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AMAC VE KAPSAM

Bat1 Karadeniz Tip Dergisi saglik bilimleri ve mesleklerinin egitim ve uygulama alanlarmi kapsayan, bu
alanlarda bilginin gelisimini ve degisimini tesvik etmek i¢in ¢alisan hakemli bir dergidir. Derginin oncelikli
amaci saglik bilimleri (temel tip bilimleri, klinik bilimleri, cerrahi bilimler, fizyoterapi ve rehabilitasyon,
saglik yonetimi, sosyal hizmet, hemsirelik-ebelik, odyoloji ve gerontoloji) ve meslekleri alaninda ulusal ve
uluslararas1 bilgi paylasimini saglayarak bu alanlarda gelismeye katki saglamaktir. Dergi ayrica farkli
kiiltiirlerden ve toplumlardan gelen bilginin ve mesleklere kendi alanlarinda yeni gelisme ve uygulamalarin
paylasimini saglar.

Dergide saglik bilimleri ve mesleklerinin tiim alanlarin1 kapsayan, bilimsel 6zgiin arastirma, makale ve
derleme yazilarina yer verilir. Dergi yiriitilmekte olan arastirmalarla ilgili raporlari, bilimsel ve mesleki
seminerlerde sunulan bildirileri, aragtirma 6zetlerini, Kitap tanitimlarini ve gevirileri yaymnlar.

Acik Erisim Politikast

Bu dergi agik erisim saglama politikasin1 benimsemistir. Agik erisim bilginin global degisimini artirarak
insanlik i¢in yararli sonug¢lar dogurmaktadir.
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YAZIM KURALLARI

Yazilar ¢ift aralikli, 12 punto ve sola hizalanmis olarak, "Times New Roman™ karakteri veya “Arial” yazi
karakterlerinde kullanilarak yazilmahdir. Sayfa kenarlarinda 2,5 cm bosluk birakilmali ve sayfa numaralari
her sayfanin sag alt kosesine yerlestirilmelidir. Kapak sayfasina numara yazilmamalidir. Makaleler
"Uluslararas1 Tip Dergileri Editorleri Kurulu™ tarafindan belirlenen: Biyomedikal Dergilere Gonderilen
Makalelerin Uymas1 Gereken Standartlar'a (http://www.icmje.org) uygun olmalidir. Ozgiin arastirma yazilari
ve derlemeler ¢ift aralikli olarak en fazla 15 sayfa, olgu sunumlar1 ise 5 sayfay1 (6z, kaynaklar, tablo ve
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BASLIK SAYFASI
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yazarin adini, agik adresini, telefon ve faks numaralarini, e-posta adresini, ayrica 40 karakteri gegcmeyen bir
kisa bashigi igermelidir. Yaz1 daha once bilimsel bir toplantida sunulmus ise toplanti adi, tarihi ve yeri
belirtilerek yazilmalidur.

Basvuru Kontrol Listesi

Bagvuru siirecinde yazarlar basvurularinin asagidaki listedeki tim maddelere uydugunu kontrol etmelidirler,
bu rehbere uymayan basvurular yazarlara geri dondiiriilecektir.

1. Gonderilen yazi daha onceden yayinlanmamis Ve yayimlanmak tizere herhangi bir dergiye
degerlendirilmek tizere sunulmamistir (Yazar Rehberi'nde detayli agiklama verilmistir).

2. Gonderi dosyas1 OpenOffice, Microsoft Word veya WordPerfect dokiimani dosyasi bigimindedir.

3. Burada mevcut basvurular i¢in URL'ler saglanmustir.

4. Metin tek satirli, 10 punto, alt1 ¢izilme yerine italik olarak vurgulanmis (gegerli URL adresleri ile) ve tiim
sekil, resim ve tablolar sayfa sonu yerine metin iginde uygun noktalara yerlestirilmistir. Baski i¢in, resimlerin
kaliteli kopyalarimi1 ek dosya olarak gonderiniz. Gonderilen dosyanin boyutu ¢ok fazla olur ise, sistem
almayabilir. Boyle durumlarda yaziyr boliip, diger boliimleri ek dosya olarak tek, tek génderebilirsiniz.

5. Buraya eklenen sitil ve bibliyografk gereksinimler Dergi Hakkinda kismindaki Yazar Rehberi'nden
goriilebilir.

6. Yazinizi hakem degerlendirmesi yapilan bir dergi bolimiine génderiyor iseniz koér hakemlikten emin
olmak igin tiklaym. Yardim sayfasindaki 6nerilere tam olarak uyunuz.

Gizlilik Beyani

Bu dergi sitesindeki isimler ve elektronik posta adresleri bu derginin belirtilen amaglar1 dogrultusunda
kullanilacaktir. Diger amaclar veya baska bir boliim i¢in kullanilmayacaktir.
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While evaluating acromegalic patients, a discordance can be seen
between insulin like growth factor-1(IGF-1) and GH response to oral
glucose tolerance test (OGTT). In this study, the supressions and
discordances of GH between OGTT and intravenous glucose
tolerance test (IVGTT) were invastigated in acromegalic patients.
Oral GTT and IVGTT performed to 18 acromegalic subjects. Serum
levels of GH and glucose were analysed at 0, 30, 60, 90 and 120
minutes during OGTT and IVGTT, and compared.

The supression of the serum GH levels during IVGTT were
insignificantly higher than the serum GH levels during OGTT (p>
0.05). At 30" minutes, serum levels of glucose in IVGTT was
significantly higher than OGTT (p <0.001). Moreover, compared to
IVGTT, serum glucose levels were higher at 60", 90" and 120th
minutes during OGTT (p=0.036, p<0.001 and p<0.001,
respectively). But the GH responses to the glucose, there were no
significant differences between OGTT and IVGTT in all times of the
analyses (p>0.05).

There were obvious differences between OGTT and IVGTT in
patients with acromegaly in terms of glucose elevation in time.
Whereas, growth hormone levels did not reach statistical differences,
even if growth hormones were found higher at all times in OGTT
than in IVGTT.

© 2017 Bulent Ecevit University All rights reserved.
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Akromegali hastalar1 degerlendirilirken, oral glukoz tolerans testine
(OGTT) insiillin benzeri bliyiime faktorii-1 (IGF-1) ve biiyiime
hormonu (BH) yanitlarinda uyumsuzluk goriilebilir. Bu ¢aligmada
akromegali hastalarinda, intravendz glukoz tolerans testi (IVGTT)
ve OGTT arasinda BH baskilanmast ve uyumsuzlugun
degerlendirilmesi amaglanmustir.

Onsekiz akromegali hastasina OGTT ve IVGTT uygulandi. OGTT
ve IVGTT uygulanmasi takiben 0, 30, 60, 90 ve 120’inci dakikalarda
serum BH ve glukoz diizeyleri c¢alisilarak istatistiksel
kargilagtirilmalar yapildi.

IVGTT sonras1 serum BH diizeyleri baskilanmasi, OGTT sonrasi
serum BH diizeyleri ile karsilagtirildiginda istatistiksel anlamli
olmayan bir yiikseklik vardi (p> 0.05). IVGTT sonrasi 30’uncu
dakikadaki serum glukoz degerleri, OGTT sonrasina gore anlamli
olarak yiiksek bulundu (p <0.001). Bununla birlikte, OGTT sonrasi
60, 90 ve 120’inci dakikalardaki serum glukoz degerleri IVGTT
sonrasi ayni siirelerle karsilagtirildiginda daha yiiksekti ( sirasiyla;
p=0.036, p<0.001 ve p<0.001). Fakat glukoza BH yanitinda, OGTT
ve IVGTT sonrast degerler arasinda anlamli bir fark bulunmadi
(p>0.05).

Akromegalili olgularda TVGTT ile anlamli yiikseklikte glukoz
artiglar1 saptanmaktadir. Ancak OGTT’ye goére BH degerlerinde
baskilanma fazla, ancak anlamli diizeyde degildir. Yeterli glukoz
artist  saglanamayan OGTT  yapilmig olgularda  gastro-
enteropankreatik yolagi devreden ¢ikaran IVGTT tercih edilebilir.

© 2017 Biilent Ecevit Universitesi Her Hakkisaklidir.

1. Introduction

Acromegaly caused by excessive secretion of
growth hormone (GH) is a chronic systemic disease.

GH stimulates IGF-1 (insulin like growth factor-1)
production and secretion in liver and other tissues.
IGF-1 is responsible for major part of somatic and
metabolic effects. Excess secretion of GH is
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associated with somatic overgrowth; phenotypic
changes, numerous systemic complications,
impaired quality of life and reduction in life
expectancy. As a result; a multidisciplinary
approach is essential for true diagnosis and
management of disease (1, 2).

