SR 6ncesi MR’da akustik
norinoma boyutlari ortalamasi 0,94 santimetre
kip (cm®) (0,49 ile 7,66 cm® arasinda) olarak
saptandi. Hastalarin son kontrollerinde ¢ekilen
MR’da 12 (%54,5) hastanin akustik nérinoma
boyutlari stabil seyrederken, 2 (% 9) hastada
ortalama 0,16 cm® boyutlarda progresyon ve 8
(%36,3) hastada ortalama 0,24 cm3 regresyon
izlendi (P>0.05). Hastalarin yerlesim yerlerine
gore SR ile boyutlarindaki ortalama degisme
sekil 1'de Akustik
boyutlarinda progresyon gosteren 2 hastada
akustik  kanalda
yerlesim gosterdigi ancak regresyon izlenen 8

gosterildi. nérinoma

kitlenin sadece internal
hastanin 4’Gnde kitlenin sadece internal akustik
kanalda yerlesim gosterdigi ve 4’linde de hem
serebellopontin  kose ve internal akustik
kanalda yerlesim gosterdigi saptandi. Akustik

nérinoma boyutlarinda degisim ile kitlenin yeri

arasinda istatiksel fark saptanmadi (P>0.05).
internal akustik kanal yerlesimli timori olan
hastalarda serebellopontin kose ve internal
akustik kanalda birlikte yerlesim gosteren
hastalara gore saf ses ortalamasi daha disuk ve
konugmayi ayirt etme skorlari daha yiksek
olarak saptandi (P>0.05).

Hastalarda SR’nin saf ses ortalamasi ve
konusmayr ayirt etme skorlarina etkisi
istatistiksel olarak anlamli saptanmadi (P>0.05)
(Tablo 1).

SF-36 Yasam Kalitesi Degerlendirme Olcegi
degerlendirme sonucu hem internal akustik
kanal yerlesimli timori olan hastalarda hem de
serebellopontin  kése ve internal akustik
kanalda birlikte yerlesim gosteren hastalarda
canlilik(enerji, halsizlik) skorunun en dlsuk

oldugu izlendi. (Tablo 2).

Sekil 1. Stereotaktik radyoterapi 6ncesi ve sonrasi sadece internal akustik kanal yerlesimi gésteren
ve serebellopontin kdse ve internal akustik kanalda birlikte yerlesim goésteren akustik nérinoma

boyutlari ortalamasi (Santimetre kiip= cm®).

12}
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Tablo 1. Stereotaktik radyoterapi 6ncesi akustik nérinoma yerlesimine gore saf ses ve konusmayi
ayirt etme skor ortalamasi (dB: Desibel).

Yerlesim Yeri Stereotaktik radyoterapi 6ncesi | Stereotaktik radyoterapi sonrasi

Saf ses Konusmay ayirt | Saf ses Konusmayi ayirt
etme skoru etme skoru
S Esell e lelgiila | 66,2416,7 dB 46,5+23,8 66,4+ 15,4dB  40,9+11,6

kose ve internal P:0.522 P:0.525
akustik kanalda

TSl 59+13,8dB 61,1+ 14,5 62,3+12,1dB  55,2+15,2
kanal P:0.412 P:0.476

Tablo 2. SF 36 Yasam Kalitesi Degerlendirme Olgegi ile akustik nérinoma yerlesimine gére yasam
kalite skorlama ortalamasi.

internal akustik kanal Serebollopontin kdse ve internal akustik kanal

:
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TARTISMA

U¢ cm’den kiiciik akustik nérinoma saptanan
tedavisinde SR
cerrahiye gore daha az morbitide ve timor

hastalarin uygulama ile
Uzerindeki kontrol oraninin cerrahi ile benzer
saptanmasi Uzerine hastalar tarafindan daha
¢ok tercih edilen ydontem haline gelmistir.
Ancak cerrahi kadar olmasa da ylizde uyusma,
isitmede azalma ve yasam kalitesinde azalma
gibi sikayetler ortaya ¢ikmaktadir (6).

Cerrahi yontem ile SR’nin akustik ndrinoma
boyutlari Uzerine etkisini arastiran literatirde
pek cok calisma mevcuttur. Wangerid ve ark.’in
128 hastayr kapsayan bir c¢alismada SR
uygulanan ve7 yil takip edilen hastalarda %92
oraninda  tUmor kontroli saglandigini
belirtmislerdir (7). Cerrahi ile timorin kontrol
degisik
Forster ve

oranlarini literatlrde oranlarda
ark.inc  errahi
akustik
nérinomalarda basari oranin %33, 2-3 cm
arasinda %86, 2 cm’de %89

saptamislardir [8]. Karpinos ve ark. in yaptiklari

saptanmistir.

uyguladigt 3  cm’den blylk

oraninda

¢alismada mikrocerrahi ile SR arasinda tumor
kontrolli acisindan istatiksel olarak anlamlilik
saptamadiklari belirtmektedirler (5).

Bizim ¢alismamizda, SR uygulanan 22 hastanin
sadece 2’sinde kitle boyutlarinda ortalama 0,16
cm3 boyutlarda progresyon, 8’inde ortalama
0,24 cm3boyutlarinda regresyon ve 12’sinde
kitle boyutlarinin stabil oldugu izlendi. SR ile
kitle boyutlarindaki degisme istatiksel olarak
anlamli saptanmadi.

Pollack ve ark.”in 87 akustik nérinoma hastasi
arasinda cerrahi uygulananlarda, SR
uygulananlara gore isitme kaybi riskinin artmis
oldugunu belirtmislerdir[9]. Baska calismalarda
cerrahi uygulanan hastalardaki isitme kaybi

riskinin timor boyutu ve uygulanan cerrahi
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yonteme gore degistigi bildirilmistir (5). Bizim
calismamizdaki  hastalarin  tedavi sonrasi
ortalama 32,9 aylik takiplerinde hem sadece
internal akustik kanalda yerlesim gdsterenlerde
hem de serebellopontin kdse ve internal akustik
kanalda birlikte yerlesim gosterenlerde saf ses
ortalamalarinda minimal artis ve isitmeyi ayirt
etme skorlarinda minimal disme izlendi. Bu
degisiklikler istatiksel olarak anlamli
gozlenmedi.

SF-36 yasam kalitesi degerlendirme 6lcegi,
akustik norinoma hastalarinda kullanilan ve
literatlrde yer almis 6nemli bir degerlendirme
yontemidir (10). Brain ve ark.’in 137 hasta ile
yaptigi c¢alismada cerrahi ve SR uygulanan
hastalar karsilastirildiginda her iki grupta da en
disik skora canlilik fonksiyonunda saptanmis.
Gruplar arasinda fonksiyonlarda SF-36 yasam
kalitesi degerlendirme olgegi ile anlamh fark
saptamamislardir. Ayrica bu ¢alismada PANQOL
yasam kalitesi 6lgceginin de akustik nérinoma
hastalarinda kullanilabilecegini bildirmislerdir
(11). Bizim ¢ahismamizda hem sadece internal
akustik kanalda yerlesim gosterenlerde hem de
serebellopontin  kdse ve internal akustik
kanalda yerlesim gosterenlerde SF-36 yasam
kalitesi degerlendirme 6lcegi ortalamasinda ise
en fazla canlilik skorunda diisme gozlendi.
Yaptigimiz ¢alisma ve literatiir degerlendirmesi
ile 3 cm’den kigilk, serebellopontin kdse ve
internal akustik kanalda birlikte veya tek bir
alan yerlesmis akustik nérinoma tedavisinde
diisik morbitide ile SR cerrahiye alternatif bir

yontem olarak giivenle kullanilabilmektedir.
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SIGARA DUMANININ NEDEN OLDUGU AKCIGER INFLAMASYONUNA KARSI

ALFA-LINOLENIK ASITIN KORUYUCU ROLU
PROTECTIVE EFFECT OF ALPHA-LINOLENIC ACID AGAINST LUNG INFLAMMATION INDUCED BY
CIGARETTE SMOKE
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OzET

Amag: Yapilan calismalar keten yaginda bolca bulunan ve
omega 3 yag asitlerinden biri olan alfa-linolenik asitin
antioksidan ve anti inflamatuar etkinligini gostermistir. Sigara
dumani birgok zararli bileseni icerdiginden akcegerlerde
hasara neden olmaktadir. Bu nedenle alfa-linolenik asitin
sigara dumani maruziyetine bagli akciger hasarina kars
koruyucu etkinligi olup olmayacagini planladik.

Gereg ve Yontem: Bu amagla ferelere 2 ay boyunca sigara
dumani ve 200 mglkg alfa-linolenik asit verildi. ve
akcigerlerindeki ~ siklooksijenaz-2, fosfolipaz A2 ve
indlklenebilir nitrik oksit sentaz (INOS) enzimleri ELISA
yontemiyle analiz edildi.

Bulgular: Farelere gentamisin uygulamasi akcigerlerde
siklooksijenaz-2(COX-2), fosfolipaz A2 ve iNOS enzimlerinin
ekpresyonlarini arttirdi. Sigara dumanina maruz birakilan
farelere alfa-linolenik asit verimesi bu enzimlerdeki artisi
geri gevirdi.

Sonug: Calismamiz sigaranin neden oldugu akciger
hasarina karsi alfa-linolenik asit kullaniimasinin yararli
olacagini géstermistir.

Anahtar kelimeler: Sigara dumani, akciger, alfa-linolenik
asit, siklooksijenaz-2, fosfolipaz A2, ve INOS

Gonderme tarihi / Received: 01.06.2016

ABSTRACT

Aim: Alpha-linolenic acid which is been found in leenseed
oil abundantly is a omega-3 faty acid and its anti-
inflammatory and antioxidant effects are shown in various
studies. Cigarette smoke contains various toxic and causes
lung damage. Due to this reason, we planned a study to
examine the protective effects of alpha-linolenic acid against
smoke exposure induced lung damage in mice.

Material and Methods: For this purpose, mice exposured to
smoke during 2 month and 200 mg/kg alpha-linolenic acid
per a day and cyclooxygenase-2, phospholipase A2 and
inducible nitric oxide synthase (iNOS) enzymes in their lungs
are analyzed by using ELISA method.

Results: Smoke exposure increased the expression of
cyclooxygenase-2 (COX-2), phospholipase A2 and iNOS
enzymes. Alpha-linolenic acid administration to mice that are
exposured to smoke previously decreased the rate of
increase of the phospholipase A2, cyclooxygenase-2 and
iNOS.

Conclusion: Our study shows that the smoke exposure
causes lung damage and the use of alpha-linolenic acid can
be helpful against this toxic effect.

Key words: Smoke, lung, alpha-linolenic acid,
cyclooxygenase-2, phospholipase A2 and inducible nitric
oxide synthase.
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GIRIS
Sigara kullanimi  ginimizin 6nemli saghk
problemlerindendir. Sigara dumani maruziyeti
basta akcigerler ve kardiyovaskiiler sistem gibi
vlicutta bircok organi  olumsuz yoénde
etkilemekte ve ilgili organlarda hasar ve
fonksiyon bozukluklarina neden olabilmektedir.
Sigara kullanimi kardiyovaskiler hastaliklara
blayiuk bir
¢alismalar, sigara

yonelik risktir.  Epidemiyolojik

kullaniminin  trombozis,
ateroskleroz gelisimi, miyokard infarktusu,
vaskller graft basarisizligi ve koroner arter
hastaliklarindan 6lime sebebiyet vermesi ile
birlikte

disfonksiyonun 6nemli nedenlerinden oldugunu

hipertansiyon ve endotelyal

gostermistir (1-4).

Sigara kullanimi plazmadaki kombine nitrit,
nitrat ve antioksidan yogunlugunu duasurir (5).
Sigara
hicrelerindeki  L-arjinin-NO sentaz yolagini

dumani maruziyeti endotel
etkileyerek NO Uretimini azaltir. Ayrica oksidatif
stresi artirdigi yapilan ¢alismalarda rapor
olarak

edilmistir.  Buna ilave L-arjinin

transportunu  ve  nitrik  oksid  sentaz
ekspresyonunu ve aktivitesini azaltir (6). Uzun
slreli sigara dumani maruziyeti fare karotid
arterinin yapisini dénistiimsiz olarak bozar ve
elastikiyetini azaltir (7). Sigara kullanimi kronik
obstruktif akciger hastahgl riskini artirir. A
vitamininin azalmasina neden olarak akaciger
parankim hiicrelerinin yikimina ve
elastikiyetinin azalmasina bagh bir hastalik olan
amfizemin gelisimine neden olur (8). Sigara
kullanimi serbest  oksijen  radikallerinin
artmasina neden olarak oksidatif stresi artirir.
Artan oksidatif stres NO inaktivasyonu yaparak
endotelyal disfonksiyona katkida bulunur ve
normal koroner damarlarin kan akiminin

azalmasina neden olur (9).
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Keten yaginda yiksek oranda bulunan alfa-
linolenik asit kalp ve kardiyovaskiiler sistem igin
koruyucu bir besindir (10, 11). Arasidonat
yapisina katilan dokozaheksaenoik asit (DHA) ve
pentaneoik asid (EPA)'in 6n maddesidir (12).
Alfa-linolenik asit diyeti ile beslenen spontan
hipertansif siganlarda kan basincinin digtiugu
gosterilmistir (13). Ayrica alfa-linolenik asit
diyeti yuksek, orta ve normal tansiyonlu
japonlarin sistolik ve diyastolik kan basinglarini
dislrdigu bildirilmistir (14). Alfa linolenik
asid'in  antioksidan etkinligi vardir. Oksidatif
stresi azaltmasi inflamasyonun 6nlenmesine de
katki saglar(15). Alfa-linolenik asit lipoprotein
sakkarit (LPS)'in neden oldugu inflamasyonu da
azaltir. Alfa-linolenik asit ayrica nikleer faktor
kappa-B (NF-kB) translokasyonunu ve mitojen
ile aktive edilmis protein kinaz (MAPK)'In
fosforilasyonunu inhibe eder. Bu inhibisyon
iNOS, COX-2, TNF-alfa gibi
faktorlerinin ekspresyonlarini azaltir (16).

inflamatuvar

Ayrica omega-3 yag asitleri prostaglandinlerin
sentezinde goérev alir (17). Kardiyovaskiler
hastaliklarin riskini azalttir (18-20). Bagisiklik
sistemini de dlzenledigi gosterilmistir (21).
Prostaglandinler viicut sicakligi, inflamasyon,
agri, dolasim sistemi, bosaltim sistemi ve
sindirim sisteminin diizenlenmesinden
sorumludurlar. Bununla birlikte kan pihtilagsmasi
ve bazi hormonlarin sentezlenmesi igin de

onem arz etmektedirler (22).