Growth hormone secreting pituitary adenoma is
responsible for 95% of patients (3). Measurement of
IGF-1 level should be initial test in patients who have
typical symptoms and signs, also several associated
conditions because of long half-life and stable
Random GH is not recommended to diagnose of
acromegaly (4). On the other hand glucose loading
suppresses GH secretion in healthy subjects (5). In
patients with acromegaly, this inhibitory action is
severely impaired or completely lost (6-8). Because
of that; measurement of GH during oral glucose
tolerance test (OGTT) has been widely used in the
diagnosis and follow-up of acromegaly for many
years (6). Sometimes a discordance can be seen
between IGF-1 and GH response to OGTT, while
evaluating the activity of the disease in clinical
practice (4).

In this study, we aimed to compare GH
responses obtained during oral and intravenous
glucose tolerance test (OGTT and IVGTT) in
patients with acromegaly.

2. Material and Methods

This study was conducted with a retrospective
analysis of the author's data on GC's specialist thesis
(Zonguldak Karaelmas University Medical Faculty,
Department of Internal Medicine, 2010). This
prospective study was conducted in the Department
of Endocrinology and Metabolism, Furthermore the
pregnants, those receiving estrogen replacement and
the patients with heart, renal or hepatic failure and
obesity were excluded from the study. The study
protocol conforms to the ethical guidelines of the
Declaration of Helsinki as reflected in a priori
approval by locally ethic commitee. Informed
consent was obtained from all individuals.

2.1. Study Protocol

A total of 18 patients with acromegaly, admitted
to our outpatient clinicof endocrinology were
enrolled in this study. All patients underwent a
baseline evaluation including weight, height, body
mass index (BMI) , a detailed medical history,
typical physical examination and blood tests
including glucose, GH and insulin like growth
factor-1 (IGF-1) . Acromegaly was diagnosed by
finding of a random enhanced GH secretion, and
unsupressed GH levels in response to OGTT and
increased IGF-1 level compared with the age- and
sex-adjusted normal range, besides the typical

disfigurement that related to the progression of
acromegaly (1, 7). The tests were performed by the
same subjects to one or more days intervals.

2.1.1. Oral glucose tolerance test with 75-g
glucose

Oral GTT with 75-g glucose was performed in
all subjects. Basal plasma glucose, insulin, GH and
insulin like growth factor-1 (IGF-1) levels were
determined in venous blood after 8-10 hours fasting
between 08.00-09.00 a.m. Then, patients drank 75-g
glucose dissolved in 300 ml water in 5 minutes, and
serum glucose and GH levels were measured after
30, 60, 90, and 120 minutes.

2.1.2. Intravenous glucose tolerance test

Venous cannulas were placed in each forearm
after a 10-12 hours fasting between 08.00-09.00 a.m.
Blood samples were taken for measurement of
plasma glucose, insulin, GH and IGF-1 levels. These
samples were considered as -5 minute samples. 0.5
g/kg 10 % dextrose solution was infused in 5 minutes
from one cannula. The end of infusion was
considered as 0 minute. Samples for plasma glucose
and GH were obtained at 0, 10, 30, 60, 90 and 120
minutes from the other canule.

2.1.3. Laboratory examination

Plasma glucose levels were measured by
enzymatic method using an ADVIA 2400 automated
autoanalyser (Bayer Diagnostics, Tarrytown, NY,
USA). The intra- and interday variations of
coefficients for plasma glucose was 0.00-0.93 and
1.68-1.83%. The coefficient of variability of the
assay ranged from 5.9-8%. IGF-1 concentrations
were determined by an automated two-site, solid-
phase chemiluminescent assay system (Immulite
1000, Diagnostic Products Corp., Los Angeles, CA,
USA). Reagent preparation and sample analyses
were performed according to the manufacturer's
instruction. The Immulite standards were calibrated
to the World Health Organization international
reference reagent (IGF-1: 87/517, IGFBP-3:
93/560). The calibration range of the IGF-1 assay
was up to 1600 ng/ml and analytical sensitivity was
20 ng/ml. The within- and total- run variations of
coefficient values for the different levels were <5%
and <9%, respectively. Growth hormone was
measured by a solid-phase, enzyme-labeled
chemiluminescent immunometric assay  with
Immulite 1000 analyzer (Diagnostic Products Corp,
Los Angeles, CA, USA). The intraassay coefficients
of variations were both less than <6.5% (the within
run variations of coefficients are 5.3, 6.0 and 6.5%
for the GH levels of 1.7, 7.8 and 31 ng/ml,
respectively). The interassay coefficients of
variations were both less than <6.2% (the within run
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variations of coefficients are 5.7, 6.2 and 6.1% for
the GH levels of 3.0, 9.3 and 18 ng/ml, respectively.
The analytical sensitivity was 0.01 ng/ml and
measuring range was 0.01-40 ng/ml.

2.2. Statistical analysis

SPSS 19,0 for Windows used for statistical
analysis. Categorical variables are given with
frequency and percent, numerical variables are given
with median, minimum and maximum values.
Kolmogorov-Smirnov test was used for normality
tests. Paired-Samples test was used for numerical
variables among measurements of OGTT and
IVGTT at 0, 30, 60, 90 and 120 minutes. Mann
Whitney U test was used for GH and serum glucose
regarding the presence of diabetes mellitus and
Wilcoxon test was used for GH and serum glucose at
0, 30, 60, 90 and 120 minutes of OGTT and IVGTT.
For all statistical analysis with p value under 0,05 is
assumed as there is a statistical significance.

3. Results

The characteristics of eighteen patients
(Female/Male: 11/7, mean age: 46,4 + 10,4) that
were diagnosed by a combination of the clinical
symptoms and biochemical assessments have been
seen in table. Mean height was 164+7,5 cm; mean
weight was 90.39+14,3 kg; mean Body mass index
(BMI) was 33.57+6,2 kg/m? mean duration of
disease was 63,5 £73,7 months, mean levels of IGF-
1 was 465,3+218,6 ng/ml.

There was no significant differences between
the initial serum glucose responses to OGTT and
IVGTT (p=0.399). But, at 30, 60, 90 and 120
minutes showed significant differences when
compared to each other (p<0.001, p=0.036, p<0.001,
p<0.001, respectively) (Fig 1) Consequently, the
supression at GH levels were higher at IVGTT
compared to OGTT

OGTT Glukoz
30C— IVGGT Glukoz
o 25C—
<
oo
g
v 200
7
Q
]
=
S
150
10C—
T T J T v
0. minute 30 minute 80. pinute 920 minute 120.minute
Time

Figure 1. Synchronous glucose response to OGTT and IVGTT

There was no significant differences between
the initial serum glucose responses to OGTT and
IVGTT (p=0.399). But, at 30, 60, 90 and 120
minutes showed significant differences when
compared to each other (p<0.001, p=0.036, p<0.001,
p<0.001, respectively) (Fig 2) Consequently, the
supression at GH levels were higher at IVGTT
compared to OGTT but not at significant values.
Although there were no significant differences
between OGTT and IVGTT (p> 0.05) at initial
glucose levels of the tests, glucose level in IVGTT

was significantly higher than OGTT at 30 minute
(p=0.001). Moreover, compared to IVGTT, glucose
levels were revealed higher in OGTT at 60, 90 and
120 minutes markedly (p=0.036, p<0,001 and
p<0.001, respectively) (Table 1). Seven patients
have just been diagnosed with diabetes incidentally
while assessing the GH responses to the glucose load
tests.
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Table 1:Plasma glucose and GH levels during OGTT and IVGTT

Minute | OGTT IVGTT P value
Glucose 0 105.15=18.37 103.36=17.70 0.393
(mg/dL) 30 170.26=31.65 301.68=114.70 <0.001
60 187.57=47.90 165.21=45.36 0.036
90 175.15+57.11 113.42+43.12 <0.001
120 138.10+51.35 95.84+31.43 <0.001
GH 0 16.89+27.47 14.99+£21.19 0.727
(ng/L) 30 17.15+28.84 15.95+22.79 0.619
60 21.23+35.89 17.21£27.20 0.459
920 18.59+36.73 17.12+30.23 0.601
120 18.56+39.64 17.49+30.99 0.372

GH: Growth hormone, OGIT: oral glucose tolerance test, IVGIT. intravenous glucose
tolerance test.

Baseline IGF-1 levels were ranging from 125 to
750 ng/ml (median 465.33+218.56 ng/ml). There
was no difference between GH levels at 0" 30™, 90t"
and 120" minutes during OGTT and IVGTT
(p=0.727, p=0.619, p=0.459, p=0.601 and p=0.372

respectively). It were observed that GH supression at
OGTT was less than GH supression at IVGTT,
statistically insignificant (Figure 2).
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Figure 2. The synchronous GH response to OGTT and IVGTT




4. Discussion

The mechanisms of GH supression with oral and
intravenous glucose loading has not been identified
exactly both and same healthies and acromegalic
subjects (9). However, nadir level of GH responses
at 0, 30, 60, 90 and 120 minutes during oral glucose
loading is a dynamic biochemical test to evaluate for
the diagnosis and follow-up of acromegaly (10).
Glucose  loading  modulates  secretion  of
hypothalamic neuropeptids, especially somotostatin.
Somotostatin is major inhibitor for GH secretion
(11-13). Causes of unsupressed GH response during
glucose loading in patients with acromegaly may be
the deficiency of somatostatin release as a response
to acute hyperglycemia as well as the supressions of
thyrotropin secretion in these patients are found to be
less than healthy individuals in some studies(14).
Individual variations in gastrointestinal pathway
might effect responses to GH suppression during
OGTT both in healthy subjects and in patients with
acromegaly. Also, oral glucose loading does not
bypass of ghreline hormone. Ghreline is produced
in stomach and a potent endogenous stimulator of
GH (15, 16). In this study, it was aimed to exclude
personal differences in gastrointestinal pathway by
using IVGTT instead of OGTT and tried to
determine nadir GH level in patients with
acromegaly. The role of oral or intravenous glucose
load has not been illustrated sufficiently to explain
the discordance between the IGF-1 and GH
separately. In this study, we aimed to determine the
GH responses to OGTT-IVGTT and to compare the
GH responses to these tests that applied to
acromegalic patients, among themselves despite the
studies about GH responses to OGTT in healthies
and acromegalic subjects. There are few descriptive
small studies in the literature that assessed the GH
response to OGTT and IVGTT together (7, 8).

Mancini et al. performed OGTT and IVGTT on
the 12 acromegalic patients and in their study, they
observed a partial supression of GH response to
OGTT although supression of GH response to
IVGTT was not seen despite the glucose levels were
higher during administration of IVGTT than OGTT
(17). Mancini et al, claimed that glucose load which
was taken orally might induced somatostatin
secretion originated from the human gastrointestinal
tract. Therefore increased somatostatin might
supressed the GH response to OGTT. And the reason
why GH response to IVGTT was not affected by
somatostatin was the different way of administration
of glucose load so that gastrointestinal tract was by
passed using intravenous way.

Intravenous glucose might have caused initial
rise and then a rapid decrease in plasma glucose

resulting  with  relative  hypoglycemia and
unsuppressed GH secretion (18). In this study with
more subjects, the results of GH responses to OGTT
and IVGTT at 0, 30, 60, 90 and 120 minutes were
not significant when compared to each other,
however it was observed that GH supression at
OGTT was less than GH supression at IVGTT. Both
oral and intravenous glucose loading tests were
terminated at 120" minute and we did not observe
reactive hypoglycemia in patients with acromegalia.
The major finding was that suppression GH during
IVGTT was higher than during OGTT, but there was
no statically significant differences in two groups
(p=0.619). The serum levels of GH during IVGTT
due to lack of ghrelin effect secreted from stomach
and our results toughtthis hypothesis (19). However,
it should be noted that there is also evidence showing
decreased serum ghrelin hormone levels after
intravenous glucose. We didin’t analysed the ghrelin
levels in our subjects, and this is one limitation of
this study.

The levels of IGF-1 and GH regarding healthy
population and acromegalic patients are correlated
each other (19-21). However, discordance between
IGF-1 and GH levels can be seen among 30 percent
of the patients after the treatment of acromegaly
(16,22). In a major part of these patients, there were
GH levels in normal range with increased IGF-1
values as well as GH levels were high when IGF-1
values were in the age- and sex-matched normal
range in minority of these patients. The discordance
may be caused by insufficient sampling of GH and
standardization of the random or dynamic tests that
were performed. Furthermore, the factors including
age, comorbidity, genetic differences, half-time and
pulsatile release of GH may also contribute to the
discordance between IGF-1 and GH values (23-27).
Even if, IGF-1 levels remain high after 3-6 months
from an operation of pituitary, GH responses to
OGTT and multiple sampling of GH (3-5 times of
GH testing during two hours periods) should be
performed as recommended by the studies
previously (20, 28-30).

In the present study, in accordance with IVGTT,
level of GH responses at all times during OGTT
seemed high but there were similar values in both
tests. However, glucose levels did not differ at the
beginning of both tests. Glucose level was higher in
IVGTT than OGTT at 30 minute significantly. On
the other hand glucose levels were higher in OGTT
than IVGTT at 60, 90 and 120 minutes prominently.
Differences in glucose levels in patients with
acromegaly during tests should be considered for
clinical significance. Our results might indicate that
IVGTT will not affect the diagnosis and follow up
criteria for acromegaly.
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MAKALE OZET

BILGISI

Génderilme Tarihi: Bu calismada, son donem bdbrek yetmezligi (SDBY) nedeniyle
30.11.2016 diyaliz uygulanan hastalarda inflamasyon belirteci olarak
Kabul: prokalsitoninin (PRC), ateroskleroz ve malnutrisyon ile iligkisini
05.03.2017 degerlendirmeyi amacladik.

Sorumlu Yazar:
Muammer Bilici
drmbilici@hotmail.com

Anahtar Kelimeler:
Inflamasyon, malnutrisyon,
ateroskleroz, prokalsitonin,
C- Reaktif Protein

Calismaya, SDBY nedeniyle haftada 3 kez hemodiyaliz (HD)
tedavisi uygulanan 14’1 kadin 22’si erkek ve periton diyalizi (PD)
uygulayan 13’4 kadin 25’1 erkek hasta dahil edildi. Hastalar,
ateroskleroz ve malnutrisyon varligina gore gruplandirildi. Hasta
gruplart ile inflamasyon belirtecleri arasindaki iligki istatistiksel
olarak analiz edildi.

Calismaya alinan HD ve PD hastalarinin yag ortalamasi sirasiyla
59,3£11,3 ve 50,7+14,9 il idi. Ateroskleroz ve malnutrisyon olan
HD hastalarinda PRC diizeyleri daha yiiksek bulundu (sirasiyla,
p<0,001 ve p=0,036). HD hastalarinda PRC ile CRP (c-reaktif
protein) arasinda kuvvetli pozitif bir korelasyon gozlendi (p<0,001,
r=0,62). PD hastalarinda aterosklerozu olanlarda PRC diizeyleri
istatistiksel olarak daha yiiksek iken malnutrisyon olanlarda anlamli
fark bulunmad: (sirasiyla, p<0,001 ve p=0, 0,414). Ayrica PD
hastalarinda PRC ile CRP arasinda korelasyon gézlenmedi (p=0,362,
r=-0,16).

Diyaliz hastalarinda, hem ateroskleroz riskinin hem de
malnutrisyonun  artmasinda  inflamasyon 6nemli bir  rol
oynamaktadir. PRC ve CRP diizeylerin kombine edilmesi diyaliz
hastalarinda kronik inflamasyonun giivenilir bir belirteci olacaktir.

© 2017 Biilent Ecevit Universitesi Her hakk1 saklidir.
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In this study, we aimed to determine the relationship between
inflammation and both malnutrition and atherosclerosis among the
patients on hemodialysis and peritoneal dialysis

Total of 74 (27 women and 47 men) consecutive hemodialysis (HD)
and peritoneal dialysis (PD) patients were enrolled in the study.
Patients with known previous malign neoplasms and chronic
inflammatory diseases were excluded. Patients were groupped
according to the presence of atherosclerosis and malnutrition. The
levels of inflammation markers among groups were analyzed
statistically.

The mean of ages of HD and PD patients were 59.3+11.3 and
50.7£14.9 years respectively. The levels of procalcitonin (PRC) were
higher among atherosclerotic and malnourished dialysis patients
(p<0.001 and p=0.036, respectively). Considering the patients on
hemodialysis, there were significant correlation between the
inflammatory parameters CRP and PRC, and the development of
malnutrition. However this significant correlation was not observed
among the patients on CAPD despite they had increased levels of
CRP and PRC (p<0.001, r=0.62 and p=0.362, r=-0.16, respectively).
Conclusion: Malnutrition, atherosclerosis and inflammation are all
closely related among the patients on dialysis therapy. Combination
of PRC and CRP is assumed to become a reliable marker of
inflammation in dialysis patients.

© 2017 Bulent Ecevit University All rights reserved.