Sigara dumaninin birgcok toksik etkisi varken
calismamizda kullandigimiz alfa-linolenik asid’in
bu toksik etkiler Uzerinde koruyucu olup
olmayacagl merak uyandirmaktadir. Bu amagla
fareleri sigara dumanina maruz birakip alfa-
linolenik asid’in akcigerler Uzerinde koruyucu
Ozelligini arastirmayi planladik.
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GEREC VE YONTEM

Fareler kontrol, duman uygulanan ve duman ile
birlikte alfa-linolenik asit uygulanan olarak (g
gruba aynldi. Alfa-linolenik asit 200mg/kg
dozunda 8 hafta boyunca ginde 1 kez
uygulandi. Duman uygulanacak fareler 100 cm
uzunlugunda 60 cm genigliginde 80 cm
ylksekliginde karsilikh 2 kenarin birinde duman
giris bolgesi digerinde ise hava ¢ikis bdlgesi olan
fleksiglas odanin icine konuldu. Duman giris
bolgesine yanma dlizenegi monte edilip
dizenege bagli olan sigara (2 adet) yakilarak
dizenegin  igerisindeki vakum  pompasi
vasitasiyla duman giris bolgesinden hava gikis
bolgesine duman akimi olusturularak farelerin
dumani solumalari saglandi. Her sigaradan 10
dakika

saglandi. Bu sire sonunda 10 dakika odanin

boyunca odanin igerisine duman
dumansiz kalmasi saglandi. Bu dongi 20 adet

sigaranin  bitimine kadar uygulandi. Bu
uygulamaya 8 hafta boyunca haftada 5 giin
devam edildi. Dumansiz kontrol grubuna da
ayni deneysel kosullar saglandi. Fleksiglas
odanin icine duman yerine hava aspirasyonu
Yukarida

fareler servikal

saglandi. aciklanan  protokoliin

sonunda dislokasyon ile
olduralda. Farelerin toraksi agilarak akcigerleri
Cikarilan  doku

deneylerinde

kantitatif tayin
-202C'de
dondurularak eppendorf icinde saklandi.

cikarildi.
kullanilmak  Uzere

Kantitatif Tayin Deneyleri

Doku Homojenizasyonu

Ependorf icinde -202C dondurulmus dokularin
Uzerine gram basina 3ml RIPA (Radio-
Immunoprecipitation Assay) buffer, 30ul PMSF
(fenylmetanesulfonilfluoride), 30ul sodyum
vanadat, 30ul proteaz inhibitéri eklendi ve

ultrasonic parcalama cihaziyla buz lzerinde

Mustafa Kemal Universitesi Tip Dergisi Cilt: 7, Say1:25, Yil:2016

dokularin parcalanarak homojenatlar elde
edildi. Homojenatlar 10.000 RPM’de 10 dakika
santrifij  edilip  Ustte ayrilan
alindi, alttaki

kisimlar
(sipernatantlar) cokeltiler
(pelletler) atildi.

Protein Miktar Tayini

Homojenize edilmis dokularin protein miktar
tayini Bradford yontemi ile yapildi. Sigir serum
albumini (1pug/ml) kullanilarak 1, 2, 3, 5, 7, 8, 10
(ug/ml) konsantrasyonlarda standart hazirlanip
her bir 6rnekten 10 ul alinarak distile su ile 100
pl'ye tamamlandi. Standart ve O&rneklerin
Bradford

karistirildiktan sonra

tzerine 1ml sollisyonu eklenip
vorteksle
spektrofotometrede 595 nanometre dalga
boyunda absorbans miktarlari manuel olarak
Olculdu. Prism programinda ¢izilen standart
egriye gobre protein miktar tayini pg/ul
cinsinden yapildi.

ELISA (Enzyme Linked Immunosorbent Assay)
Testi

Siklooksijenaz-2, fosfolipaz A2, ve iNOS
enzimlerinin ekspresyon ve aktiviteleri ELISA

testi ile incelenecektir.

Grafiklerin ¢izimi ve istatistiksel analiz icin
bilgisayar ortaminda Graph-Pad Prism (CA, USA)
programi kullanildi. istatistiksel karsilastirmalar
icin tek yonll varyans analizi (ANOVA) ve post
hoc testi olarak Bonferroni kullanildi. 0.05’den
kiictik P degerleri anlamli olarak kabul edildi.

BULGULAR

ELiSA Fosfolipaz A2 Enzim Miktar Tayini
Sigara dumani  maruziyeti  akcigerlerdeki
Fosfolilapaz A2 enziminin artisina neden
olurken kantaron ekstresi uygulamasinin bu

artisi geri cevirmistir (sekil 1).



ELiSA Siklooksijenaz-2 Enzim Miktar Tayini

Sigara dumani  maruziyeti akcigerlerdeki

siklooksijenaz-2 enziminin artisina neden
olurken kantaron ekstresi uygulamasi bu artisi

anlamli olarak azaltti (sekil 2).

ELiISA iNOS Enzim Miktar Tayini

Sigara dumani maruziyeti akcigerlerdeki iNOS
enziminin artisina neden olurken kantaron
ekstresi uygulamasi bu artisi anlamh olarak
azaltti (sekil 3).

Sekil 1. Sigara dumani
akcigerlerdeki fosfolipaz A2 enzimine etkisi
(n=6).

maruziyeti

*

20004

_ " E3 Kontrol
- 2 E23 Duman
I wl == 5 Duman+Afa-inoleni asid
E ool | St
21 i
5004 E sy
R
0- T
Fosfolipaz Ay

istatistiksel analiz: ANOVA. Post hoc: Bonferroni. (* :
Kontrole gére P<0.05. #: Duman kontrole gore P<0.05).

Sekil 2. dumani
akcigerlerdeki siklooksijenaz-2 enzimine etkisi

(n=6).

Sigara maruziyeti

2.5+ *

Kontrol
2,01 TR # Duman
: £3 Duman+Afta-inolenik asid
—-—— .

= 151
£
B,

054

0.0 ,

Siklooksijenaz-2

istatistiksel analiz: ANOVA. Post hoc: Bonferroni. (* :
Kontrole gére P<0.05. #: Duman kontrole gore P<0.05).
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Sekil 3. dumani

akcigerlerdeki iNOS enimzimine etkisi (n=6).

Sigara maruziyeti

2000+

—— B3 Kontrol
e Duman
1 e # &3
Bl e —_ E3 Duman+Affa-finolenik asid

pg/mi
=
S

500+

e
"
e

iNOS

istatistiksel analiz: ANOVA. Post hoc: Bonferroni. (* :
Kontrole gore P<0.05. #: Duman kontrole gére P<0.05).

TARTISMA

Galismamizda inflamatuar yanitta biyolojik
mediyator olarak gorev yapan indiklenebilir
nitrik  oksit
siklooksijenaz-2 enzimlerini degerlendirdik.

sentaz, fosfolipaz A2 ve

Sigara dumaninin, inflamasyon
mekanizmalarinda onemli rolleri olan
siklooksijenaz-2 ve fosfolipaz A2 enzimini
arttirdig1 diger calismalarda gosterilmistir (23-
24). Bizim c¢alismamizda da benzer sekilde
sigara dumani siklooksijenaz-2, Fosfolipaz A2 ve
iNOS enzimlerinin miktarinda artisa neden
olurken antiinflamatuar 6zelligi gosterilen alfa-
linolenik asit bu artislari anlamli olarak azaltti.
Yapilan bir ¢alismada sigara dumaninin NADPH
oksidaz enziminin aktivitesini indikleyerek
hiicre ici suUperoksit radikallerinin Uretimini
arttirdig1 ve bu artisin da sitozolik fosfolipaz A2
enzim duzeyini yulkselttigi gosterilmistir. Bu
artisin proinflamatuar gen transkripsiyonunu
aktifleyen MAPKs vyolagi, NF-kB, ve AP-1
faktorlerinden kaynaklandigi gosterilmistir (25).
Yapilan bir baska ¢alismada da benzer sekilde
sigara dumaninin siklooksijenaz-2 enzimini
arttirdigl ortaya konmustur. Bu artisin PKC_/c-
Src/EGFR ve PDGFR/PI3K/Akt PDGFR/PI3K/Akt
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sinyalizasyon yolaklarinin aktive dilmesiyle
artan NF-kB ve p300 inflamatuar transkripsiyon
faktorlerinden kaynaklandigi gosterilmistir (23).
Fosfolipaz A2 inflamasyon mekanizmasinda en
Ust basamakta yer almaktadir ve membran
fosfolipidlerinden siklooksijenaz-2 enziminin
substrati olan arasidonik asit sentezine neden
olmaktadir. Alfa-linolenik asit ile bu basamagin
inhibisyonu, inflamasyonu baslangic asamada
inhibe
calismalar sigara dumani oksidatif stres kaynakli
iNOS aktivitesinin artmasina bagli peroxynitrite
(ONOO-) Uretimini artirdigini gdstermistir (26).

Ayrica iNOS aktivitesinin ve peroxynitritin COX-

edecegini gOstermektedir. Yapilan

2 aktivitesinin  artisina  neden  oldugu

gosterilmistir. Alfa-linolenik asit antioksidan
ozelliginden dolayr oksidatif stresi azaltmasi
iNOS ve COX-2 enzimlerinde azalmaya neden
olmus olabilir.

Sigara dumani siklooksijenaz-2, Fosfolipaz A2 ve
iNOS enzimlerinin miktarinda artisa neden
olarak sitokinlerin, kemokinlerin ve adhesyon
molekillerinin sentezlenmesiyle monosit ve
makrofajlarin migrasyonlarinin artmasina bagli
akciger harina neden olacaktir. Calismamiz alfa-
linolenik asit ile bu enzimlerin inhibisyonuna
olarak monosit ve

neden makrofajlarin

migrasyonlarini engelleyip akciger hasarina
karsi koruyucu olacagini gostermistir.
Sonug olarak sigara kullanimiyla birlikte alfa-

linolenik asit diyetinin sigaranin neden oldugu

olumsuz etkileri azaltmaya yardimci
olabilecegini gostermistir.
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ENDOMETRIOZISE BAGLI AGRI TEDAVISINDE LEVONORGESTREL
SALGILAYAN RAHIM iCi ARAC SISTEMi (LNG-RiA) VE NAPROKSEN
SODYUM ETKINLiGi KARSILASTIRILMASI

In Endometriosis Treatment of Pain Due Levonorgestrel Releasing Intrauterine Vehicle System

(LNG-1UD) to Event and Comparison Naproxen Sodium

Sengiil Talar Arslan’, Biinyamin Bérek;iz, Emsal Pinar Topdagi Yilmaz!

"Nene Hatun Kadin Hastaliklari ve Dogum Hastanesi, ERZURUM
atatiirk Universitesi Tip Fakiiltesi, Kadin Dogum Klinigi, ERZURUM

OzET

Amag: Endometriozis, birgok semptomu olmasina ragmen
en sik beraber oldugu semptom agridir. Agrininsebebi net
olarak bilinmemektedir. Calismamizda endometriozise bagli
agrisi olan hastalarda gtincel tedavi yaklagimlarindan biri
olan LNG-RIA (levonorgestrel salgilayan rahim ici arag
sistemi) ve bir nonsteroid antiinflamatuar ajan olan
naproksen  sodyumun  etkinligini  karsilastinimasini
amagladik.

Gere¢ ve Yontem: Etik kurul onayr alindiktan sonra
klinigimizde opere edilip patolojisi endometriozis gelen 60
hasta calismaya dahil edildi. 20 hasta kontrol grubu, 20
hasta LNG-RIA grubu, 20 hasta naproksen sodyum grubu
olarak alindi. Hastalara McGill agri soru formu ve aylik agri
formu verildi. Vistel analog skala kullanilarak doldurulmasi
istendi. Hastalar aylik kontrollere ¢agrild.

Bulgular: Yapilan istatistiksel testler sonucunda LNG-RIA
uygulanan hasta grubunda VAS agri ortalamasinda 1. aydan
6. aya anlaml azalma bulundu. Naproksen sodyum
grubunda ise pelvik agrida ve dismenorede azalma oldugu;
ancak agrinin siddetindeki azalmanin aylar arasinda farklilik
gostermedidi gorulda.

Sonug: Endometriozise bagli adri tedavisinde bircok
medikal ajan kullaniimaktadir. LNG-RIA endometriozise
bagl agri tedavisinde, yan etki profili ve strekli kullanim
gerektirmemesi yonlyle daha etkin bir tedavidir.

Anahtar kelimeler: Endometriozis, levonorgestrel
salgilayan rahim igi arag (LNG-RIA) , naproksen sodyum,
agr tedavisi.

Gonderme tarihi / Received: 09.08.2016

ABSTRACT

Aim: Although there are many symptoms of endometriosis,
the most frequent symptom is pain. The cause of pain is
unknown. In this study, it is aimed to compare efficiency of
LNG-IUD (levonorgestrel releasing intrauterine vehicle
system) and the non-steroidal anti-inflammatory agent,
naproxen sodium which are two current approaches in the
management of endometriosis-related pain.

Material and Methods: After approval of the Ethics
Committee, 60 patients, who were operated with the
pathology of endometriosis, were included in the study.lt is
divided into three groups and each group cotained 20
patients.They are named as the control group, the LNG-IUD
group, and the naproxen sodium group. McGill pain
questionnaire and pain questionnaire form were given to
patients monthly. Patients were asked to fill out the forms
using a visual analogue scale. Patients were followed-up
monthly.

Results: As a result of the statistical tests applied, there
was a significant decrease in the mean VAS score in the
LNG- IUD patient group from 1st to the 6th months of
treatment. Reduction of pelvic pain and dysmenorrhea was
detected in the naproxen sodium group, but it did not differ
the decrease in pain severity between months

Conclusion: A number of medical drugs are used in the
management of endometriosis-related pain. It can be
concluded that LNG-IUD was a more effective due to
modality in the management of endometriosis-related pain,
and has both low side effct and no need to be used
continously.

Key words: Endometriosis, levonorgestrel releasing
intrauterine device (LNG IUD), naproxen sodium, pain
management.
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GIRIS

Endometriozis endometrial glandiler doku ve
stromanin uterin kavite disinda fonksiyon
gordiglu progresif olabilen bir hastaliktir.
Menarstan menapoza kadar pelvik agn

yakinmasina neden olan tim olgular
endometriozis agisindan risk tasimaktadirlar (1,
degildir,fakat

endometrial implantlardan periton sivisina

2).  Agrinin  nedeni net
proinflamatuar sitokin ve prostoglandinlerin
salinimi kaynak olabilir (3, 4).

Levonorgestrel salgilayan rahim i¢i arag sistemi
(LNG-RIA) geleneksel olarak kontrasepsiyon ve
disfonksiyonel uterin kanamalar icin
kullanilmaktadir. Son zamanlarda, LNG-RIA
tedavisinde
LNG-RIA,

dogrudan levonorgestrel salgilar ve 5 yila kadar

endometriozis kullaniimaya

baslanmistir. endometriuma
etkilidir (5). Fenilpropiyonik asit tirevleri iginde
en uzun etkili olan naproksen sodyum;
antiinflamatuar, analjezik ve antipiretik bir
maddedir (6).
tanisi  almis

Calismamizda endometriozis
hastalarin  agri  tedavisinde
naproksen sodyum ve levonorgestrel salgilayan
rahim ici arag sisteminin (LNG-RIA) etkinligini

karsilastirmayr amagladik.
GEREC VE YONTEM

Ocak 2009-Haziran 2012 tarihleri arasinda
hastanemizde patolojisi
endometriozis gelen 60 hasta g¢alismaya dabhil

ameliyat  edilip

edildi. Hastalara ¢alisma ile ilgili ayrintili bilgi
verilerek, aydinlatiimis onam formu dolduruldu.
Hastalardan gebelik istegi olanlar kontrol
grubuna alindi. Gebelik istegi olmayan hastalara
LNG-RIA (mirena- shering ®) ve naproksen
sodyum (apranax 275 mg — Abdi ibrahim)
uygulandi. Hastalarin higbiri hormon tedauvisi
kullanmiyordu, pelvik inflamatuar hastaligi
yoktu. Calisma prospektif, randomize olarak
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planlandi. Hastalarin degerlendiriimelerinde ve
takibinde McGill Agri Soru Formu( MASF ), ayhk
agr takvimi ve vistiel analog skalasi kullanildi.
Hastalarin aylik izlemlerle toplam 6 ay sireyle
20 hastaya
levonorgestrel salgilayan rahim igi arag sistemi
takildi, 20 hastaya glnlik 2 kez 275 mg
naproksen sodyum verildi. 20 hasta kontrol

takiplerinin yapilmasi planlandi.

grubu olarak alindi. Hastalara aylik agri
takvimini nasil dolduracaklari ve visiial analog
skala ayrintili olarak anlatildi.

McGill Agri Soru Formu, dort boélimden
olusmaktadir. Formun girisinde hastanin yasi,
protokol numarasi, analjezi tipi, dozu gibi
tanitici  bilgiler ve hastaya formu tanitici
aciklamalar yer alir. Formun birinci bélimiinde,
hastanin agrisinin etkilendigi viicut bolgesi veya
bolgelerini isaretlemesinde kullanilmak Uzere
On ve arkadan gorunisu gizilmis iki viicut resmi
vardir. Hastanin agrisinin yerini, viicut semasi
Uzerinde isaretlemesi ve agri derinden geliyorsa
“D”, vicut ylzeyinde ise “Y”, hem derin hem de
yuzeyde ise “DY” harfi ile belirtmesi istenir.
ikinci bolimde, hastanin agisini tanimlamasi
istenir. Hastaya verilen soru formunda agriyi
duyusal, algisal ve degerlendirme yodniinden
tanimlayan, 2 ile 6 arasinda degisen tanimlayici
kelimenin yer aldigi 20 kelime grubu vardir. ilk
10 kelime grubu duyusal boyutu, sonraki 5’i
algisal boyutu, 16. grup degerlendirmeyi, son 4
grup ise agrinin farkli yonlerini gosteren cok
yonli kelimelerden olusur. Her grupta agriya
iliskin ifade, hafiften siddetliye dogru artan
sirada yer alir. Hasta, her gruptan kendine en
uygun olan kelimeyi isaretleyebilir veya eger
uygun degilse grup timiyle gecilebilir. Her
grup puanlanir ve sonunda toplam puan elde
edilir. Bunun igin ilk siradaki ifadeye 1,
digerlerine sirasiyla 2, 3, 4 vb. puanlar verilir.
Uclincii  bélimde, agrinin  zamanla iliskisi
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sorulur. Bu bélimde agriyi tanimlamaya yonelik
ve hastanin segebilecegi kelime gruplari vardir.
Ayrica agriyl nelerin, hangi pozisyonun, hangi
ortamin, hangi ilaglarin azalttigi/arttirdig
sorulur. Dordinci boélimde ise agri siddetini
belirlemeye yonelik “hafif” agri ile “dayanilmaz”
agr arasinda degisen bes kelime grubu yer
alir.Ayrica “yasanabilir” yani “hedef agr” olarak
da tanimlanan ve hastanin kabul edebilecegi
veya rahatsiz olmadan yasayabilecegi agn
siddetini belirlemeye yonelik alti soru yer
almistir. Formun uygulanmasi yaklasik 5-10
dakika strmektedir(7). Daha sonra MASF In
gecerlik ve glivenirlik calismasi yapilarak, formu
Tirkce’ye uyarlanmistir. inceleme sonucunda
Olcegin yuksek ic tutarlihga sahip oldugu ve yapi
gecerliliginin yeterli oldugu belirlenmistir (8).
Aylik agri takviminde, ilk kisim jinekolojik
degerlendirmeyi icerir. Hasta, adet zamanini ve
periyotlarinin  hafif, orta, siddetli olup
olmadigini 0-10 skalasini kullanarak kaydeder.
Kullandigi agri kesici varsa tipi ve miktarini
belirtir. Agrinin nerede oldugunu, cinsel iligki
sirasinda veya sonrasinda agri olup olmadigini
0-10 skalasi ile kaydetmesi istenir(9) . Klinige
gelmeden onceki 2 haftalik sitrede glnlik
tutmasi 6nerilir (10).

Hastalarimizin timiine formu nasil dolduracagi
konusunda bilgi verildi. Formu doldurmaya
basladigi tarihi kaydetmesi ve ay boyunca her
giin icin formu doldurmasi istendi. Form
tanitildiktan sonra, hastaya 15 dakika siire
verilip, form (izerinde wuygulama vyapmasi
saglandi. Daha sonra, hastanin formdaki
sorulari  ve kaydetme islemini anlayip
anlamadigl degerlendirildi. Formdaki sorulari ve
kayit islemini anlamigsa tamamlamak Uzere eve

gotirmesine izin verildi.
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Agri siddetini 6lgmek igin visual analog skala
kullanildi. Visual analog skalada 10 cm'lik diiz
cizgi lzerinde "0" agrisiz, "10" ise dayaniimaz
agriyl tanimlamaktadir. Hasta bunu kendisi
tanimlayacagi icin ge¢miste yasadigl bir agriy
gozlinlin 6niine getirmesi, bunu 10 olarak kabul
etmesi ve ona gore agriyi degerlendirmesi
istenir (11).
kullanarak ayhk agri takvimini doldurdular ve

Hastalar vistiel analog skalayi

aylik kontrollere geldiler.
Galhsmamizda istatistiksel analizler SPSS version
21 programi kullanilarak yapildi. Verilerin
normal

degerlendirilmesinde dagihma

uymadigindan  ortalamalar arasi  farklari
belirlemek icin Freidman Varyans analizini ve
Kruskal Wallis testi kullanildi. Veriler normal
dagilmadigindan tedavi uygulanan ve kontrol
grubunun 1-3 ve 6. aylardaki agri dizeylerini
karsilastirmak i¢cin Friedman Varyans analizi
kullanildi.  Yas degiskeni normal dagilima

uydugundan tek yonli varyans analizi kullanildi.

BULGULAR

Calismaya postoperatif patolojisi endometriozis
olan 60 hasta dahil edildi. Hastalarimizin 20’si
kontrol, 20’si naproksen sodyum ve 20 hastada
LNG-RIA grubu olarak randomize edildi. LNG-
RIA grubunda ortalama yas 34.7+5.6 yil (25-47),
naproksen sodyum grubunda 31,05%6.8 yil (22-
47) ve kontrol grubunda 34,5+6.5 yil (24-48)
idi. Gruplar yas dagilimi acisindan
karsilastirildiginda istatistiksel anlamli  fark
saptanmadi (p>0,05).

Kontrol grubunda ve LNG-RIA grubunda bekar
hasta yok iken, naproksen sodyum grubunda 9
hasta bekar,11 hasta evli idi.

Gruplarin 1. ay, 3. ay ve 6. ay pelvik agr
karsilastirmalari yapildi. Kontrol grubuna gore

tedavi gruplarinda agrida anlamli azalma



oldugu tespit edildi (p<0,05). LNG-RIA grubunda
1. aydan (6,00) 6. aya (3,90) dogru anlaml bir
azalma tespit edilirken (p<0,05), naproksen
sodyum grubunda aylara goére anlaml azalma
tespit edilmedi(p>0,05)(grafik 1). Ancak kontrol
grubuyla karsilastirildiginda naproksen
grubunda tim aylarda agri ortalamasinin daha
az oldugu gozlendi (p<0,05)(Tablo 1).

Hastalarin kag glin agrisi oldugu da sorgulandi.
LNG-RIA grubunda 1, 3 ve 6. aylarda agri olan
glin sayisinin azaldig; kontrol ve naproksen
sodyum grubunda gin sayisinin degismedigi
gozlendi (p>0,05) (Tablo 2).

Dismenore yoninden tedavi gruplariyla kontrol
grubu karsilastirildi. LNG-RIA grubunda sirasiyla
1, 3 ve 6. aylarda dismenore ortalamasi siraslyla
5,75-4,70-3,65
grubunda ise 1, 3 ve 6. aylarda sirasiyla 3,95-
3,55-3,30 olarak tespit edildi. Kontrol grubunda
bu degerler sirasiyla 5,85-5,80-6,00 oldugu
LNG-RIA grubunda dismenorenin
(p<0,05) fakat
Naproksen sodyum grubunda aylar arasinda
(p>0,05) (Tablo
3),ancak kontrol grubu ile karsilastirildiginda

iken, naproksen sodyum

gozlendi.

anlamli  olarak azaldig

anlamli  farkhlik olmadigi
agri ortalamasinin anlamh oranda daha az
oldugu tespit edildi (Grafik 2).

Hastalarin  kag oldugu
karsilastirildiginda LNG-RIA uygulanan grupta
dismenore olan giin sayisi 1, 3 ve 6. aylarda

glin  dismenoresi

sirastyla  5,5-4,5-2,8 oldugu ve zamanla
istatistiksel olarak anlamh azalma oldugu
gozlendi (p< 0.05). Naproksen sodyum

uygulanan grupta dismenore giin sayisi sirasiyla
3,45- 2,8-3,0 oldugu gozlendi ve istatistiksel
olarak anlamli fark saptanmadi (p>0,05) (Tablo
4).

Ayrica hasta gruplarinda iliski sirasinda agri
(disparoni) degerleri karsilastirildi. LNG-RiA’'nin
disparonide etkin oldugu agri ortalamasinin 1, 3
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ve 6. aylarda sirasiyla 4,80-4,15-3,00 oldugu ve
aylar arasi fark anlamh oldugu goruldi (p<0,05).
Naproksen sodyum da ise bu degerler sirasiyla
1,80-1,35-1,35 olarak hesaplandi, istatistiksel
fark
bulunmadi(p>0,05). Fakat naproksen sodyum

olarak aylar arasl anlamli
grubunda 6 aylik disparoni siddetinde azalma
dikkate alindiginda
yaklastk 3 puanlik fark oldugu

(p<0,05)(Tablo 5)(Grafik3).

kontrol grubuna gore

gozlendi

Tablo 1. Pelvik agri.
Tedavi

LNG-RIA 3,90

p<0,05

DELICLEEUE S 445 425 4,10 p>0,05
sodyum
Kontrol 6,25 6,45 6,20 p>0,05

Tablo 2. Pelvik agri hissedilen giin sayisi.
Tedavi l.ay 3.ay 6.ay

p degeri

LNG-RIA 8,90 7,95 5,45  p<0,05

JEUCIEE S 675 750 7,80 p>0,05
sodyum
Kontrol 10,05 11,4 11,6 p>0,05

Tablo 3. VAS dismenore agri ortalamasi.
Tedavi l.ay 3.ay 6.ay

p degeri

LNG-RIA 3,65  p<0,05

JEICLEEE S 395 355 330 p>0,05
sodyum
Kontrol 5,85 5,80 6,00 p>0,05
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Tablo 4. Dismenore olan giin sayisi. Grafik 2. Tedavi gruplarinda dismenore agri
Tedavi l.ay 3.ay 6.ay pdegeri ortalamasi.

|M Dismenore 1.ay
Il Dismenore 3.ay

5,00
IOl Dismenore 6.ay

LNG-RIA
Naproksen
sodyum

4,00

3,00

Kontrol

Ortalama

2,00

Tablo 5. Cinsel iligki sirasinda agri (Disparoni).
LCEN l.ay 3.ay 6.ay pdegeri

1,00

00= N
LNG-RIA Grubu Naproksen Sodyum Grubu

Kontrol Grubu

LNG-RiA Hasta Tedavi Sekli

Naproksen VAS:Agri Ortalamasi.

sodyum
Grafik 3. Tedavi gruplarinda cinsel iligki

Kontrol sirasinda agri.

SIRASINDA AGRI
3.ay CINSEL iLjs
SIRASINDA AGRI
8.y, CINSEL iLisi

SIRASINDA AGRI

5

:uay CINSEL iLiSKi

Grafik 1. Tedavi gruplarinda pelvik agri.

Pelvik Agri 1.Ay
Pelvik Agri 3.Ay
Pelvik Adri 6.Ay

Ortalama

Ortalama

LNG-RIA Grubu
Hasta Tedavi Sekli

Kontrol Grubu

Naproksen Sodyum Grubu

TARTISMA
Endometriozis, endometrial glandiler doku ve

Kontrol Grubu LNG-RIA Grubu Naproksen Sodyum Grubu
Hasta Tedavi Sekli

VAS:Agri Ortalamasi. stromanin uterus disinda yer almasi olarak
tanimlanir. Genel kadin populasyonunun %5-
15, infertilite nedeni ile arastirilan kadinlarin
%40'n1 olusturan vyaygin bir hastaliktir(12).
Endometriozisin bircok semptomu olmasina
ragmen en sik goérilen semptom agridir. Bu
semptom  hastalarin ~ %75’inde  gorilir.
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Endometrioziste gorilen en sik agri sekilleri
disparoni, dismenoreve kronik pelvik agn
seklinde olabilir (13).

Endometriozisin tedavisi, hastanin spesifik
sikayetine, lezyonlarin  yerlesim  yerine,
sikayetlerin siddetine, tedavinin amacina ve
fertilite koruma istegine baghdir. Tedaviye karar
vermede en 6nemli faktdr hastanin infertilite
mi yoksa agri icin mi tedavi istedigidir (14).
Endometriozise bagh agri ve infertilite kiside
sosyal disfonsiyon, depresyon ve izolasyona
neden olabilir. Cesitli kronik agrilar enddstri
toplumlarinin  saghk sistemlerinde tedavi
maliyetlerini ylkselten ekonomik boyut igerir
hale gelmektedir. Hem kisinin sosyal yasami
hem de toplum agisindan endometriozise bagh
agrinin tedavisinde bir¢ok ajan kullaniimistir
(15). Medikal tedaviler lezyonlari azaltma ya da
overyan Ostrojen supresyonuna dayanir ancak
endometriozis tedavinde uzun stre kullanim ve
tedaviye baglihk gerektirir. Bu ilaglarin neden
oldugu derin hipodstrojenizmden dolayr kemik

mineral dansitesi Uzerindeki negatif etki bu

ilaglarin ~ kullanimini  kisitlar ~ (16).  Bu
nedenlerden yeni terapotik ajanlar
arastirilmaktadir ve bunlardan biri

levonorrgestrel salgilayan rahim igi aragtir (17).

Progestinler, Ostrojenlerin endometrium

Uzerindeki etkilerini antagonize eder ve
baslangicta  desidualizasyona ve sonucta
endometriumda  atrofiye neden olurlar.

Levonorgestrel salgilayan rahim ici arag sistemi
(LNG-RIA) geleneksel olarak kontrasepsiyon ve
disfonksiyonel uterin kanamalar icin
kullanilmaktadir. Son zamanlarda, LNG-RIA
endometriozis tedavisinde kullanilmaya
baslanmistir. Lockhat ve ark teshisi postoperatif
patolojik incelemeyle konulan 34 endometriosis
hastasinin 3 yillik takiplerinde LNG-RIA kullanan

hastalarda yakinmalarin dizeldigini ve bu
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dizelmenin 30 ay kadar devam ettigini
gostermistir (18). LNG-RIA baslangicta sadece
kontrasepsiyon igin Onerilmesine ragmen ek
olarak normal periyotlu ve menorajisi olan
kadinlarda da kullanilmaktadir. Son dénemlerde
adenomyozis ve endometriozis gibi benign
jinekolojik  hastaliklarin  tedavisinde  de
kullanilmaktadir. Uterin kavite igerisine salinan
glnlik disik doz, sadece endometriumda
yuksek ve sabit levonorgestrel
konsantrasyonlarina yol agar (19).