1. Giris

Malnutrisyon bir¢ok faktoriin etkili oldugu bir
bulgudur. KBH hastalarinda beslenme durumu;

Diyaliz tedavisindeki son gelismelere ragmen,
son donem bobrek yetmezligi (SDBY) olan
hastalarda mortalite ve morbidite orani ¢ok yiiksek
seyretmektedir. Uremik  malnutrisyon, kronik
inflamasyon ve  aterosklerotik kalp  damar
hastaliklar1  kronik  bobrek hastalikli  (KBH)
hastalarda yiiksek oranda gérilmektedir ve mortalite
ile morbiditeyi etkileyen énemli risk faktorleridir. @

yetersiz diyaliz siklig1, diyaliz kayiplari, hormonal
degisiklikler ~ve anemi gibi  nedenlerden
etkilenmektedir. @ 3 Ayrica calismalarda artmis
CRP (c-reaktif protein) seviyelerinin malnutrisyon,
hipoalbuminemi, eritropoetin  direnci, yiliksek
lipoprotein (a), diisik HDL konsantrasyonu ve
yiiksek fibrinojen diizeyleri ile iliskili oldugu
gdsterilmistir. * © Ateroskleroz ise temel olarak
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cocukluk c¢aginda gelismeye baglayan kronik
inflamatuvar bir siire¢ olup endotel disfonksiyonu ve
okside olmus LDL partikiillerinin endotele zarar
vermesi sonucu gelisir. ™ ® Uremi ve diyalize bagh
olarak SDBY hastalarinda proinflamatuar sitokin ve
diger inflamatuvar faktorlerin yiiksekligi ile iliskili
olarak ateroskleroz gelisimi ve endotel islev
bozuklugu olabilecegi diisiiniilmektedir. © 1%

Giintimiizde, KBH hastalarinda, nutrisyonel ve
inflamatuvar belirtegler ile kardiyovaskiiler hastalik
arasinda kuvvetli baglanti varligi gosterilmistir. © 2
19 Ateroskleroz riskinin azaltilmasi ile SDBY tanist
ile takip edilen hastalarda gerek mortalite gerekse
morbiditede onemli diizeyde azalma saglanacaktir.

Biz bu ¢alismada, HD ve PD uygulanmakta olan
hastalar1 ayr1 ayr1 gruplandirarak aterosklerozu ve
malnutrisyonu olan ve olmayan hastalarda
prokalsitonin (PRC) ile diger inflamasyon
belirteglerin yerinin aragtirilmasini amagladik.

2. Materyal Metod

Bu c¢alisma; yazar MB’nin doktora tezi
(Zonguldak Karaelmas Universitesi Tip Fakiiltesi
Nefroloji Bilim Dali, 2009-2010) verilerinin geriye
yonelik analizi ile yapildi. Ilgili tez galigmasi;
prospektif, gdzlemsel olarak planlanmisti ve SDBY
olan ardisik 74 hastay: igeriyordu. Bilinen malign
hastalig1, akut veya KBH dis1 ek kronik inflamatuvar
hastalig1 olan hastalar g¢aligmaya alinmadi. HD ve
PD uygulanmakta olan hastalar ayr1 ayn
gruplandirarak aterosklerozu ve malnutrisyonu olan
ve olmayanlar olarak alt gruplara ayrildi.

Hastalarin yas, cinsiyet, egitim durumu, medeni
durumu, hemodiyaliz alma siiresi ve sikligi, periton
diyalizi siiresi ve degisim sayisi bilgileri hastalarla
karsihikli  gorlisme yoluyla elde edilmistir.
Hastalarda asikar aterosklerotik hastalik varligi
anamnez, fizik muayene ve laboratuvar tetkikleri ile
aragtirtldi. Bunun igin telekardiyografi,
ekokardiyografi, daha once yapilmis ise koroner
anjiyografi ve karotis arter doppleri kullanild.
Amerikan Ekokardiyografi Cemiyetinin Onerdigi
sekilde, sol ventrikiil kitlesi ve kitle indeksi
Devereux metoduna gore hesaplandi. @9 Hastalar,
yapilan degerlendirme sonucunda ateroskleroz
bulgular tespit edilenler ateroskleroz riski yiiksek,
olmayanlar ise ateroskleroz riski diisiik olmak iizere
iki gruba ayrildi. Ateroskleroz riski yiiksek olan
hastalarin ~ secilme  kriterleri  Tablo  1’de
gosterilmistir.

Tablo 1. Aterosklerozu olan hastalarin secilme
kriterleri

1.Ateroskleroz sorgulamasinda hastalarin
anjina,gecirilmis miyokard enfarktiisii ve/veya
serebrovaskiiler olay, bypass veya perkiitan
koroner anjioplasti hikayesi

2.Posteroanterior akciger grafisinde arkus aortada
kalsifik plak

3.Elektrokardiografide iskemik degisiklikler

4 Ekokardiografide bolgesel duvar hareket
bozuklugu

5.Karotis doppler ultrasonografisinde aterom
plagt saptanan ve/veya intima media kalinlig
(0,75 mm ve iistii)

Malnutrisyon sikligini, buna egilim yaratan
faktorleri ve hastalarin beslenme durumunu ig
kategoride; antropometrik Olgiimler, biyokimyasal
parametreler ve Subjektif Global Degerlendirme
(SGD) yapilarak degerlendirildi.

Hastalarin inflamasyon belirtegleri olarak serum
CRP, PRC, fibrinojen ve ferritin degerlerin son 6
aylik ortalamalar1 alindu.

2.1. Biyokimyasal Ol¢iimler

HD hastalar1 icin kan oOrnekleri tedaviye
girmeden, hafta ortasi diyaliz giinii islem 6ncesi ve
PD hastalarmin kanlar1 karin bosken sabah 8-10
arasinda alindi. Aliman vendz kan Orneklerinde
serum albiimin ve kalsiyum diizeyleri kolorimetrik
yontemle, prealbiimin diizeyi ise tirbidimetrik
yontemle olgiildi  (ADVIA 2400 Chemistry
Systems.  Siemens  Healthcare = Diagnostic,
Tarrytown, New York). Hemoglobin diizeyi, Coulter
STKS hiicre analizorii ile dlgiildii. Fosfor diizeyi
spektrofotometrik yontemle tetkik edildi (ADVIA
2400 Chemistry Systems. Siemens Healthcare
Diagnostic, Tarrytown, New York). Potasyum iyon
secici  elektrot  (ISE)  kullamilan  indirekt
potansiyometrik yontemle tayin edildi (ADVIA
2400 Chemistry Systems. Siemens Healthcare
Diagnostic, Tarrytown, New York). HDL, trigliserid
ve total kolesterol diizeyleri enzimatik kolorimetrik
yontemle 6lgiildi  (ADVIA 2400 Chemistry
Systems.  Siemens  Healthcare  Diagnostic,
Tarrytown, New York). LDL Friedewald formulii ile
hesaplandi. Ferritin  diizeyleri kemiluminesans
immunometrik 6lgiim ile (Immulite 2000 Siemens
Healthcare Diagnostics) degerlendirildi. Fibrinojen
fotooptik yontemle Sigma Diagnostik reaktifi ile
AMAX 200 Amelung cihazinda 6l¢iildii. PRC enzim
linked floresan assay (ELFA) yontemi ile Vidas (Bi-
omerieux, Fransa) cihazinda tetkik edildi. CRP
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diizeyi turbidimetrix latex agliitinasyon metodu ile
oOlciildii (Biosystems, SA, Spain).

2.2. Antropometrik Olciimler

Hemodiyalize giren hastalarin viicut agirliklari
giysilerle ve ayakkabisiz olarak hemodiyaliz
¢ikisinda alinmig olup, PD olan hastalarin ise her giin
diyaliz olduklarindan 6dem olusmadigindan dolay1
kontrole geldigi giin a¢ karnma Olgiiliip
kaydedilmigstir. Boy uzunlugu 6l¢iimii, boy olcer
baskiiliin uzunluk 6lgme aleti ile yapilmistir. Viicut
kitle indeksi (VKI), viicut agirliginin boyun metre
karesine boliimii ile elde edilmistir. Triseps deri
kivrim kalinhigr (TDKK) Holtain marka kaliper
kullanilarak fistiil olmayan sol kol doksan derece
biikiiliip omuzda akromion ve dirsekte olekranon
cikintilar1 arast nokta esnemeyen bir meziir ile
Olciilip  bulunarak isaretlenip, kol serbest
brrakildiktan sonra katman sol elin isaret ve
basparmagi ile tutulup sag elle kaliperle Ol¢iim
yapilmugtir. Ust orta kol g¢evresi (UOKC) fistiil
olmayan koldan, kol dirsekten 90 derece biikiilerek,
omuzda akromion ¢ikintisi ile ve dirsekte olekranon
cikintis1 arasindaki orta nokta isaretlenerek esnek
olmayan meziir ile dl¢ilmiistiir.

2.3. Subjektif Global Degerlendirme (SGD)

SGD hastalar anamnez ve fizik muayene
bulgular1 gozden gegirilerek degerlendirildi. 7 19
Sonuglar tespit edilen 6zelliklere gore hastalarin
beslenme durumunu gosterecek sekilde A, B, C
olmak iizere (A: beslenme durumu iyi B: hafif ve
orta derecede beslenme bozuklugu veya siipheli
beslenme bozuklugu C: agir beslenme bozuklugu)
siiflandirildi. Degerlendirme sonunda A grubuna
dahil edilen hastalar beslenme durumu iyi, B ve C
grubuna dahil edilenler ise beslenme durumu kotii
olarak kabul edildi.

2.4. Karotis intima-Media Kahnhg (KIMK)

Biitiin hastalarda hem sol hem sag kommon
karotis arterden anterolateral, posterolateral ve
mediolateral olmak iizere ii¢ yonde KIMK &l¢iimleri
ATL HDI 5000 marka ultrason ile 5-7,5 MHz lineer
gii¢ ¢evirici kullanilarak yapildi.

2.5. Subjektif Global Degerlendirme (SGD)

Istatistiksel degerlendirme SPSS (Versiyon
13.0) programi kullanilarak yapildi. Sayisal
degiskenlerin  normal dagilima uygunluklar
Kolmogorov-Smirnov testi ile incelendi. Sayisal
degiskenler i¢in tanimlayici istatistikler

ortalama+tstandart sapma, kategorik yapidaki veriler
icin say1 ve yiizde olarak ifade edildi. Kategorik
yapidaki  degiskenler  bakimmndan  gruplarin
karsilagtirnlmas: Ki-kare ve Fisher Kesin Ki-kare
testi ile yapildi. Parametrik test varsayimlar
saglandiginda sayisal degiskenler bakimindan iki
grubun kargilastirilmasinda iki ortalama arasindaki
farkin 6nemlilik testi, saglanmadiginda ise Mann-
Whitney U testi kullanildi. iki degisken arasindaki
dogrusal iligki Pearson korelasyon analizi ile
incelendi. Sonuglar %95 giiven araliginda
degerlendirildi ve p<0.05 degeri anlamli kabul
edildi.

3. Bulgular

Calismaya aliman HD ve PD hastalarinin yas
ortalamast sirasiyla 59.3+£11.3 ve 50.7+14.9 yil idi.
SGD’ye gore beslenme durumu bakimindan HD
hastalarinda %41.7 ve PD’lilerde %60.5 oraninda
malnutrisyon bulgular1 saptandi (p>0.05). HD
hastalarinda, aterosklerozu olanlarda serum albumin
(p<0.001) diizeyi anlamh olarak diisiik ve CRP
(p<0.001), PRC (p<0.001) diizeyleri anlamli bir
sekilde yiiksek oldugu belirlendi. Malnutrisyonu
olanlarda ise serum albumin (p<0.001) diizeyleri
daha disik ve CRP (p<0.001), PRC (p=0.036)
istatistiksel olarak anlamli bir sekilde daha yiiksekti
(Tablo 2). HD grubunda PRC ile CRP arasinda
kuvvetli pozitif bir korelasyon gozlendi (p<0.001,
r=0.62).

PD hastalarinda. aterosklerozu olanlarda serum
albumin diizeyi anlamh olarak diisiik (p=0.018) ve
CRP (p=0.006) diizeyi. sag IMK (p<0.001) ile sol
IMK (p<0.001), &lgiimleri anlamli olarak daha
yiiksekti. Ancak PRC (p=0.319) degerleri icin
anlamli  bir  fark  bulunmadigir  gorildi.
Malnutrisyonu olanlarda serum albumin (p<0.001).
fosfor (p=0.034), TDKK (p=0.016) degerleri anlaml
derecede daha dusiikti. CRP (p=0.728) ve PRC
(p=0.414) ortalama degerleri malnutrisyon olanlarda
daha yiiksek olmasina ragmen diger grupla
karsilagtirildiginda  istatistiksel olarak anlamli
bulunmadi (Tablo 3) . PD grubunda PRC ile CRP
arasinda ise korelasyon goziikmemekteydi (p=0.362,
r=-0.16).
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Tablo 2. HD hastalarinin demografik, antropometrik dl¢timler ve laboratuvar 6zellikleri

Yas (y1l)
Cinsiyet(E/K)%
Siire (ay)

VKI (kg/m2)
UOKC (cm)
TDKK (cm)
Albumin (mg/dl)
Prealbumin(mg/dL)
Fosfor (mg/dL)
Kolesterol(mg/dL)
Sag IMK (mm)
Sol IMK (mm)
CRP (mg/L)

PRC (ng/mL)
Fibrinojen(mg/dl)
Ferritin (ng/dl)

Ateroskleroz (+)
(n=28)
60,849,8

64,3/35,7
21,1+18,8
26,4+4,1
25,4433
12,9+4,7
3,340,5
30,2+8,0
4,5+1 4
162,8+41,4
0,90+0,24
0,95+0,29
15,9452
0,20+0,12
428,5+151,8
799,2+421,0

Ateroskleroz (-)

(n=8)
54,1 +15,1

50/50
16,8+16,4
242449
242424
15,04,1
4,4%0,1
332+16,9
4,1£12
166,3+15,1
0,62+0,08
0,63+0,07
43+1,6
0,09+0,04
394,1£103,4
754,0£440,2

HD (n=36)
p Malniitrisyon
(+) (n=15)
0,140 61,3+11,4
0,683 9/6
0,563 23,34+23,2
0,220 25,9+4.9
0,342 243434
0,261 11,6455
<0,001 2,940,2
0,480 28,54+6,6
0,487 4,4+1,4
0,716 207,4+55.,6
<0,001 0,77+0,23
<0,001 0,81+0,24
<0,001 17,8+4,6
<0,001 | 0,230,11
0,553 474,0+146,2
0,792 814,3+396,0

Malniitrisyon
() (n=21)
57,0+11,2

13/8
18,0+13,7
25,9+4.,0
25,6+2.8
14,643,3
4,1403
32,5+12,3
4,4+1,4
180,6+39,5
0,67+0,18
0,68+0,11
10,246,2
0,14+0,11
382,8+128,9
771,2+444,0

P

0,385
1,00
0,394
0,990
0,293
0,071
<0,001
0,268
0,987
0,115
0,155
0,026
<0,001
0,036
0,056
0,766

HD: Hemodiyaliz, E: Erkek, K: Kadin, UOKC: Ust orta kol cevresi, TDKK: Triseps deri kivrim kalinhg1, VKI: Viicut
kitle indeksi, IMK: Karotis intima media kalinlig1, PRC: prokalsitonin, CRP: C reaktif protein

Tablo 3. PD hastalarinin demografik, antropometrik dl¢timler ve laboratuvar 6zellikleri

Ateroskleroz

(+) (n=27)
Yas (y1l) 55,6£12,0
Cinsiyet(E/K)% 77,8/22,2
Siire (ay) 46,9+33,2
VKI (kg/m2) 27,5+4,1
UOKC (cm) 27,6423
TDKK (cm) 13,9433
Albumin (mg/dl) 3,1+0,4
Prealbumin(mg/dL) 39,1+12,8
P(mg/dL) 4,2+1,1
Kolesterol(mg/dL) 201,0+54,1
Sag IMK (mm) 0,800,22
Sol IMK (mm) 0,82+0,21
CRP (mg/L) 16,4+7,6
PRC (ng/mL) 0,45+0,95
Fibrinojen(mg/dl) 510,9+135,9
Ferritin (ng/dl) 640,9+432,0

4. Tartisma
SDBY  hastalarinda  oliimlerin

Ateroskleroz

() (n=11)
38,6+14,9

36,4/63,6
452434 4
26,5+11,0
25,4463
13,2453
3,7+0,7
45,8+19,3
4,4+0,8
186,6+43 4
0,56+0,92
0,60+0,08
8,6+6,8
0,42+0,47
489,7+135.6
741,5+505,0

yaklagik

%55’inden aterosklerotik kalp hastaliginin sorumlu

SAPD (n=38)

p Malniitrisyon
(*) (n=23)

0,001 53,8+12,0
0,024 16/7
0,889 43,5+32,5
0,773 26,5+4,6
0,281 26,4+3,5
0,650 12,5+3,1
0,018 2,9+0,3
0,224 38,5+13,0
0,641 4,0+1,1
0,440 207,4+55,6
<0,001 0,77+0,23
<0,001 0,81+0,24
0,006 14,6+8,3
0,319 0,54+1,0
0,665 523,7+141,4
0,539 715,0+498,9

oldugu bilinmektedir 219, Bu hasta grubunda,
malnutrisyon da yiiksek oranda eslik etmektedir ve
diyaliz yontemleri uygulanan hastalarda
benzer oldugu bildirilmistir ??V, Yapilan ¢alismalar

farkli

Malniitrisyon
(-) (n=15)
459+17,9

9/6
51,0+34,7
28,349,1
28,0444
15,643
3,940,3
45,0£17,4
4,7+0,9
180,6+39,5
0,67+0,18
0,68+0,11
13,6+8,1
0,30+0,16
475,8+121,6
601,1£367,2

p

0,148
0,797
0,504
0,496
0,235
0,016
<0,001
0,200
0,034
0,115
0,155
0,026
0,728
0,414
0,289
0,453
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KBH hastalarinda, inflamasyon ile kardiyovaskiiler
hastaliklar arasinda olusan kuvvetli etkilesime
benzer bir iligkinin inflamasyon ile malnutrisyon
arasinda da oldugunu gostermektedir 2