Nonsteroid antiinflamatuar ilaglar, pelvik agri
ve primer dismenoresi olan kadinlarda siklkla
ilk secilecek tedavidir (6). Fenilpropiyonik asit
turevleri icinde en uzun etkili olan naproksen
antiinflamatuar,

sodyum; analjezik  ve

antipiretik  ozelliklere sahiptir. Naproksen
sodyum COX-1 ve COX-2 arasinda ayrim
inhibe

ederek etki eder. Bu ilagla orta ve ileri derecede

yapmadan prostoglandin  sentezini
agrilari olan hastalar lzerinde yapilan ¢alismada
analjezik etkinin ilag kullanimindan 1 saat sonra

basladigl ve 7 saat surdligl tespit edilmistir

(20).
Nonsteroid anti-inflamatuar ilaglarin,
endometriozise bagl agri tedavisinde

plasebodan daha etkin oldugu, ama belli bir
nonsteroid anti-enflamatuar ilacin digerinden
daha etkin oldugunu destekleyecek kanitlar
yetersizdir (21). Kauppila ve ark. yaptig
¢alismada 20 hastada 4 periyot boyunca
naproksen

sodyum ile plaseboyu

karsilastirmistir. Naproksen sodyumun
endometrioizse bagli dismenorede etkin oldugu
saptanmistir (22). Bizim c¢alismamizda literatir
ile uyumlu olarak naproksen sodyum alan
hastalarda pelvik agri ortalamasinin VAS(1-10)
4,45 kontrol grubuna gore 6,25 daha duslik
gozlenmistir.  Naproksen

oldugu sodyum

kullaniminin ~ hastalarda  dismenore  agr
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ortalamasinda  anlamli  azalmaya neden
oldugunu tespit ettik.
Vercellini ve ark. 20 hastaya LNG-RIA

yerlestirilerek 12 aylik takip yapilmis. 12 aylik
kullanim sonrasi agri 6l¢imiinin VAS (1-100) 76
dan 34’ e distlgl, kanama miktarinin 111436
dan 27426 mlL ye distligl ve ylksek hasta
memnuniyeti oldugu gozlenmig(23). Ayni
yazarin yaptigi farkl bir g¢alismada ise
laparaskopik cerrahi sonrasi 20 endometriozisli
hastada LNG-RIA’nin dismenore siddeti ve
sikhgindaki etkisi laparaskopik cerrahi sonrasi 1
yil izlenen 20 hasta ile karsilastirilmis. LNG-RIA
grubunda %10 ve sadece cerrahi yapilan grupta
%45 hastada orta ve siddetli dismenore tekrar
etmis. Postoperatif dismenore rekirrensi LNG-
RIA grubunda 6nemli élciide daha az siklikta
izlenmis (24). Fedele ve ark. rektovajinal
septum tutulumu olan 11 semptomatik kadinda
12 aylik lezyon buyukIGgi ve agri kontroliinde
LNG-RIA
Dismenorenin siddetinin, pelvik agrinin ve derin

etkinligini degerlendirmisler.

disparonin iyilestigini ve  endometrotik

lezyonlarin transrektal ve  transvajinal

ultrasonografik degerlendirmesinde  6nemli
derecede azaldigini gostermislerdir (25).

Lockhat yaptigi farkli bir calismada laparaskopi
ile tani alan minimal-orta endometriozisi olan
29 kadini LNG-RIA ile degerlendirmis. VAS agri
skorlamasi kullanilarak agrinin  siddeti ve
sikhginda ©6nemli derecede azalma oldugu
gozlenmis (26). Second-look laparaskopide
hastaligin evresinde de diizelme oldugu ve %68
LNG-RIA
kullanimina devam ettigi saptanmis. Ayni

kullanicinin 6 ay sonrasinda
kadinlarda 3 yilhk kullanim sonrasi, toplam
devam siresi boyunca kontrol edilerek pelvik
agri ve yan etkiler degerlendirilmis. 36 ay
sonunda %56 hastanin araci kullanmaya devam
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ettigi, anormal kanama bozuklugu ya da bazi
vakalarda persiste agri olmasi sonucu arag
kullanimina son verildigi gozlenmis (18).
Petta ve arkadaslari dismenoresi olan kronik
pelvik agrili ve evre 1-4 endometrioizisi olan 82
hastanin 39 una LNG-RIA ve 43 {ine GnRH-a (
Lupron depot 3.75 mg; TAP Pharmaceuticals,
USA) uyguladiklari calismadatedavi 6ncesindeki
ayda her iki gruptada VAS agri skoru 7.3 (skala
1-10) olarak hesaplanmis. Tedaviyi izleyen ilk
ayin sonunda VAS agri skorlamasinda anlamli
azalma oldugu gozlemlenmis ve g¢alismanin 6.
arasinda anlamh fark
LNG-RIA hem GnRH
grubunda ilk ve 6. ay vizitlerinde, VAS skorunda

ayinda 2 grup
saptanmamis. Hem

6 puanlk disme oldugu ve gruplar arasinda
anlamh fark olmadigi tespit edilmis. Evre 3-4
endometriozisi olan kadinlarda evre 1-2
endometriozisi olan kadinlara goére VAS agr
skorlamasinda daha hizli dizelme oldugu
gorilmis. Tedavinin 2. ayinin sonunda LNG-RIA
grubunda %34, GnRH-a grubunda %71 amenore
mevcutken tedavinin 6. ayinda bu oranlar %70
ve %98'e ¢ikmis (27). Biz galismamizda 20
hastaya LNG-RIA uygulayarak 6 aylik izlemde
bulunduk. 6 aylik takip sonrasi hastalarin pelvik
disparoni gibi
endometriozise bagh agrida 3. ayda ve 6.

agri, dismenore ve

aylarda progresif azalma oldugunu gordik.
Disparoni ortalamalarina bakildiginda LNG-RIA
grubunda VAS agri ortalamasinin 1. aydan 6.
aya dogru anlamli sekilde azaldigi; kontrol ve
naproksen sodyum grubunda degisme olmadigi
gozlendi. Ancak 6 ay boyunca agn
ortalamalarinda naproksen sodyum grubunda
kontrol grubuna goére genel olarak yaklasik
VAS(1-10) 2 puan daha az oldugu gorilmustir.
LNG-RIA ve

sodyum endometriozise bagh pelvik agn,

Calismamizda da naproksen



dismenore ve disparonide etkindir. Fakat
LNG-RIA
kullananlarda etki artarken naproksen sodyum
etkinlik
kullanim

kullanim slresi ilerledikce

kullaniminda beklenen artisi

gorilmemistir.  Uzun  sureli ve
devamlilik gerektirmesi nedeniyle naproksen
sodyum endometriozise bagh agri tedavisinde
LNG-RIA ya gore daha az etkilidir.

Sonu¢ olarak endometriozise bagh agn
LNG-RIA  kullanimi
sodyum gibi non steroid ajanlara gére daha
etkindir.

endometriozisli

tedavisinde, naproksen

tedavi gerektiren
LNG-RIA daha
olusturarak

sureli
hastalarda,

Uzun

disiik hipoostrojenik yan etki

kullanilabilecek bir tedavi segenegi olabilir.

Ancak LNG-RIA tedavisinin etkinliginin uzun
donem etkinliginin degerlendirilebilmesi igin
daha genis hasta poplilasyonunda farkli evre
hastalar arasinda karsilastirma uygun olabilir.
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Epitelyal prekanserdz lezyonlar biyolojik davranisi selim
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lesions show a wide variation of clinical and histological
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GIRIS

Epitelyal Prekanseroz Lezyonlar

Biyolojik davranigi selim nitelikli olan, ancak
seyirlerinin herhangi bir déneminde
malignansiye donisim potansiyeli tasiyan
lezyonlardir. Prekanser6z lezyonlar, nukleer
pleomorfizm, mitotik hizda artma, anormal
mitotik figlirler ve anormal farklilasma gibi
invaziv kanserlerde gorilen histopatolojik
degisikliklerin bircogunu gostermelerine
ragmen, buradaki degisiklikler epidermiste
sinirli kalmaktadir. Prekanserdz deri
lezyonlarinin  siniflandinimasi Tablo 1' de

gosterilmistir (1, 10).

Tablo 1. Epitelyal prekanseroz lezyonlar

1) Aktinik keratoz
eKornu Kutane (Deri Boynuzu)
e Aktinik keilitis

2) Arsenik keratoz

3) Termal keratoz

4) Hidrokarbon keratozu

5) Kronik radyasyon keratozu

6) Kronik skarkeratozu

7) Reaksiyonel keratoz

8) PUVA keratozu

9) Viral keratozlar
eBowenoid papilozis
eoEpidermodisplazi verriisiformis

10) Bowen hastaligi veya skuaméz hicreli
karsinoma in situ

11) Queyrat eritroplazisi

12) Lokoplaki

13) Eritroplaki

Aktinik Keratoz (Solar Keratoz, Senil Keratoz)

Kronik ultraviyole isinlarinin etkisiyle gelisen,
orta ve ileri yas grubunda acik tenlilerde glines
goren bolgelerde ortaya cikan, sitolojik olarak
keratinositlerin

anormal epidermal
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proliferasyonu ile karakterize hiperkeratotik
lezyonlardir (2). invaziv skuaméz hiicreli
karsinom (SHK) gelisme potansiyeli tasimasi
nedeni ile son zamanlara kadar prekanserdz
olarak kabul edilen aktinik keratozlarin, erken
evrede malign intraepidermal neoplazm olarak
kabul edilmesi 6ne siriilmektedir. Ayrica son
donemlerde aktinik keratoz lezyonlarinin
Uzerinden melanom ve melanom disi deri
kanserlerinin gelisme riskinin arttirdigl da
bildirilmektedir (1).

Etyopatogenezinde uzun siireli glines isinlarina
maruziyet ve bunun neden oldugu
mutasyonlar, X-radyasyon, poliaromatik
hidrokarbonlara maruziyet, sicak yaniklari,
genis skarlar, kseroderma pigmentosum gibi
predispoze
immunosupresif

durumlar, sitostatik ve
ajanlarla tedavi ve
immuanosupresyon rol oynamaktadir. Bunlar
icerisinde en Onemlisi foto-yaslanmadir.
Aktinik keratozlar siklikla yogun glines 15181 alan
yerlesim yerlerinde, acgik tenli bireylerde ve
erkeklerde daha sik gorilmektedir. Aktinik
keratoz gelisimi ile iliskili fenotipik ozellikler
mavi gozli ve acik ten renginde olmak, cilleri
bulunmak ve glneste kolay vyanip,
bronzlasmamak olarak sayilabilir. Zencilerde
genellikle goérilmemektedir (3). Lezyonlar
sikhikla yiz, sach deri, on kol ve el sirti gibi
glines goren vyerlerde ortaya c¢ikmaktadir.
Boyun her iki cinsiyette esit oranda tutulurken,
kulaklar erkeklerde daha sik tutulmaktadir.
Eritematoz aktinik keratoz diye de adlandirilan
tipik aktinik keratoz lezyonlari, tek veya cok
sayida, 2-7 mm caplarinda, keskin sinirl
olmayan, yer yer gri kahverengimsi, yer yer
eritemli, yassi, kuru ve yapisik skuaml makdl,
papll veya plaklarla karakterizedir (Resim 1).
Lezyonda gelisen indurasyon, eritem, erozyon
ve blylme SHK riskinin arttiginin habercisidir
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(4). Eritematdz aktinik keratoz disinda,
hipertrofik, pigmente, proliferatif, inflame,
konjuntival aktinik keratoz gibi klinik alttipleri
de bulunmaktadir.

Resim 1. Aktinik keratoz.

Lezyonlarin (zerinden zamanla boynuzsu bir
tabaka gelisebilir ve bu tablo kornukutane
(deri boynuzu) olarak adlandiriimaktadir
(Resim 2).

Resim 2. Korn Kutane (Deri Boynuzu).

Ekiz 48

Deri boynuzu bir c¢esit hipertrofik aktinik
keratozdur. Deri boynuzu siklikla aktinik
keratozlar Uzerinden gelismekle birlikte,
skuamoz hicreli karsinom, seboreik keratoz,
trikolemmoma ve

verruka filliformis,

keratoakantom Uzerinden de
gelisebilmektedir. Aktinik keratozlarin dudakta
yerlesen sekline aktinik keilitis denir. Klinikte
sikhkla alt dudakta belirsiz bir vermilyon siniri,
atrofi, beyaz renkli parlaklik ve sinirlari belirgin
hiperkeratotik veya erode alanlar seklinde
goralir (1,2).

Aktinik  keratoz tanisi  ¢ogunlukla  klinik
bulgulara gore konulmaktadir.Tanidan tam
olarak emin olunamadigl durumlarda biyopsi
gerekebilir. Histopatolojik incelemede stratum
korneumda parakeratoz ve hiperkeratoz
goralur. Granller tabaka ¢ok incelmis veya
kaybolmus olabilir. Malpighi tabakasi ise bazen
akantoz gosterirken bazen de atrofiktir.
Normalden genis olan retelerin sayisi
azalmistir. Erken keratinizasyon,
vakuolizasyon, bazen dev hiicreler ve mitoz
artisi gozlenebilir. Deri ve eklerinin epiteli
normaldir. Tutulmus alanlarla tutulmamis
alanlar arasinda keskin bir sinir bulunmaktadir.
Bazal membran ve dermo-epidermal bileske
saglamdir.  Karakteristik  bulgulari  atipik
keratinositlerin  bazal membran boyunca
olusturduklari odaklar ve papiller dermise
uzanan tomurcuklardir. Bazal hiicre tabakasi
atipik keratinositler nedeni ile daha bazofilik
gorilmektedir.  Histolojik  olarak  aktinik
keratozlarin yedi alt tipi mevcuttur; hipertrofik,
atrofik, bowenoid, akantolitik, likenoid,
epidermolitik ve pigmente. Bu yedi tip arasinda
gecisler ve kombinasyonlar siklikla
izlenmektedir.

Ayirici tanisinda seboreik keratoz, diskoid lupus

eritematozus, arsenik keratozu, Bowen
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hastaligi, verruka plana, skuamo6z hiicreli
karsinom, bazal hiicreli karsinom, likenoid
keratozlar ve porokeratoz bulunmaktadir (2).

Aktinik  keratozun tedavisine ilk olarak
hastalara lezyonlarinin dogasi, dogal seyri ve
tasidiklari  riskler anlatilarak baglanmalidir.
invaziv SHK déniisme riski oldugu icin aktinik
keratozlarin goruldigli an tedavi edilmesi
gorisii 6ne cikmaktadir (5). Oncelikle hastalara
yogun glnes 15181 maruziyetinden kaginmalari
ve glinesten koruyucu sapka, giysiler ve yiksek
faktorli  glinesten koruyucu kullanmalari
onerilmelidir. En yaygin kullanilan tedavi sekli
sivi nitrojen kriyo terapisidir. Bu tedavi sekli
genellikle hizh  ve uygun maliyetlidir ve
kozmetik acidan da genellikle kabul edilebilir
sonuglar elde edilmektedir. Diger bir tedavi
secenegi kiretajdir. Ozellikle az sayida olan
kalin ve

hiperkeratozik lezyonlarda

kullaniimaktadir ve histolojik ornek
saglayabilme avantaji bulunmaktadir. Cok
sayida lezyonu olan hastalara topikal 5-
florourasil veya orta veya derin peeling
uygulanabilir. Diger tedavi segenekleri arasinda
fotodinamik tedavi, topikalimikimod,
topikaldiklofenak  sodyum, topikalkolsisin,

dermabrazyon ve lazer ablasyon yer alir (1).

Arsenik Keratozu

Kronik arsenizm ile iligkili olan prekanserdz deri
lezyonlandir. invaziv SHK'ye donisme riski
tasimaktadir. Kronik arsenizme bagh olan
keratozun sikligi, intoksikasyonun dercesine ve
stresine bagl olarak degismektedir (6). Klinik
olarak genellikle avug ici ve ayak tabaninda
misir tanesi gibi kiglk, punktat keratozlar
seklinde baslayip, sonradan giderek sayilari,
kalinliklari ve buyudklGkleri artmaktadir. El
parmaklari, el sirtlari ve ekstremitelerin daha
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proksimal kisimlart  da tutulabilmektedir.
inflamasyon, indiirasyon ve {lserasyon gelisimi
malignansiye donisimiin isaretleridir. Kronik
arsenizm ile iliskili diger deri belirtileri Bowen
hastaligl, o6zellikle govdede olmak (izere ¢ok
sayida bazal hucreli karsinomlar ve yaygin
benekli  gbriinime neden olan bir
Spesifik  bir
histopatolojik bulgusu bulunmamaktadir. Bazi

hiperpigmentasyondur (7).

arsenik keratoz olgular epitelyal hiicrelerinde
belirgin vakuolasyon ve keratin boynuz

olusumu ile  karakterizedir.  Genellikle
lezyonlarin ¢ogunda solar elastoz
bulunmamaktadir. Ayrici  tanisinda  tim

punktat palmoplanter keratoz yapan nedenler,
Darier hastaligl, liken planus ve verruka
plantaris bulunmaktadir (1). Tedavisi oldukca
zordur. Tim etkilenen hastalar malign degisim
yoniinden ve i¢ organ malignansisi gelisimi
acisindan diizenli olarak izlenmelidir. Lokalize
tedavi segenekleri arasinda keratolitikler,
cerrahi eksizyon, kriyocerrahisi, kiretajla
birlikte olan veya olmayan elektrokoterizasyon,
CO2 lazer, 5-florourasil ve topikalimikimod ile
tedavi de bulunmaktadir. Oral retinoidlerin
hiperkeratozu azalttig1 da bilinmektedir (8).

Termal Keratozlar (Eritema Ab igne, Eritema
Kalorikum)
Kiguk elektrikli veya gazli isiticilarin  yakin

kullanimi veya i1sinma pedlerinin veya laptop
bilgisayarlarinin uzun stlreli temasi sonucu
ortaya ¢ikan ag seklinde eritem, telenjiyektazi
ve kahverenkli-kirmizi pigmentasyon ile
karakterize makiller ya da plak tarz
prekanserdz lezyonlardir. En sik goérildigu
yerler bacaklarin alt yan kisimlari, sirt ve karin
bolgeleridir. Az da olsa SHK'ye ilerleme riskleri
bulunmaktadir. Uzun siredir mevcut olan

eritem ab igne zemininde gelisen



hiperkeratozik papul ve plaklarda taniyi
dogrulamak ve SHK'ye ilerlemeyi ekarte etmek
icin  biyopsi  yapilmalidir.  Histopatolojik
ozellikleri aktinik keratozdaki gibidir.
Starumkorneumd ahiperkeratoz ve
parakeratoz, keratinositlerdeatipi gozlenir ve
deri ekleri korunmustur. ilging olarak
dermalelastoz ve vaskiiler ektaziler de
bulunmaktadir. Tedavide 6ncelikle hastalara isi
kaynagl ile uzun slreli temasi kesmeleri
soylenmeli ve dizenli araliklarla takip

edilmelidirler (1).

Hidrokarbon Keratozlari (Tar Keratozlari, Zift
Keratozlari, Katran Sigilleri)

Cati ve asfalt iscileri, otoyol bakim iscileri, baca
temizleyiciler gibi mesleki olarak polisiklik
aromatik  hidrokarbonlara maruz kalan
kisilerde gozlenen prekanserdz keratotik deri
lezyonlaridir. SHK ve keratoakantom gelisimi
bildirilmistir. Polisiklik aromatik hidrokarbonlar
siklikla kémir distilasyon (riinlerinde, petrol
yan Urunlerinde, dogal gaz, makine yaglari ve
katranda bulunmaktadir. Kiiclik, oval, yuvarlak,
gri renkli diz ve kolaylikla kaldirlabilen
papullerdir. En sik goruldtgl yerler yiz, burun
delikleri, Gst dudak, 6n kol, ayak sirti, alt bacak,
skrotum ve vulvadir. Histopatolojik olarak
aktinik keratoza benzemektedir, farkh olarak
tim katlarda atipik ve bowenoid goérinime
ilerleme daha fazla gortlmektedir. Ayirici
tanisinda verruka plana, diiz seboreik keratoz,
stucca keratoz veya arsenik keratoz
bulunmaktadir. Genellikle temasin ortadan
kalkmasi ile kaybolmaktadirlar. Ancak seyirleri
genellikle ¢ok uzundur ve Ozelliklede
skrotumdakilerin malignansiye dontsim riski
daha fazladir (9,10).

Kronik Radyasyon Keratozu
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Radyasyon uygulanan alan lizerinde, uzun yillar
sonra ortaya c¢ikan, nadir gozlenen

hiperkeratotik prekanseréz lezyonlardir.
Skuamoz hicreli kansere ilerleme potansiyeli
mevcuttur. X isinlarina maruz kalan hastalar
disinda, rontgen teknisyenleri, cerrahlar ve dis
hekimleri gibi saghk personellerinde de
gorilebilmektedir.  Klinik olarak  atrofik,
burusuk, ortasi sklerotik, ag seklinde veya
benekli, alacali pigmentasyonlu bir plak
seklinde gorilmektedir. Klinik gérinim olarak
eritema ab igneyle karisabilir. En sik yerlesim
yerleri avuc¢ icleri, ayak tabani ve oral
mukozadir.  Kronik  radyasyon  keratozu
Uzerinden gelisen SHK c¢ok agresif seyirlidir.
Kronik radyasyona maruz kalan hastalar ayrica
meme, kemik, larinks ve farinks gibi i¢ organ
malignansileri gelisme riskide tasimaktadirlar.
Histopatolojik olarak epidermal degisiklikler
aktinik  keratoza  benzemektedir.  Ancak
dermiste kollajen demetlerinin, skar ve
elastotik materyal ile daha yaygin olarak yer
degistirmesine, damarlarda tikayici
degisikliklere, anormal blylk ve irregller
fibroblastlara da rastlaniimaktadir. Tek tedavi
secenegi lezyonun total olarak eksizyonudur
(10).

Kronik Skar Keratozu (Kronik Sikatris
Keratozu)

Cesitli nedenlerle meydana gelen uzun siredir

mevcut olan skarlar lzerinde gelisen
prekanserdz lezyonlardir. Kronik Ulserler, yanik
skarlari, pilonidal sintsler, drenaj sinusleri,
kronik osteomiyelit, asi skarlari, kronik
hidradenitis supurativa ve akne skarlari gibi
cok sayida kronik skarlidurumlar kronik skar
keratozuna neden olabilmektedirler. Klinik
olarak skar dokusu icinde gelisen
hiperkeratatik papll, plak ve erozyonlar
seklinde gorulmektedirler. Yanik skarlari
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uzerinden gelisen karsinomlar igin en ¢ok
yerlesim yerleri, tekrarlayan travmalara maruz
kalan ekstremiteler ve eklemler Uzerindeki
yerlerdir. Yanik skarlari (zerinden gelisen
malign degisimi tariflemek icin kullanilan
marjolin Ulser terimi, ayrica kronik skar ve
sinis traklart Gzerinden gelisen benzer
degisiklikleri de tanimlamak icin
kullaniimaktadir. Yanik skari Gizerinden yaklasik
olarak %2

gelisebilmektedir. Bu karsinomlarin ¢ogunlugu

oraninda malignansi
skuamoz hicreli karsinomlardir; fakat bazal
hiicreli karsinom, melanom, sarkom ve malign
fibroz  histiyositom  gibi  malignansilerde
bildirilmistir. Herhangi bir skar dokusu
Uzerinde persistan bir lezyon, erozyon veya
Ulserasyon gelismesi halinde mutlaka biyopsi
yapiimalidir. Histopatolojik olarak cok sayida
kalinhkta
epidermal atipiye veya in situ SHK'ye kadar

atipik  keratinositlerden, tam

degisen bulgular izlenebilmektedir. Yanik skar
karsinomlari, miikemmel bir yara bakimi, erken
deri greftlemesi, infeksiyonlarin tedavisi,
kontraktirlerin 6nlenmesi ve skar dokusu
Uzerinden gelisen herhangi bir dejeneratif
lezyonun  erken olarak eksizyonu ile
onlenebilmektedir (1).

Reaksiyonel Keratoz

Kutandz lupus eritematozus, nekrobiyozis
lipoidika, porokeratozlar, eritema elevatum
diutinum, granuloma inguinale, epidemolizis
billozavaryanlari, pemfigus vulgaris, liken
sklero et atrofikus, liken planus ve kronik derin
mantar enfeksiyonlari gibi uzun sitiredir devam
eden, skarsiz inflamatuvar durumlar lzerinde
gelisen prekanserdz lezyonlardir. Genellikle
hiperkeratotik paplil veya plak seklinde
gozlenmektedirler. Genellikle SHK'ye ilerleme
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gostermektedirler. Klinik ve patolojik olarak
baslica psodoepitelyamatdz hiperplazi ile
ayirici tani yapilmalidir (1).

PUVA Keratozu

Cesitli deri hastaliklari icin PUVA tedavisi alan
bireylerde gozlenen hiperkeratozik
prekanserdz lezyonlardir. Daha cok gbvde ve
ekstremiteler gibi glinese kapal bolgelerde
gozlenen zemini genis, tepesi hiperkeratotik,
birkag mm’den 1 cm’ye kadar degisen
boyutlarda, sigilimsi goérinlimde paplller
seklindedir. Daha ¢ok 100 seansin Uzerinde
tedavi alan, 35 vyas Uzeri ve deri tipi I-IV
arasinda olan erkek hastalarda gozlendigi
bildirilmektedir (11,12).

Viral Keratozlar

Sigil olarak da bilinen, human papilloma
virislerin  (HPV) neden oldugu keratotik
lezyonlardir. Viral keratozlardan iki tanesinin
malign doénisim riski bulunmaktadir. Bunlar
bowenoid papiilosis ve epidermodisplaziye
verrisiformistir.

eBowenoid Papiilosis

Klinik olarak genital bélgede, hiperpigmente,
birbirinden ayri, bazen de birlesebilen, ¢ok
sayida, likenoid goriinimde papdller ile
karakterizedir (Resim 3). Genellikle geng
eriskinlerde gozlenmektedir. En sik nedenleri
HPV'in onkojenik tipleri olan tip 16,18 ve
33'dir. Histolojik olarak in situ SHK'ye benzer
degisiklikler gostermektedir. Epidermis atipi ile
beraber hiperplastiktir. Epidermiste dlzensiz
matlrasyon, daginik mitotik figlrler ve
diskeratotik  keratinositler  gbdzlenmektedir
(1,13). Spontan olarak regrese olabilir, sabit
kalabilir veya bowen hastaligi veya SHK'ye



ilerleyebilir.  Tedavi segenekleri arasinda
topikalimikimod, kiretaj, eksizyon ve lazer
vaporizasyon bulunmaktadir. Ayrica hastalarin
seksliel partnerleri de mutlaka muayene
edilmelidir. Servikal, vulvar ve penilkarsinomlar
agisindan da siki takip altinda
bulundurulmalidirlar (1).

Resim 3. Bowenoid Papiilosis.

=

Verriisiformis

eEpidermodisplazya

(Lewandowsky-Lutz)

Nadir gorilen, otozomal resessif gegisli,
genellikle cocukluk déneminde ortaya cikan,
HPVenfeksiyonu ile birlikte olan, duz sigil
benzeri papull ve plaklar, pitriazis versikolor
benzeri  lezyonlar ile  karakterize  bir
genodermatozdur. Cocukluk
gorulen sigil benzeri lezyonlardan yasamin

doneminde

ilerleyen donemlerinde  SHKgelisme  riski
bulunmaktadir. En sik olarak HPV tip 5 ve tip 8
ile iliskili oldugu saptanmistir. Hastaligin tanisi
konuldugu andan itibaren yogun bir sekilde
glinesten kacinma, gilines koruyucu kremler,
dizenli dermatolojik takip gerekmektedir.
Benign ve pre-malign lezyonlarin tedavisinde
ise cerrahi yontemler, elektrocerrahi ve
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kriyocerrahi uygulanabilmektedir. Diger aile
Uyeleri de mutlaka taranmalidir (14).

Bowen Hastaligi veya Skuaméz Hiicreli
Karsinoma in Situ
Deri ve mukozalarda goriilen intraepitelyal

skuamoz hicreli karsinomdur. SHY'ye ilerleme
potansiyeli  bulunmaktadir. Klinik olarak
deriden kabarik olmayan, infiltre, eritemli,
skuamli, kurutlu, keskin sinirh plaklar seklinde
gorilmektedir. Vicudun herhangi bir yerinde
gorilebilmesine ragmen, siklikla giines goren
yerler olan yiz, kollar, el sirti, parmaklar ve
bayanlarda bacak alt
gorilmektedir.  Etyolojisinde  glines 13181

kisimlarinda

maruziyeti, arsenik maruziyeti, iyonizan
radyasyon, immunsilipresyon ve gesitli tiplerde
HPVenfeksiyonu gibi c¢cok sayida faktor
suclanmaktadir. Pigmente, intertrigindz,
periungal ve subungal bowen hastalig gibi
degisik klinik varyantlari da bulunmaktadir.
Histopatolojide epidermiste adneksiyal
tutulum
gozlenmektedir. Epidermis cok sayida, atipik,
pleomorfik ve hiperkromatik keratinositlerle

doludur. Parakeratoz, hiperkeratoz, degisik

gosteren tam kat atipi

derecelerde akan toz gézlenir. interpapiller
araliklar derinlesmis ve genislemistir, fakat
dermoepidermal bileske korunmustur
(1,10,15). Klinik olarak bir¢cok hastalikla ayiric
taniya girebilmektedir. Bunlardan en c¢ok
ylzeyel bazal hicreli karsinom,
numulerekzema, psoriyazis, liken planus,
benign likenoid keratoz, seboreik keratoz ve
hipertrofik aktinik keratozla karisabilmektedir.
Bowen hastaligindan invaziv SHK'ye ilerleme
orani yaklasik olarak % 3-5 oranindadir (16).
Bu nedenle tedavide ilk tercih lezyonun eksize
edilmesidir. Diger tedavi secenekleri arasinda
elektrodesikasyon ve kiretaj, sivi azot
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kriyoterapisi, topikal 5-fluorourasil veya
topikalimikimod, lazer ablasyon ve ylzeyel
radyoterapi bulunmaktadir (1,10).