Leawey ve ark. diisiik serum albumin diizeyinin
visseral protein depolarindaki azalmay: ve protein
malnutrisyonunu  yansittigini  belirtmislerdir. 2
Stenvinkel ve ark. da HD hastalarinda yapmis
olduklar1 bir ¢alismada malnutrisyonlu hastalarda
olmayanlara oranla anlamli derecede albumin
diizeylerinde diigiis ve kardiyovaskiiler hastalik
riskinde artis saptanmuglardir. *? Hipoalbumineminin
KBH hastalarinda primer nedeninin besin alimimdaki
azalma oldugu belirtilir. Ancak bu durum bobrek
yetmezligi bulunmayan olgularda
hipoalbuminemiye siklikla yol a¢mamaktadir.
Malnutrisyon olmayan HD hastalarinda da bazen
albumin diizeyleri diisiik olmakta ve malnutrisyon
derecesine gore azalmaktadir. Ayrica malnutrisyon
olan ve olmayan diyaliz 6ncesi hastalar arasinda
serum albumin seviyeleri arasinda anlamli bir fark
bulunmamaktayken, inflamasyon varliginda
degisiklik gostermektedir. @® Inflamasyon bunu
albumin sentezini baskilayarak ve damar disina
albumin transferini saglayarak yapmaktadir ve
boylece yetersiz protein alimi ile birlikte
inflamasyon, serum albumin diizeyinde anlamli bir
azalmaya neden olmaktadir. @¥ Serum albumin
diizeyi 3.5 g/dI’nin altinda olan ve diyaliz dozu,
protein katabolizma hizi arasinda fark olmayan hasta
gruplarinda ise en onemli farkin serum akut faz
proteinlerinde oldugu gdsterilmistir, ?®

Pro-inflamatuvar sitokinler; IL-1, IL-6, TNF ve
CRP, KBH  |hastalarinda yiiksek diizeyde
bulunabilmektedir. @® Bazi c¢alismalar, bédbrek
yetmezlikli hastalarda serum IL-6, IL-1, ve TNF-a
diizeylerinde anlamli artis géstermis ancak diyaliz ve
prediyaliz hastalar1 arasinda fark gézlenmemisken
@7 28 bazi galismalarda yeni diyalize baslayan
hastalarda inflamatuvar belirteclerde yiikselme
bulunmustur. @9

Bologa ve ark.’nin HD hastalarinda yaptig1 bir
calismada artmis sitokin seviyesinin diigiik albumin
ile korele oldugu ve hasta sag kalim oranini
etkiledigi vurgulanmustir. ® Bergstrom ve ark. ise
HD tedavisinin ilk yilinda olan hastalarda, CRP’nin
serum albumin diizeyini en iyi gdsteren parametre
oldugunu ve mortalite riskini albumin diizeyinden
daha iyi 6ngordiigiinii belirtmislerdir. ¥ Stenvinkel
ve ark. yapmis olduklari ¢aliymada malnutrisyonlu
hastalarda inflamatuvar bir siirece isaret eden,
anlamli bir sekilde yiiksek CRP diizeyleri tespit
etmislerdir. @ Zimmerman ve ark. CRP ve albumin

ikilisinin HD hastalarinda biitiin 6liim nedenleri i¢in
bagimsiz gosterge oldugunu bulmustur. ©

HD hastalarinda, yeni bir inflamasyon belirteci
olan PRC ile diger belirteclerin iligkisini gostermek
icin yapilan bir ¢alismada, PRC ile IL-6 ve CRP
arasinda kuvvetli bir pozitif korelasyon varken
prealbumin arasinda negatif korelasyon izlenmis, ¢V
Level ve ark. 62 HD hastasinda plasma PRC
diizeylerini dlgerek malnutrisyon ve inflamasyon
belirteci olarak kullanilan albumin, prealbumin,
CRP, IL-6, fibrinojen ile korelasyonunu ¢aligmislar,
@2 PRC diizeyleri ile CRP, IL-6 ve fibrinojen
arasinda pozitif korelasyon varken albumin ile
negatif korelasyon bulmuslar. Ancak PRC diizeyleri
ile prealbumin arasinda ve diger malnutrisyon
parametreleri arasinda bir iligki bulmamislar ve HD
hastalarinda PRC’nin giivenilir bir inflamasyon
belirteci oldugunu gostermislerdir. Chauveau ve ark.
HD hastalarinda yapmis olduklar1 bir ¢alismada
beraber artmis CRP ve PRC diizeylerini
malnutrisyonla iligkili bulmuslar. ¢ Benzer olarak
Schmidt ve ark. HD hastalarinda sistemik infeksiyon
bulgusu olmadigi halde kronik mikroinflamasyonun
bir gostergesi olarak PRC diizeylerinde artis
gostermigler, ©®¥ Giiz ve ark. PD hastalarinda
PRC’nin CRP ve diger geleneksel inflamasyon
belirtegleriyle iliskisini gostermek i¢in 51 PD, 74
HD ve 34 iiremik olmayan hasta ile yapmis olduklari
calismada PD hastalarinda PRC diizeylerinin tiremik
olmayan gruba gore yiikksek olmasina ragmen HD
grubu ile aralarinda  anlamhi  bir  fark
gozlemlememisler ve inflamasyonun
belirlenmesinde, takibinde CRP gibi belirteglere

yardimc1 olarak kullanilabilecegini belirtmiglerdir.
(3%)

Bizim  ¢aligmamizda, @ PD  hastalarinda
malnutrisyon prevalansi yiiksek olmakla birlikte HD
hastalar arasinda anlamli bir fark bulunmadi. HD ve
PD hastalarinda malnutrisyon saptananlarda serum
albumin diizeyleri istatistiksel olarak anlamli bir
sekilde diistikti. Malnutrisyon tespit edilenlerde
PRC ve CRP diizeyleri ile serum albumin arasinda
negatif bir korelasyon vardi ancak prealbumin ile
arasinda bir iligki yoktu. Ayrica CRP ile PRC
arasinda pozitif bir korelasyon gézlenmekteydi. Bu
bulgular Level ile Visvardis ve ark.’nin
calismalarma benzerdi (8 181 PRC ve CRP
diizeylerin  kombine edilmesi, serum albumin
diizeyini daha iyi gdsteren bir parametre olacagini
gostermektedir.

KBH’da aterosklerozu etkileyen faktorler
arastirildiginda; yas ve cinsiyet gibi iki risk faktori
esitlendiginde CRP yiiksekliginin ateroskleroz riski
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icin bagimsiz olarak etkili bir faktor oldugu
belirlenmistir ?. Wanner ve ark.’nin 280 stabil HD
hastasinda yaptiklart bir ¢aligmada; 4 yillik izlem
sonunda hastalarin  %44’iniin  6ldiigini, bu
6limlerin de %60’ min kardiyovaskiiler nedenlerden
kaynaklandigini tespit etmigslerdir. Ayrica bu
hastalarda, CRP diizeyi ile 6liim arasinda pozitif
iliski gosterilmistir ®®. Angela ve ark. tarafindan PD
hastalarinda CRP’nin HD hastalarinda oldugu gibi
kardiyovaskiiler mortalite ile kuvvetli iliskisi olup
olmadigini ¢aligmiglar ve PD hastalarinda da anlamli
olarak bagimsiz prognostik deger ifade ettigini
gostermislerdir  ©).  Visvardis ve ark. HD
hastalarinda PRC ile IL-6 ve CRP arasinda kuvvetli
bir pozitif korelasyon saptamislardir Y. Sylvie ve

ark. da PD hastalarinda benzer bir sonu¢ bulmuglar
(34)

Bizim ¢alismamizda da HD grubunda CRP ve
PRC aterosklerozu olanlarda anlamli bir sekilde
yikksek bulundu. PD hastalarinda aterosklerozu
olanlarda CRP diizeylerinde anlamli bir yiikseklik
vardl ama beraberinde PRC’nin ortalama degerleri
yiiksek oldugu halde istatistiksel olarak anlamli bir
fark bulunmadi. Bu durum belki bu grupta yas ve
cinsiyet esitsizligine bagli olabilir. Literatiirdekine
benzer bir sekilde HD grubunda PRC ile CRP
arasinda  kuvvetli  pozitif bir  korelasyon
gozlemlerken PD grubunda ise boyle bir iligki
bulamadik. Bu da ¢alismanin kiigiik 6l¢ekte yapilmis
olmasindan  kaynaklaniyor olabilir.  Calisma
sonuglarma gére HD  hastalarinda  kronik
inflamasyonu degerlendirmede PRC ve CRP birlikte
kullaniminin ayr1 ayr1 kullanimlarindan daha duyarh
olabilecegi soylenebilir. Bu bulgular1 destekleyecek
genis kapsamlt ileri ¢caligmalara ihtiyag olacaktir.