Queyrat Eritroplazisi

Cogunlukla 50 wvyas ve [Uzeri silnnetsiz
erkeklerde, glans penis, prepisyum i¢ yuzi
veya Uretra agzinda keskin sinirli, hafif eleve,
eritematdz plak seklinde gorilen bir karsinoma
in situdur. Lezyonlar genellikle 10-15 mm
capinda, tek veya cok sayida, canli kirmizi ve
parlaktir ve hassasiyet yoktur. Ylzeyi diz,
kepekli veyaverriikéz olabilir. Yaklasik %10
oraninda invaziv SHK’ye ilerleme potansiyeli
bulunmaktadir. Queyrat eritroplazisi igin risk
faktorleri arasinda sinnetsiz olmak, kotu
hijyen, smegma ve irritasyonu, travma,
sirtinme, 1s1 ve genital herpes \virls
enfeksiyonlaridir. Lezyonlarda en sik olarak
HPV tip 8 ve 16 izole edilmistir. Histopatolojik
olarak Bowen hastaligina benzemektedir. Ek
olarak epidermal hipoplazi gorilir, dermalin
filtrat daha yogundur ve plazma hiicrelerinden
zengindir. Psoriasis, liken planus, lupusvulgaris,
liken skleroatrofik, kandidiyazis, plazma hiicreli
balanit, sifiliz, ila¢ reaksiyonlari, ekzemalar ve
meme disl paget hastalg gibi birgok hastalikla
ayirici taniya girmektedir. Tedavide ilk secenek
Mohsmikrografik cerrahisidir. Alternatif olarak
eksizyon, CO2 lazer vaporizasyon, topikal 5-
flourasil  ve imikimod ve
uygulanabilmektedir (1,17,18).

kriyoterapi

Lokoplaki

Oral kavitede kendiliginden iyilesmeyen,
kazimayla yerinden kaldirilamayan, klinik ve
histopatolojik olarak baska herhangi bir
hastalikla iliskili olmayan, keratotik beyaz
plaklardir.  Oral mukozanin en yaygin
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prekanserdz lezyonudur. Yaklasik  9%5-25
oraninda oral SHK donislim riski
bulunmaktadir. Malign dénisim riski 6zellikle
50 vyas ve lzeri kadinlarda ve buylk
lezyonlarda daha siktir.  Ayrica  sigara
icmeyenlerde gelisen |0koplakilerde sigara
icenlerdekine gore daha fazla malign donisiim
gorulmektedir (1). Etyolojisi kesin olarak
bilinmemektedir. Suglanan risk faktorleri
arasinda sigara ve alkol kullanimi, oral
kandidiyazis, HIV ve HPV gibi
mikroorganizmalarla  enfeksiyonlar,  kronik
travma (uygunsuz dis protezlerine bagh) ve
kotu agiz hijyeni bulunmaktadir. Siklikla 40 yas
Uzeri erkeklerde gorilmektedir. En sik olarak
bukkal mukozada, sert damak, dudaklarda,
dilde ve gingivada yerlesmektedir. Fakat agiz
tabanindaki, dilin ventrolateralindeki ve
yumusak damak kompleksindeki lezyonlarda
malignansiye dontsim riski fazladir.  Klinik
olarak homojen ve non homojen (heterojen)
I6koplaki olarak iki alt tipe ayrilmaktadir.
Homojen l|okoplaki, sikhkla bukkal mukozada
uniform beyaz plak seklinde goérilen, dislik
premalign donidsme potansiyeli olan, kronik
irritasyona yanit olarak meydana gelen ve en
yaygin olan tiptir. Homojen I6koplakiler
genellikle asemptomatiktir. Non homojen
I6koplaki, nodller, verrik6z ve noktali
I6koplakilerdir. Siklikla kirmizi, erodemukozal
ylzeylerde beyaz plaklar olusturmaktadirlar.
Malign donusim riskleri ¢ok yuksektir. Non
homojen l6koplakilerde genellikle lokalize bir
rahatsizhk hissi ve agn olabilmektedir
(1,7,10,19). Agiz icinde beyaz plaga neden
olan diger nedenler ekarte edildikten sonra
halen tanidan tam olarak emin olunamadigi
durumlarda biyopsi yapilmalidir. Histopatolojik
incelemede epitelde kalinlasma ve hafif



epitelyal displazi gorilebilir.Ciddi epitelyal
displazi  malign  doénlsimin  oldugunu
gostermektedir.Pagetoid diskeratoz normal
poplilasyonda  ozellikle  friksiyona  karsi
keratinositlerin  proliferatif cevabi olarak
gorilebilmektedir. Ancak buradaki pagetoid
hiicreler siklikla labial mukozada ve supra bazal
lokalizasyonda gorilmektedirler (20). Ayirici
tanisinda oral beyaz spongenevisler, kandida
ile iligskili durumlar, liken planus, I6koderma,
Ebstein-Barr virus ile iliskili oral killi [6koplaki,
mekanik veya friksiyonel irritasyon, kontakt
lezyonlar, lineaalba, pagetoid SHK in situ ve
ekstra-mammaryal paget hastaligi
bulunmaktadir. Oral I6koplakilerin tedavisi
glctir  ve ortak bir  fikir birligi
bulunmamaktadir. Tedavide ana prensip
sigara, alkol ve travma gibi risk faktorlerinin
ortadan kaldinlmasidir. U¢ ay sonra lezyon
halen devam ediyorsa cerrahi olarak veya lazer
ile eksize edilmelidir. Ozellikle de malign
donisim riski yliksek olan noktali, verriikoz
I6koplakilerde, agiz tabani, yumusak damak, dil
ventrali gibi ylksek riskli alanlarda bulunan
I6koplakilerde, 6nceden (st solunum yollarina
ait kanser oykisi bulunanlarda, displastik ve
polizomik lokoplakilerde cerrahi eksizyon en
uygun tedavi seklidir. Kemoterapi alternatif bir
yontemdir. Dimetilsilfoksit icinde % 0,5
bleomisin, topikal ve sistemik vitamin A
turevleri, kalsipotriyol ve methisoprinol gibi
ajanlar ile bazi |6koplakilerin gelisimini inhibe
edebilmekte ve regresyonunu
indukleyebilmektedir. Ancak bu ilaglarin sik
gorilen yan etkileri nedeni ile kullanimlar
kisithdir.  Kriyoterapi ve radyoterapi de
denebilmektedir. Fakat oral I6koplakilerde
tedaviden sonra rekirrensler siktir ve tedavi
edilseler de oral SHK riski devam etmektedir.

Ayrica bu hastalar bas boyun malignansileri
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acisindan da risk altindadirlar. Bu nedenle
hastalar tedaviden sonra dizenli araliklarla
takip edilmeli ve gerekli durumlarda da ek
biyopsiler alinmahdir (21).

Eritroplaki

Lokoplakilerle benzer 6zellikler gosteren, klinik
ve patolojik olarak oral mukozada kirmizi renkli
makil veya plak yapan, daha ©6nceden
tanimlanmis diger hastaliklara tam olarak
uymayan kirmizi kadifemsi lezyonlardir. Oral
mukoza lezyonlari icinde malign potansiyel
riski enylksek olan lezyonlardir. Prevalansi
%0.02 ile %0,83 arasinda degismektedir.
Sikhikla 40 vyas Uzeri kisilerde gorilmektedir.
Sigara ve alkol kullanimi oral eritroplaki
gelisme riskini artirmaktadir (22). Klinik olarak
sikhikla  ¢apt 1,5 cm'den kiglk, ince,
asemptomatik, eritematdéz makil veya plak
seklinde gorulir. Cevredeki pembe renkli
mukozadan keskin bir sinirla ayrilmistir. Ylzeyi
genelde dizdir ve rengi homojen kirmizidir.
Ancak dlzensiz kirmizi zemin (zerinde
serpilmis gibi duran, beyazimsi sari alanlar
gosteren, granuler eritroplaki gibi farkli klinik
varyantlari da olabilir. En sik olarak yumusak
damak, agiz tabani ve bukkal mukozada
yerlesmektedir. Tani genellikle oral mukozada
eritematdz lezyon yapan durumlarin ekarte
edilmesi ile konulmaktadir. Ancak eritroplaki
yapan lezyonun nedeni belli degilse veya birkag
haftalik sirede lezyon iyilesmemisse,genel
olarak lezyonun tamaminin eksize edilmesi ile
histopatolojik inceleme yapmak gerekir.
Histopatolojik incelemede ¢ogunlukla siddetli
displazi, in situ veya invaziv karsinom bulgulari
gorilmektedir. Ayirici tanisinda akut ve kronik
mekanik travmalar, termal veya kimyasal
hasarlar, eritematoz kandidiyazis, atrofik liken

planus, lupus eritematozus, pemfigus,
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sikatrisyel  pemfigoid, kaposi  sarkomu,
amelanotik melanom, submukozal hemoraji ve
glossit bulunmaktadir. Tedavide ilk segenek
cerrahi eksizyon ve Mohs mikrocerrahisidir.
Kriyoterapi veya lazer eksizyon, topikal veya
oral retinoidler, bleomisin veya beta karoten
gibi terapotikler alternatif olarak disinilebilir
(1,22).
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ABSTRACT

Solitary-cystic Schwannoma arising from adrenal gland is
seen extremely rare. Its frequency in our country is
unknown. Schwannomas are responsible for 1-5% of all
retroperitoneal masses and clinical signs are non-specific.
They are diagnosed incidentally as in our case and generally
their first sign is referred pain. CT and MR are important
screening methods. However, the final diagnosis is made by
pathological examination. The prognosis is excellent after
total resection. It is valuable to present the primary adrenal
schwannoma arising from adrenal gland because of its rare
incidence in all of the world thus this is the first case in our
country.

Key words: Adrenal gland, schwann cells, neoplasm.
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OzZET

Adrenal bezden koken alan soliter kistik schwannom
oldukca  nadirdir.  Ulkemizdeki  gorilme  sikiigi
bilinmemektedir.  Retroperitoneal  kitlelerin ~ %1-5'ini
olusturmaktadir.  Klinik bulgulari  non-spesifiktir. ~ Bizim
olgumuzda oldugu gibi tesadiifen saptanirlar ve genel olarak
ilk bulgulari agridir. Tanida BT ve MR énemli gérintlleme
yontemleridir ancak kesin tani patolojik incelemeyle konulur.
Rezeksiyondan sonra prognoz mikemmeldir. Adrenal
bezden koéken alan primer adrenal schwannom dinyada
nadir olarak saptanmasi ve (lkemizde ilk vaka olmasi
nedeniyle yayinlanmaya deger gorlimustir.

Anahtar kelimeler: Adrenal bez, schwann hicreleri,
neoplazm.
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INTRODUCTION

Solitary-cystic  Schwannoma arising from
adrenal gland is seen extremely rare. Its
frequency in our country is unknown.
Schwannomas are responsible for 1-5% of all
retroperitoneal masses (1). Its clinical signs are
non-specific. They are diagnosed incidentally as
in our case and generally their first sign is
referred pain. CT and MR are important
screening methods. However, the final
diagnosis is made by pathological examination.
The prognosis is excellent after total resection.
It is valuable to present the primary adrenal
schwannoma arising from adrenal gland
because of its rare incidence in all of the world

thus this is the first case in our country.

CASE REPORT

63-years old female patient admitted our
hospital for the pain of right upper quadrant.
Her physical examination, blood pressure and
blood and urine biochemistry were in normal
limits, including serum cortisol and urine
vanilmandelic acid (VMA) and methanephrin.
Well-circumscribed mass in right adrenal gland
(Figure 1) was detected on ultrasonography
and computed tomography. Encapsulated,
lobulated,
elastic mass, in appearance, was resected
totally (Figure2). The surface of section has
nodular and fibrous appearing and solid

dirty-white-cream colored and

structure at areas close to capsule (Figure 2). In
the areas close to middle, there were some
cystic openings. Tumor consisted of short-
crossed fascicles and benign fusiform cells
which were showing nuclear “palisading” and
curved path in some areas (Figure 3).
marked

Pleomorphism, hyperchromasia,

nucleus, mitosis and necrosis were not found.
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Hyaline thickening in vascular structures was
remarkable. Whole mass was examined but
histomorphological signs belong to normal
adrenal tissue was not determined.

In the immunohistochemical examination,
tumor cells were stained positive for S-100
(Figure 4), Synaptophysin (Figure 5) and Neuron
Specific Enolase (NSE) (Figure 6) while it was
not observed in staining for SMA (Actin).

Figure 1. On Computed Tomography was
determined a well-circumscribed mass in right
adrenal gland (Arrow).

Figure 2. The surface of section has nodular
and fibrous appearing and solid structure at
areas close to capsule.

1
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Figure 3. Tumor consisted of short crossed
fascicles and benign fusiform cells making
from place to place nuclear “palisading” and
having curved path( H.Ex 200).

Figure 4. Immunostain for S100 ( x400)

Figure 5. Immunostain for Synapthofyzin (x
400).
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Figure 6. Immunostain for NSE (x 400 )

DISCUSSION

Neural system-derived adrenal gland tumors
involve primary orjuxta-adrenal schwannoma,
adrenal neurofiboroma and primary adrenal
malignant schwannoma (1,2,3,4).
Schwannomas develop from Schwann cells
wich are originating from neural crest
(1,4,5,6,7). The most common Schwannomas
occur as slow-growing and benign nerves heath
tumors in head, neck, upper and lower
extremities and the trunk. Schwannomas were
foundonly 1% in a large series including 688
retroperitoneal tumors (2) and constitute 1-
10% of all retroperitoneal masses (6,7).
Retroperitoneal Schwannomas are usually
presented with abdominal or back pain but the
symptoms are variable (4,6). Preoperative
diagnosis is difficult. Most of these cases
detected incidentally. The diagnosis has been
always made after pathological examination
(4,6,8).

The cystic openings occur depending on
parenchymal degeneration in nonfunctional
adrenal Schwannomas which have not
significant clinicale vidence for a long time
before diagnosis. The presence of cystic



changes together with a retroperitoneal tumor
are frequently seen and thise vidence guide to

diagnosis of nonfunctional adrenal
schwannoma (6, 9).
Benign schwannomas are solitary,

homogenous, well-defined and encapsulated
masses and do not invade the neighbouring
organs and tissues (5). Like the present case,
benign schwannomas comprise of Antoni A
area which have cystic structures and fusiform
cells showing palisadic design, and hypocellular
Antony B area. There were not typicaland/or
atypical mitosis, pleomorphism,
hyperchromasia, prominent nucleolus, necrosis
and capsule and/or angiolymphatic invasion in
our case.

The present case is valuable for presentation
because it has been revealed that an adrenal-
derived mass should be considered if there is
not any ethiological reason in the patients who
is admitted the clinic for abdominal and/or
back pain. When reviewed the literature, it
was found that Primary Adrenal Schwannoma
was not observed in our country so far and the
present case would be acceptable as the first

case.
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ATYPICAL PRESENTATION OF UTERINE CERVIX CANCER: A CASE REPORT

Uterin Serviks Kanserinin Atipik Prezentasyonu: Olgu Sunumu
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ABSTRACT

Increases of uterine cervical adenocarcinoma incidence
have been observed in recent years. In this report, we
present a rare case of cervical adenocarcinoma, which
mimics vesicovaginal fistula. A 40-years-old multigravida
patient presented with involuntary leakage of urine that
began 6 months ago following dilatation and curettage for
her pregnancy with missed abortion.  During pelvic
examination, exfoliation and wetness inperineum was
observed but the ‘cough stress test’ was negative.
Nulliparous healthy cervix with clear watery discharge was
also observed. Laparotomy with total abdominal
hysterectomy and abdominal washing were done.
Histological examination revealed diagnosis of cervix
adenocarcinoma without lymphovascular and perinueronal
invasion and also endometrial adenocarcinoma located on
two different focuses without myometrial invasion. An
effusive watery vaginal discharge that evaluated mistakenly
as urine may be produced by the malignant gynecological
adenocarcinoma.

Key words: Symptoms, uterine cervical adenocarcinoma,
vaginal discharge.
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OzZET

Son yillarda uterin serviks adenokarsinom insidansinda artis
izlenmektedir. Bu yazida Klinik olarak vezikovajinal fistilli
taklit eden bir servikal adenokarsinom vakasi sunuldu. Kirk
yasinda multigravid hasta istemsiz idrar kagirma sikayeti ile
bagvurdu ve sikayetlerinin 6 ay o6nce missed abortus
nedeniyle yapilan kuretaj sonrasi basladigini belirtti. Pelvik
muayenesinde perineal bolgede slakiik ve eksfoliatif
degisiklikler mevcuttu fakat Oksurik stress testi negatifti.
Saglikli gérinimde nullipar serviksten gelen seffaf, su
benzeri akinti vardi. Laparotomi ile total abdominal
histerektomi ve abdominal yikama yapildi. Histolojik
incelemede lenfovaskiler ve perindral invazyonu olmayan
serviks adenokarsinomu ayrica iki lokasyonda myometrial
invazyonu olmayan endometrial adenokarsinom tespit edildi.
Sonug olarak yanhslikla idrar olarak degerlendirilebilecek

yodun su benzeri vajinal akinti malign jinekolojik
adenokarsinomun gdstergesi olabilir.
Anahtar  kelimeler:  Semptomlar, uterus  serviks

adenokarsinom, vajinal akinti.
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INTRODUCTION

Cervical cancer encompasses several histologic
types, of which squamous cell carcinoma is the
most common. The incidence of invasive
cervical adenocarcinoma and its variants has
increased dramatically over the past few
decades; this cell type now accounts for about
25 percent of all invasive cervical cancers
diagnosed in the United States (1).

Clinical manifestations of cervical
adenocarcinoma are similar tosquamous cell
carcinoma. Many women are asymptomatic
and when symptoms occur, post-coital bleeding
is the most common one (2). In some cases, a
cervical mass is incidentally detected during
pelvic examination.In this report, we present a
caseof cervical adenocarcinoma with atypical

presentation.

CASE REPORT

A 40-years-old multigravid woman presented
with involuntary leakage of urine that began 6
months ago following dilatation and curettage
of her pregnancy with the diagnosis of missed
abortion. She also complained about menstrual
irregularity. She had three cesarean deliveries
in  her medical history. During pelvic
examination, moist and exfoliation of perineum
was observed but the ‘cough stress test’” was
negative and nulliparous healthy cervix with
clear, water like discharge was also observed.
Cervical cytology could not be performed
because of vaginal pooling.Transvaginal
ultrasonography suggested suspicious fistula
formation between urinary bladder and uterus
located on cesarean incision scar. However the
three swab test with the bladder filled with
methylene blue was negative. Cystography and

intravenous urography were also normal. Her
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laboratory findings including complete blood
count, renal and liver functions, and urinalysis
were in normal range.

The informed consent of the patient for
diagnostic laparotomy and possible further
hysterectomy were gathered before surgery.
Beside the presence of mild fluidaccumulation,
uterus was slightly greater than normal size and
unexpectedly soft regarding tissue
consistencyand a solid lesion was palpated
underurinary bladder with normal appearing
ovaries and tubes. Abdominal hysterectomy
was performed togetherwith sampling of the
accumulated fluid in abdomen with the
suspicion of utero abdominal fistula.The solid
mass was revealed to be a firm mass of uterine
cervix as tissue dissection advanced. The
without  further

operation was ended

intervention and suspicion suggesting
malignancy. Macroscopic examination of the
pathologic specimen showed rough plication of
endometrial cavity including serous fluidfilled
smooth uterus and barrel shapedcervix
(Figurel). Microscopic examination revealed
cervix adenocarcinoma without lymphovascular
and perinueronal invasionand also endometrial
adenocarcinoma located on two different
focuses with 0.3 and 0.6 mm diameter without
myometrial invasion. Abdominal washing was
also malignant. She has undergone definitive

surgery and chemotherapy afterwards.

DISCUSSION

Invasive cervical cancer is one of the most
common malignanciesin women (3). The
mortality and incidence of cervicalcancer have
dramatically declined over the past five
decades as a result ofsuccessful screening
programs (4).
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Figure 1. Macroscopy (a, b) and

ultrasonography (c) of cervix and uterus.

However adenocarcinoma of the cervix has

become more common over the years, while
squamous cell carcinoma has become less
prevalent. Squamous cell carcinoma precursors
are frequently diagnosed in Pap smears, and
can generally be readily \visualized by
colposcopy and eradicated. On the other hand,
adenocarcinoma precancerous lesions are
often difficult to diagnose, and invasive
adenocarcinoma is usually present by the time
the tumor is detected (5, 6). The most common
symptoms at presentation are irregular or
heavy vaginal bleeding and post-coital bleeding
(2). Some women complain about a vaginal
discharge that may be watery, mucoid, or
purulent and malodorous. This is a nonspecific
finding and may be mistaken as in our case.
Watery vaginal discharge was considered as
urine in light of her medical history. Mowat and
Land (7) reported a similar case report-
presenting symptom of profuse watery vaginal
discharge, which was initially evaluated as
urinary incontinence or a fistula. Their case had

Mustafa Kemal Universitesi Tip Dergisi Cilt: 7, Say1:28, Y1l:2016

these symptoms for 11 years with normal
cervical examination and smears. Even though
we could not perform Pap smear test in our
case, cervical examination did not remind us
cervical pathology. Substantially the certain
reason of watery discharge was
realizedintraoperatively.

There arealso other unusual presentation forms
of cervical adenocarcinoma in the literature.
Pelvic or lower back pain radiating lower
extremities may also project advanced disease
that was absent in our case. Gastrointestinal or
urinary symptoms, such as pressure-related
complaints, constipation hematuria,
hematochezia, are uncommon and suggest
advanced disease. Gotoh et al. described an
extremely rare case of cervical adenocarcinoma
with large cystic lesions (diameter of more than
10 cm), which resulted in urinary obstruction. It
is noteworthy that the large multiple-cystic
tumor in the douglas pouch without
accompanying watery discharge was difficult to
differentiate from ovarian tumor (8).
Abdulhathi et al. reported a case of cervical
adenocarcinoma presenting primarily as
advanced ovarian cancer with the primary site
totally asymptomatic (9). In their report, the
patient presented with ovarian mass and the
cervical carcinoma was totally asymptomatic
and discovered post operatively after the
histologic examination. Yamashita et al.
reported a cervical adenocarcinoma case
resemble nabothian cyst and the patient had
only mucoid vaginal discharge clinically (10).
These tumors as well as being subtle and
presenting in diverse clinical findings may also
obstruct the
microscopic evaluation may also be challenging

(11).

pathological diagnosis and



As a conclusion, there is no certain clinical
presentation for cervical adenocarcinoma.
When a patient presents with a history of
effusive watery vaginal discharge, an initial step
is establishment of the fluid beingwhether
urine or not. This may play an essential role in
the differential diagnosis and management of
disease.

REFERENCES

1. Alfsen GC, Thoresen SO, Kristensen GB, Skovlund E,
Abeler VM. Histopathologic subtyping of cervical
adenocarcinoma reveals increasing incidence rates
of endometrioid tumors in all age groups: a
population based study with review of all
nonsquamous cervical carcinomas in Norway from
1966 to 1970, 1976 to 1980, and 1986 to 1990.
Cancer 2000;89:1291-9.

2. DiSaia PJ, Creasman WT. Invasive cervical cancer. In:
Clinical Gynecologic Oncology, 7th ed., Mosby
Elsevier, Philadelphia 2007. p.55.

3. Parkin DM, Pisani P, Ferley J. Global cancer statistics.
CA Cancer J Clin 1999;49:33-64.

4. Perez CA, Kavanagh BD. Uterine cervix. In:Halperin
EC, Perez CA, Brady LW, eds. Principles and practice
of Radiation Oncology. 5th ed., Lippincott Williams
and Wilkins, Philadelphia, 2004; 1532-1609.

5. Sasieni P and J Adams. Changing rates of
adenocarcinoma and adenosquamous carcinoma of
the cervix in England. Lancet 2001; 357: 1490-3.

6. Wang SS, ShermanME, Hildesheim A, Lacey JV Ir,
Devesa S. Cervical adenocarcinoma and squamous
cell carcinoma incidence trends among white women
and black women in the United States for 1976-2000.
Cancer 2004;100:1035-44.

7. Mowat A, Land R. Adenoma malignum presenting as
urinary incontinence. IntUrogynecol J. 2014;25:1287-
9.

8. Gotoh T, Kikuchi Y, Takano M, Kita T, Ogata S, Aida S,
et al. An extremely rare case of adenoma malignum
with large cystic tumor which resulted in urinary
obstruction.GynecolOncol. 2002;84:339-43.

9. Abdulhathi MB, Al-Salam S, Kassis A, Ghazal-Aswad S.
Unusual presentation of cervical cancer as advanced
ovarian cancer. Arch Gynecol Obstet. 2007;276:387-
90.

10. Yamashita Y, Takahashi M, Katabuchi H, Fukumatsu
Y, Miyazaki K, Okamura H. Adenoma malignum: MR
appearances mimicking nabothian cysts. AJR Am J
Roentgenol. 1994;162:649-50.

Durukan ve ark. 63

11. Koc N, Ayas S, Sahin D, Cesur S, Uygur D. Diagnostic
Difficulty in Macroscopically Invisible Cervical
Adenocarcinoma : Case Report. Eastern Journal of
Medicine. 2015;20:167-70.

Mustafa Kemal Universitesi Tip Dergisi Cilt: 7, Sayi:28, Yil:2016



Doi: 10.17944/mkutfd.209573

OLGU SUNUMU/CASE REPORT

-

! MUS 7

o

GEMAL Gy

<

1s3. y\g‘)

Mustafa Kemal Univ Tip Derg
2016; 7(28): 64-67

GOGUS DUVARINDA BIR AY iCINDE HIZLA BUYUYEN FIBROSARKOM

VAKASI
Fibrosarcoma Case Getting Bigger in Chest Wall in One Month
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OzET

Toraks duvari timdrleri nadir olarak gérilmesine ragmen
agresif bir seyir gésterdiginden dolayi erken teshis ve tedavi
onemlidir. Tedavide oncelikli olarak cerrahi yontemler
kullanilsa da kemoterapi ve radyoterapi de onemli yere
sahiptir. Bu olgu sunumumuzda travma sonrasi bir ay gibi
kisa bir stirede hizl bir sekilde progrese oldugu disuntlen,
tani ve tedavide cerrahi uyguladigimiz fibrosarkom olgusunu
tartismak istedik. TUmorn hizl bir sekilde progrese olmasi
lezyonun malign olabilecegini disindirdu. Patolji sonucu
fibrosarkom olarak raporlandi. Sonug olarak travmanin bu
tarz malign tlmorlerin  progresyonunda bir etken
olabilecegini ve tani olarak én planda malignite distntlen
olgularda tedaviye zaman kaybetmeden baglanmasi
gerektigini distiniyoruz.

Anahtar kelimeler: Cerrahi, fibrosarkom, toraks.
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ABSTRACT

Although thoracic wall tumors are rare, early diagnosis and
treatment are important because they show an aggressive
course. Although surgical methods are the primary treatment
chemotherapy and radiotherapy are also important during
the diagnostic prosedure. In this case report, we wanted to
discuss fibrosarcoma which grow up quickly in a short
period of time like a month following a trauma, in which we
performed surgery in diagnosis and treatment of the diseas
The tumor growed rapidly, suggesting that the lesion was
malignant. Pathologic result confirmed the diagnosis of
fibrosarcoma. Pathology result was reported as
fibrosarcoma. As a result, we think that trauma may be a
factor in the progression of these types of malignant tumors,
and that diagnosis should be initiated before the time of
treatment for patients with suspected malignancies.

Key words: Surgical, fibrosarcoma, thorax.

Kabul tarihi / Accepted: 08.03.2016



GIRiS

Gogls duvart  tumorleri, gogls duvarini
olusturan kemik kas iskelet sisteminden gelisen
lezyonlardan meydana gelir. Yaridan fazlasi
malign karakterde olup, degisik serilerde %50-
80 olarak bildirilmistir. Bu tlimorler tiim torasik
neoplazmalarin %5’ini, tim malign timorlerin
%1-2’sini

duvarinin  primer tlmorleri ender olarak

olusturmaktadir(1-3). Toraks
gorilmekle birlikte, bu timorlerin yaridan
fazlasini metastatik timorler veya akciger,
mediasten, meme veya plevral tabanli kitlelerin
lokalinvazyonu sonucu ortaya ¢ikan lezyonlar
olusturmaktadir (4). Primer malign gogus duvari
timorlerinin yaklasik %55’i kikirdak ve kemik
alirken %45’
dokulardan koken alir(5). En sik karsilasilan

dokudan kdken yumusak
primer malign gégus duvari timorleri arasinda;
malign fibroz histiyositoma, kondrosarkom ve
fibrosarkom gelmektedir(2). Tanida detayl
anamnez, fizik muayene 6nemli yer almaktadir.
Daha sonra radyolojik ve biokimyasal olarak
arastirlmalidir. Doku tanisi icin de lokal yayilim
olasihg ve sonraki cerrahiye engel teskil
etmesinden dolayi insizyonel veya ince igne
biopsisi onerilmemektedir(6). Tedavi
secenekleri arasinda negatif cerrahi sinir elde
edilecek sekilde total kitle eksizyonu en etkin
tedavi seklidir. Bu sunumumuz da; nadir olarak
gorllen, travma sonrasi 1 ay iginde hizli bir
sekilde buylyen ve tedavi amacgh cerrahi
uygulanan fibrosarkom olgusunu paylasmak

istedik.

OLGU SUNUMU

Yaklasik 1 ay once kiint travma sonrasi 78
yasinda erkek olgu, sirt agrisi ve sirtta sislik
Sisligin
dismeden sonra basladigini ifade etti. Fizik

nedeniyle  klinigimize  basvurdu.
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muayenede sol skapula alt ucundan aksillar
bolgeye  dogru yaklasik  10x15
santimetre(cm) boyutunda sert kivamli lezyon

uzanan

tespit edildi (resim 1). Kan biyokimyasal
degerlerinde dnemli bir 6zellik tespit edilmedi.
Gekilen gogus bilgisayarli tomografisinde sol
skapula alt ucundan posteriora ve kismen
aksillar bolgeye uzanan hetorojen kismen
kontraslanan yaklasik 15 cm ¢aph kismi diizgiin
sinirli lezyon tespit edildi(resim 2). Cekilen
vicut tomografilerinde metastaz ile uyumlu
gorlinim saptanmadi. Yapilan tetkikler sonucu
cerrahi olarak kitlenin total olarak eksize
edilebilecegi  kararina varildi.  Operasyon
sirasinda kitlenin latissimus dorsi kasina ve
skapula alt ucuna invaze oldugu gorildi.
Skaplula alt ucu da kesilerek kas dokusu ile
beraber, 4 cm lik saglam doku kalacak sekilde
lezyon total olarak gikarildi(Resim 3-4). Serviste
takip edilen olgunun operasyon sonrasi 3. giin
dreni cekildi ve 4. gin taburculugu planlandi.
Takiplerinde herhangi bir sikinti yasanmadi ve
patoloji sonucu fibrosarkom olarak geldi. Olgu,
dizenlenmesi

onkolojik  tedavinsin amacli

onkoloji klinigine konsulte edildi.