5. Sonug

Diyaliz hastalarinda malnutrisyon, ateroskleroz
ve inflamasyon birbirleriyle ¢ok yakindan iliskili
faktorlerdir. Inflamasyonun daha cok malnutrisyonla
birlikte oldugu ve dolayli yoldan ateroskleroza
neden olabilecegi diisiiniilebilir.  Inflamasyon
belirteglerinden CRP ile PRC diizeylerin kombine
edilmesi diyaliz hastalarinda kronik inflamasyonun
giivenilir bir belirteci olacaktir. Patojenezin daha iyi
anlasilmasiyla SDBY hastalarindaki kabul edilemez
derecede yiikksek olan morbidite ve mortalite
oranlarinin azalmasini iimit etmekteyiz.
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Kronik Demodex Enfastasyonuna Bagli Madarozis Hastasinin Topikal
Bimatoprost 0.03% ile Tedavisi
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Génderilme Tarihi: Madarozis kirpiklerin sayica azalmasi ya da tamamen yok olmasidir.

30.11.2016 Kirpikler giines, yabanci cisim, riizgar ve terden goziin korunmasi

Kabul: icin gerekli dogal bir bariyerdir. Madarosis genetik, yashlik,

05.03.2017 kemoterapi ve bilinmeyen nedenlerden gelisebilir. Demodex isimli
saprofit parazitin madarozisin bir nedeni oldugu gosterilmistir. Bu

Sorumlu Yazar: olgu sunumunda 85 yasinda madarozis tanisi ile refere edilen ve
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Case Report

Treatment of Madarosis Patient Due to Chronic Demodex Infestation with
Topical Bimatoprost 0.03%

ARTICLE ABSTRACT

INFORMATION

Date of Submission Madarozis is defined as a decrease or total loss of eye lashes. Eye

30.11.2016 lashes are natural barrier of eye for protection from sun, foreign

Accepted: materials, wind and sweat. Madarosis can develop from genetic,

05.03.2017 aging, chemotheraphy and unknown reasons. The saprophyte
parasite demodex is shown to be reason of madarosis. In this case

Key Words: report we discussed 85 year old patient who was referred with a

Madarosis, diagnosis of madarosis and did not response to alternative treatment

demodex, methods treated with topical bimatoprost 0.03%.

bimatoprost
© 2017 Bulent Ecevit University All rights reserved.
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1. Giris

Madarozis kirpik veya kaglarin dokiilmesini
tanimlamak i¢in kullanilan bir terminolojidir.(1)
Kirpikler gilines, yabanci cisim, riizgdr ve terden
goziin korunmasi i¢in gerekli dogal bir bariyerdir.
Dokunmaya duyarli ve géze yakin bir objenin
uyarist ile kirpma refleksinin gelismesinin bir
pargasidir.(2) Koruma amacinin disinda kirpikler
uzunluk ve kalinligiyla kozmetik agidan da 6nem
tasimaktadir. Madarosis genetik, yaslilik,
kemoterapi ve bilinmeyen nedenlerden gelisebilir.
Travma, g6z cerrahisi ve trikotilomani ince ve daha
az kirpige neden olabilir.(3) Madarozis tedavisi altta
yatan patolojiye gore yapilmaktadir. Belafarite bagh
ise antibiotik, trikotilomaniye bagli ise psikolojik
tedavi onerilmektedir. Medikal olarak kas dokiilmesi
icin  Minoxidil, cerrahi olarak ise folikiil
transplantasyonu uygulanmaktadir.(1) Son
zamanlarda tanimlanan Demodex isimli saprofit
parazitin ~ madarozisin  bir  nedeni  oldugu
gosterilmistir.(4)

Bu olgu sunumunda da madarozis nedeni olarak
demodex diigiiniilen ve sadece topical bimatoprost
0.03% tedavisi uygulanarak tedavi edilen hasta
tartisildi.

2. Olgu

85 yasinda erkek hasta goz klinigine yillardir
kirpiklerinde dokiilme buna bagli depresyon
nedeniyle refere edildi. Cesitli kliniklerde blefarit ve
kurugdéz  tedavisi  gbérmiis  fakat  netice
almamamist.(Sekil 1) Hastanin son kalan
kirpiklerinden bir tanesi alindi ve 400x biiyiitme
altinda 151k mikroskopu ile incelendi. Bu kirpikte
demodex tespit edildi. (Sekil 2) Hastaya bu durum
icin kullanilabilecek ilaglar anlatildi. Hastaya
madarozis teddavisinde FDA (“Food and Drug
Administration”) onayli tek ilacin  topikal
bimatoprost  0.03%  (Allergan, Inc, Irvine,
California) oldugu ve bunun tedaviye eklenecegi
anlatildi. Hastaya orjinal bimatoprost 0.03%
(Allergan, Inc, Irvine, California) tedavisi baslandi.
Hergece kirpik diplerine soliisyon tatbik edildi. 1 ay
sonra hasta klinige bagvurdugunda madarozisin
biiylik olglide tedaviye yanit verdigi goriildii. 3. Ay
kontroliinde kirpiklerin 3 sira belirdigi goriildii.
Ornek igin alinan kirpiklerde demodex saptanmadi.
Tedaviye ara verilmeden devam edildi. (Sekil 3)

Eski zamanlardan beri fiziksel giizellik bir
avantaj olarak kabul edilmektedir.(5) Giizelligin
tamim1  kiiltiirden kiiltiire degisim gostermekle
beraber yiiz ve gozler giizellik taniminda 6n

plandadir. Ozellikle kirpikler estetik 6zelliklerinin
yaninda gozlerde artiklarin temizlenmesi ve kirpma
refleksinin baglatilmasinda gorev almaktadir. Tiim
kil folikiilleri gibi kirpik folikiilleri de dogumda
mevcuttur ve sonrasinda sayisi artmamaktadir. Alt
kapak kirpik sayisi tist kapagin yaris1 kadardir.

Sekil 1 Madarozis Tedavi Oncesi

\

3. Tartisma

Ust kapakta kirpikler 2-3 siradir. Kirpikler diger
viicut killarindan farkli olarak pigmentasyonunu
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kaybetmez, erektor pili kast  yoktur ve
androjenlerden etkilenmez.(6) Madarozis Kkirpik
veya kaslarin  dokiilmesini tanimlamak icin
kullanilan bir terminolojidir. Blefarit, kapak tm, RT,
krioterapi uygulanmasi gibi lokal hastaliklarda;
yanik, jeneralize alopesi, psoriasis gibi deri
hastaliklarinda; miksédem, SLE, sifiliz, lepragibi
sistemik hastaliklarda goriilebilir. Bu nedenle
tedavisi genellikle altta yatan patolojiye gore
yapilmaktadir. Bunun yaninda medikal tedavi olarak
kas dokiilmesi i¢in 6rnegin Minoxidil, cerrahi tedavi
olarak ise folikiil transplantasyonu
uygulanabilmektedir (1,5).

Bimatoprost (Lumigan, 0,3%; Allergan Inc)
2001 de agik acili glokom veya okiiler hipertansiyon
tedavisinde kullanim i¢in onaylanan sentetik
prostamid  veya  prostaglandin  ethanolamid
analogudur. Klinik bir c¢aligmada glokom
tedavisinde kullanildiginda hastalarin 42,6% sinda
kirpiklerde uzama saptanmigtir ve bu yan etki
sonrasi sonrasinda kozmetik kullanimi i¢in ¢aligma
baslatilmigtir.(7) Bimatoprost oftalmik soliisyon
0.03% FDA onayl kisinin kendi kirpiklerini giivenli
ve etkili biiyliten ilk {irlindiir. Prostaglandin F2a
(PGF2a) analogu bimatoprost 0.03% (Allergan, Inc,
Irvine, California) FDA tarafindan hipotrikoz
tedavisinde kullanilmak {izere 2008 yilinda onay
almigtir. Kirpik uzatmak icin recete edildiginde
steril, tek kullanimlik aplikatorler st kapak kirpik
kenarina giinde 1 defa uygulanmalidir. (Latisse
package insert, Allergan, Inc., 2008). Prostoglandin
analoglari ile kirpiklerin biiylimesi bimatoprost ile
sinirh degildir. Yayinlar latanoprost ve travoprostun
okiiler hipertansiyonda kullanildiginda kirpiklerde
uzama ve koyulagma oldugunu gostermistir fakat
hipotrikoz i¢in FDA onay1 yoktur.