Resim 1. Sol skapula alt ucundan aksillar
bolgeye dogru yaklasik  10x15
santimetre(cm) boyutunda sert kivamli lezyon.

uzanan
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Resim 2. Sol skapula alt ucundan posteriora ve
kismen aksillar bodlgeye uzanan hetorojen
kismen kontraslanan yaklasik 15 cm ¢apli kismi
diizgiin sinirh lezyon.

Resim 4. Lezyon eksize edildikten sonra

makroskopik goriiniimii.

Resim 3. Operasyon esnasinda cilt insizyonu
yapildiktan sonra lezyonun goriiniimii.
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TARTISMA

Fibrosarkom, desmoid tiimor ile sik karisabilen,
bir bag dokusu timaoradir (7). Toraks icinde her
yerde gorilebilse de genellikle gbgiis duvarinda
ve akcigerde gorulir. Cocukluk ve geng
eriskinlerde goriilen goglis duvari yumusak
doku sarkomlari arasinda ilk siralarda vyer
almaktadir (8). Sinirh literatiir 1s18inda genellikle
gen¢ vyaslarda gorilmesine ragmen bizim
olgumuzda oldugu gibi ileri vyaslarda da
gorlebilir. Genelde blytk kitle seklinde bulgu
gosterir ve semptom olarak agrili sislik olarak
da belirti verebilir. Disme sonrasi sislik
meydana geldigini ifade eden olgu, travmanin
timorl agresiflestirebilecegi konusunda akilda
soru isaretleri birakmistir. Nadir de olsa bazi
kaynaklarda dlsuk gradeli fibrosarkom olarak
kabul edilen  fibromatosis  olgularinda,
travmanin etyolojik sebebler arasinda yer aldigi
belirtiimektedir (8). On planda bu tarz tiimérler
benign dislintlse de tanisal amagh eksizyonel
biopsi onerilmektedir (6). Olgumuzda kitlenin
total olarak cikarilabilegini distnildigiinden
insizyonel veya igne aspirasyon biopsisi
yapilmadi. Tedavi igin genis rezeksiyon
gerekmektedir. Timor en az 4-6 cm.lik temiz
cerrahi sinir olacak sekilde rezeke edilmelidir
(9). Biz de olgumuz da en az 4 cm lik temiz
cerrahi sinir olacak sekilde hatta skapula alt
ucuna invazyon nedeniyle kemik doku ile lezyon
total olarak eksize etmek kaydiyla cerrahi
tedavi uyguladik. Bu tarz tlimorlerde cerrahi
sinirda  timorin  olmasi  veya  siphesi
durumunda operasyon alanina radyoterapi
uygulanabilir ve yine bu tarz yiiksek gradeli
lezyonlarda operasyon sonrasi kemoterapide
eklenebilir (10). Olgumuzunda patoloji sonucu
yuksek gradeli olmasi nedeniyle onkoloji klinigi
tarafindan kemoterapi verilmesi uygun gorulda.
Sonug olarak bu tarz hizli progrese olan toraks
duvari timorlerinde minimal invaziv tani
yontemleri ile vakit gecirmeden bir an 6nce
cerrahi tedavi disiinGlmedir. Bu olgumuzda da
oldugu gibi travmanin bu tarz timorlerde
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tetikliyici  bir  etkisi
tutulmahdir.

olabilecegi  akilda
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IZOLE PARANAZAL SiNUS MICETOMASI: iKi OLGU UZERINE TARTISMA

Isolated Paranasal Sinus Mycetoma: Review of Two Cases
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OzeT

Paranazal sinislerde enfeksiyona neden olan en sik fungal
etken aspergillustur. Bu tipteki enfeksiyonda en sik maksiller
siniis tutulur. Ancak sfenoid siniiste nadiren gérilir. izole
sfenoid sinds lezyonlari yaygin degildir ve non-spesifik
sikayetlerle bagvururlar. Klinik olarak non-invaziv sinizitler
allerjik fungal siniizit veya mantar topu (migetom) olarak
gorilebilir. Mantar toplari tek sinlste yerlesir ve kronik
sinlizit semptomlarini taklit ederler. Bizim vakalarimizin biri
maksiller sinis digeri sfenoid sinUste izole olarak yerlesmis
olan iki adet micetoma vakasiydi. Vakalarimiza endoskopik
sinls cerrahisi uyguladik. Ve takiplerinde herhangi bir
sikintiyla karsilasmadik. Biz bu makalede nadir gérilen bu
vakalara yaklagimimizi benzer makalelerle birlikte tartistik.

Anahtar kelimeler: Paranazal, siniis, migetoma, sfenoid.
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ABSTRACT

The most frequent fungal agent causes to paranasal sinus
infection is aspergillus. This type infection mostly involves
maxillary sinds, but sphenoid sinus rarely involves. Isolated
sphenoid sinus lesions are an uncommon entity and cause
the non-spesific complaints. Clinically, non-invasiv sinusitis
can occur as allergic fungal sinusitis or fungus balls
(mycetoma). Fungus balls are seen in one sinus and
represent mimicking the symptoms of chronic sinusitis. We
reported two mycetoma cases which one was isolated in
maxillary sinus and other one was isolated in sphenoid
sinus. We performed endoscopic sinus surgery in our cases
and we encountered no problem in postoperative term. We
discussed our approaches to rarely seen mycetoma cases
with the literature.
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GIRiS

Paranazal siniuslin aspergillus enfeksiyonlari
sikhikla tek sinliste ve genellikle maksiller
sinliste gorilmekte, bunu ikinci siklikla sfenoid
sinls takip etmektedir (1). Sfenoid sinlsln
izole patolojileri bitlin sinls patolojilerinin %1-
2’sini teskil etmektedir. Sfenoid sinls izole
yerlesimi ve zor ulasilan anatomik
Ozelliklerinden dolayi siklikla ihmal edilmektedir
(2). 13 adet 6nemli noral ve vaskiler yapiyla
sfenoid sinls yakin iliski icindedir (3). Bu
yuzden, sfenoid sinisle ilgili bir patolojide tani
ve tedavideki bir gecikme o6zellikle immin
hastalarda ciddi

sfenoid sinUs

yetmezlikli sekellerle
sonuglanabilir. izole
hastaliklarinda belirtilerin nonspesifik olmasi
nedeniyle tani koymada zorluklar yasanabilir
(4). %80’e varan oranda bas agrisina ilaveten
plrilan rinore, retrofarengeal akinti, nazal
obstriiksiyon, goérme bozukluklari ve sinir
defisitleri inflamatuar veya neoplastik sfenoid
sinls patolojilerine eslik edebilir (3, 4). Biz bu
makalede izole paranazal sinis patolojisi olan
iki vakanin tani ve tedavisini tartistik.

OLGU SUNUMU

Birinci vakamiz sol yanaga vuran retroorbital
bas agrisi ve seroz akinti sikayetleri ile kulak
burun bogaz klinigine basvuran 67 yasinda
erkek hastaydi. Hikayesinde bu sikayetlerinin
bir yildan fazladir oldugunu, birka¢ kez hekime
basvuruda bulundugunu belirtti. Hasta bu sire
zarfinda birkag¢ kez antibiyotik, antienflamatuar
tedavi aldigini daha sonradan ise alerjik rinit 6n
tanisi ile antihistaminik ve lokal steroid spreyler
kullandigini séyledi. Hastanin 6zge¢misinde bir
ozellik yoktu.

Hastanin fizik muayenesinde nazal pasajlar acik,
mukozalar hafif soluktu ve sertz sekresyon
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vardi. Endoskopik bakida genel muayeneye ek
olarak sol sfenoetmoid bélgede minimal
polipoid vyapilar saptandi. Bunun (zerine
hastaya

paranazal sinds bilgisayarli

tomografi(BT) ¢ekilmesine  karar verildi.
Hastanin paranazal sinlis BT goriintilemesi sol
patoloji  disinda
dogaldi(Sekil1A,B). Bunun lzerine hastaya

endoskopik sinlis cerrahisi planlandi.

sfenoid sinlisi  dolduran

Hastaya genel anestezi altinda sol endoskopik
sfenoid sinls cerrahisi uygulandi. Cerrahi
sirasinda dekonjestan uygulanmasi sonrasinda
sfenoid sinis ostium hizasindaki polipler alindi.
Bu sirada sinlis ostiumundan mukoid sekresyon
gelisi goruldi. Ostium genisletildiginde sinis
icerisinde kahverengi beyaz gériinimde mantar
topunu andiran kitleyle karsilagildi(Sekil 2).
Patoloji sfenoid sinlisten tamamen temizlendi.
Buradan alinan orneklerin patolojik
incelemesinde Gomori Methenamine Silver;
Arizona, USA
boyamada septasyon ve dallanmalar gosteren
fungal hifalar igerdigi gozlendi (Sekil 3A). Ve

Periodic Asit Shift; Roche ventana, Tucson,

Roche ventana, Tucson,

Arizona, USA boyama pozitifti. Bu bulgularin
aspergillus ile uyumlu oldugu rapor edildi.

Diger vakamiz ise 52 yasinda kadin hastaydi.
Hastanin sag yanakta st dislere yansiyan agri
ve burun akintisi sikayeti vardi. Hastanin
yapilan muayenesinde sag orta meada 6dem ve
diizensiz

gorinimli  polip benzeri yapi

mevcuttu.  Hastanin  ¢ekilen  bilgisayarli
tomografisinde sag maksiller sintisi dolduran
yer yer kalsifikasyon iceren kitle gorildi(Sekil
4A). Ayrica

gorintilemede

cekilen  manyetik

kontrasth T1
cevresel kontrastlanmasi olan enflamatuar
dustinuldt  (Sekil  4B).
endoskopik olarak sagda unsinektomi sonrasi

rezonans
goriintide
patoloji Hastaya

orta meadaki patolojik dokular alinarak
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maksiller sinlis ostiumu genisletildi. Sinls igerigi
temizlenerek spesmen patolojik incelemeye
yapilan patolojik

yollandi. Spesmenin

incelemesinde aspergillus migetomasi igin

patognomonik  fruiting head  gorinimi
saptandi (Sekil 3B).

Operasyon sirasinda hastalarda minimal
kanama nedeniyle tampon  gereksinimi

duyulmadi. Operasyon sonrasi herhangi bir

komplikasyon gelismedi. Hastalarin
semptomlarinda belirgin bir dizelme oldu. 1.
postoperatif

endoskopik sfenoid sinis gortntisinde sfenoid

vakamizin Gglncd  aydaki
ostiumu yeterli genislikte ve sinls i¢ci mukozasi
dogaldi. 2. vakamizin ise 1. yildaki endosopik
muayenesinde sinlis ostiumu yeterli genislikte
ve sinls i¢ci mukozasi dogaldi.

Sekil 1. A,B: Axial ve sagittal kesit paranasal
bilgisayarli tomografide izole sfenoid siniis
patolojisi goriilmekte.
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Sekil 2. Sfenoid siniis ostiumu agildiginda
goriilen mantar topu.

Sekil 3. A,B: Septasyon ve dallanmalar
gosteren fungal hifa gériiniimii. Patognomonik
fruiting hea_d gorliinumd.



Sekil 4. A,B: Bilgisayarli tomografide sag
maksiller sinlis icini dolduran patoloji
gorilmekte. Kontrastlh T1 MR goriintiisiinde
cevresel kontrastlanmasi  olan  patoloji
gorilmekte.

| 'i
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TARTISMA

Paranazal sinuslerin fungus enfeksiyonlari nadir
gorilmekte olup son yillarda rapor edilen vaka
sayisinda artma gézlenmektedir. izole sfenoid
sinls hastaliklar genellikle gizli baslangicli ve
nonspesifik semptomlarla gelmektedir. Ayni
zamanda sfenoid sinlsid etkileyen degisik
patolojiler benzer semptomlari paylasabilirler.
Bas agrisi en sik semptomken beraberinde

plrilan nazal-nazofarengeal akinti
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eklenebilecegi gibi, bizim birinci vakamizda
goriuldugl Gzere serdz akinti ve burun kasintisi
gibi semptomlarla da gelebilecegi akildan
¢ikarilmamalhdir.

Sfenoid sinils patolojisinde tani; hikaye, fizik-
endoskopik

muayene ve radyolojik

gorintilemeye dayalidir. Endoskopik nazal
muayenede sfenoetmoid reses bdlgesinde
kompleks bulgular saptanabilir. Yapilan bir
calismada normal goriinimli  sfenoetmoid
resesin, sfenoid sinlis patolojisini dislanmamasi
gerektigini vurgulamistir. BT ve manyetik

rezonans gorintlleme teknolojisindeki
ilerlemelerle izole sfenoid siniis patolojisinin
tanisinda artma saptanmistir (3, 4).
Paranazal sinlslerde fungal enfeksiyon nadir
gorilmektedir. Fungal sinlzitler; alerjik fugal
sinlizit, micetoma(mantar topu), akut fulminan
form ve kronik invaziv form olmak lizere dort
tipte siniflandiriimaktadir. Bu doért tip fungal
sintzitten ilk ikisi noninvaziv iken, son ikisi
invaziv olup hizla ilerler ve ciddi hastalik
tablolari olusturur (5-7). Yapilan bir calismada
27 vakalk fungal sinlzit serisinde 11 mantar
topu, dokuz alerjik fungal sinlzit, G¢ akut
fulminan sinGzit ve iki adet kronik invaziv form
saptanirken iki vakada herhangi bir gruba dabhil
edilememistir (8).
Paranazal sintslerin aspergillozisi
siddetli
semptomlara yol ag¢mazken, immiin sistemi

immunokompetent kisilerde
zayiflatan ek sistemik hastalik mevcudiyetinde
hastaligin klinigi agir seyretmektedir(9).

Sfenoid sinlis cerrahisinde cerrahi teknik olarak
endoskopik transnazal yaklasim, endoskopik
transseptal ve endoskopik transpterigoid
yaklasimlar vakaya gore tercih edilebilir. Son iki
yaklasim neoplazm sliphesinde genis ekspojur
kullanilabilir.

saglamak icin Endoskopik

transnazal vyaklasim genellikle tercih edilir.
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Transnazal yaklasim orta meatustan komplet
etmoidektomiyi takiben veya koananin 1-1,5
direk
saptanarakta yapilabilir. Transnazal teknikte

cm  Uzerinde yaklasimla  ostium
kullanilan direk yaklasim en glvenli cerrahiyi
saglamaktadir(10).

alternatif olarak cerrahi mikroskobun basarih

Endoskopik cerrahiye

kullanimi rapor edilmistir (11).

izole paranazal siniis patolojilerinin  klinik
prezentasyonu siklikla nonspesifiktir. Uzun
sireli  bas agnisiyla birlikte ek nazal,

nazofarengeal ve orbital semptomlar mevcut
oldugunda fungal sinizitler 6n tanilar arasinda
Oncelikli
endoskopik muayene ve

dustnitlmelidir. olarak  slipheci

yaklasim, nazal
radyolojik degerlendirme paranazal sinuslerdeki
izole patolojilerin erken taninmasina yardimci
olur. Ve ozellikle immin yetmezlikli bireylerde
hizli tani ve tedavi invaziv fungal sinlzitlerde
Olimcdl sonuglardan kaginilmasini saglayabilir.
Cerrahi tedavi, endoskopik tekniklerdeki cesitli
yaklasimlarla basarili bir sekilde ve glvenle

yapilabilir.
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