Bimatoprostun kirpikleri hangi mekanizma ile
uzattig1 bilinmemekle beraber anagen fazinda folikiil
oranini arttirdigina  inanilmaktadir  ayrica
melanogenezisi uyardigi diisiiniilmektedir. Yan etki
olarak kirpik kenarinda ve periorbital bdlgede
pigmentasyon ayrica uygulama alani disinda da kil
cikmasi gibi yan etkiler bildirilmistir. Kaginti,
konjonktival hiperemi, deride hiperpigmentasyon,
okdiler iritasyon, kurugéz ve kapakta eritem diger
yan etkilerdir. Bu yan etkiler %4 den daha az hastada
bildirilmistir. Bu olguda yukaridaki yan etkiler
goriilmemekle  beraber  hipotirikozis  tedavisi
kirpiklerin koruyucu etkisini arttirarak hastanin
genel olarak yanma, batma gibi kuru goz
bulgularinin da azalmasi saglamustir (8).

Demodex intradermal bir parazittir. Kil
folikiilleri ve sebase bezlerinde yasarlar. Genellikle

kronik blefaritte goriiliir ve yasla birlikte prevalansi
artmaktadir. (9). Tedavisi aylar slirmektedir.
Tedavisinde silfiirlii merhemler, kolin esteraz
inhibitorleri, antibiotikler, kortizonlu merhemler son
zamanlarda cay agaci yagi iceren sampuanlar
kullanilmaktadir. Ne var ki kesin altin standart tedavi
yoktur.(10) Demodex follikiilorum kronik 6n blefarit
nedenidir. Demodex brevis ise posterior blepharit
etkenidir. Hoffmann ve ark. 5% TTO ile %13,3
(n=6), 0.02% TTO ile %12,0 (n=38), metronidazole
merhem ile % 9,4 (n=5), ivermectin ile %12,8
(n=27) ve oral metronidazole ile %22,0 (n=5)
hastanin 1yilestigini, hicbir tedavinin tek basina
yeterli etkisi olmadigini gostermistir. (9)

Sonu¢ olarak bu olguda topikal bimatoprost
uygulamasi demodex enfestasyonunu eredike ederek
hastanin madarozisinin etkili olarak tedavisini
saglamustir. Literatiire gore bimatopost 0.03%
tedavisi ile diizelen ilk olgudur. Tedavinin bu
yoniinii vurgulamak ag¢isindan 6nemli bir olgudur.
Daha kesin sonuglar icin genis sayida kontrolli
calisma gerekmektedir.
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Adrenal insidentalomalar siklikla adrenal bezle ilgisiz goriintiilleme
islemlerinin ardindan rastlantisal olarak bulunurlar. Aksesuar dalaga
bagl adrenal insidentaloma hastas1 giincel endokrin ve radyolojik
yonetimle sunuldu.

Elliti¢ yasinda erkek hasta dispeptik yakinmalar nedeniyle yapilan
ultrasonografik incelemede bulunan 25x20 mm boyutlarinda sol
stirrenal kitle nedeniyle Endokrinoloji linitesine sevkedildi. Hastanin
biyokimyasal ve hormonal incelemeleri normal siirlardaydi.
Bilgisayarli tomografi ve magnetik rezonans goriintiilemeleri ile
ayirict tanist yapildi. Goriintiilerinde malignite 6zellikleri yoktu.
Adrenal insidentaloma aksesuar dalakla uyumlu bulundu.

Adrenal insidentaloma gibi goriinen aksesuar dalakli hastalarin
tanisal degerlendirilmesi klinik ve radyolojik yontemlerle dikkatle
yapilmalidir.

© 2017 Biilent Ecevit Universitesi Her Hakkisaklidir.
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ARTICLE ABSTRACT
INFORMATION
Date of Submission Adrenal incidentalomas are often discovered incidentally after an
10.12.2016 imaging procedure unrelated to the adrenal gland. A patient with an
Accepted: accessory spleen as an adrenal incidentaloma was reported with
05.03.2017 current endocrine and radiological evaluations.

A 53-year-old man was referred to Endocrinology unit with a mass
Key Words: which is 25x20 mm diameter left surrenal region. This mass is
Adrenal gland, founded in a sonographic examination which was performed for
Incidentaloma, dispeptic complaints. The biochemical and hormonal analyses of the
Accessory spleen patient were within normal limits. Magnetic resonance imaging was

performed to make a definitive diagnosis as the computerized
tomography imaging showed no malignant characteristics. The
incidentaloma in the left adrenal region has been found to be
consistent with an accessory spleen.

Clinical and radiological evaluations of the patients with an
accessory spleen in adrenal localization as an incidentaloma should
be carefully performed.

© 2017 Bulent Ecevit University All rights reserved.

n
x
[&)
&
m
=
P
[
L
(%]
=
=
S
<
=
o
=
)
—
c
2
5
[<5)
>

23




1. Introduction

Adrenal masses are often discovered
incidentally after an imaging procedure is performed
that is unrelated to the adrenal gland and are then
termed as adrenal incidentalomas. Its incidence has
been increasing proportionally with the use of
radiographic imaging (1 — 4). In a patient with a
adrenal incidentaloma, several questions arise as to
whether the mass is an adrenal or extra-adrenal mass,
whether it represents a metastasis of an unknown or
known primary tumor, whether the adrenal mass is
hormonally active and whether there is evidence of
adrenocortical carcinoma. In clinical practice,
defining whether lesions in adrenal regions are
primary to the adrenal gland or represent other
tissues, whether they are benign or malignant and
whether they are functioning or not.(5 — 10).

Otherwise, ectopic splenic tissue which known
accesory spleen is developed from defective fusion
of cells during embriyonic growth. Acceroy
spleensnare present approximately 30% of the
population, and may be diagnosed as an incidental
during radiological imaging, at postmortem, in
complicated cases with torsion or rupture (11-14).

In this report, the definitive diagnosis of a
patient with accessory spleen detected in adrenal
region as an adrenal incidentaloma is pesented.

2. Case Report

In this report, the definitive diagnosis of a
patient with accessory spleen detected in adrenal
region as an adrenal incidentaloma is pesented.

A 53-year-old man presented with a mass in left
adrenal localization about 25x20 mm diameter found
in  sonographic examinations for dispeptic
complaints. He had never smoked and there was
nothing remarkable in the family history. On
physical examinations, the patient appeared normal,
with no cushingoid appearance or dorsal hump.
There was no enlarged lymph nodes. His
temperature was 36,9°C, pulse rate was 72/min,
respiration rate was 18/min, and blood pressure was
110/70 mm Hg. The lungs and the heart were normal.
Abdominal examinations revealed no mass.

Hematologic, blood chemical and hormonal
parameters were within the normal range (Table 1, 2
and 3). His electrocardiogram was normal. An
examinations by gastroduodenoscopy and upper
abdominal sonography because of dyspepsia

determined antral gastritis and an incidental mass
lesion in the left adrenal compartment.

Table 1. Laboratorial parameters of the case
having adrenal incidentaloma

Parameters Ranges Results
Fasting glucose 70 - 100 75
(mg/dI)

Urea (mg/dl) 10-50 36
Creatinine (mg/dl) 05-1.2 0.7
Hemoglobin (gr/dl) 12-18 12.7
Hematocrit (%) 37-52 36.7
Mean corpuscular 80-99 84
volume (pm?)

Erytrocyte <20 28
sedimentation rate

(mm/hr)

White-cell count (per 4800 — 6900
mm?) 10.000

Platelet count (per 130.000 -  191.000
mm?) 400.000

Total protein (g/dl) 6.4-8,3 7.36
Albumin (g/dl) 34-54 3.5
Calcium (mg/dl) 84-10,2 8.6
Phosphorus (mg/dl) 2.7-45 2.7
Sodium (mEq/It) 136 — 157 147
Potassium (mEq/It) 35-55 4.4
Chloride (mEqg/It) 90 - 110 102
Alanin 10 -50 12
aminotransferase

(Ulliter)

Aspartat 10-40 17
aminotransferase

(Uliter)

Alkaline phosphatase <129 81
(UlLiter)

The mass located in the left adrenal region, was
oval and measured 25x20cm diameter. Its
echogenicity was identical to that of the main spleen,
but it was separated from the spleen (Figure 1). The
mass was located in the immediate vicinity of the
splenic hilum, three were in the region of the
splenocolic ligament. Computed tomography and
magnetic resonance (MR) imaging was performed to
make a definitive diagnosis. Computed tomography
images showed that the lesion feature was isodense
and similary to spleen (Figure 2). Magnetic
resonance images of T1W and T2W axial and
coronal planes demonstrated that the accessory
spleen was isointense with the main spleen situated
in the adrenal compartment (Figure 3 A-C). On in-
phase and opposed-phase MR images, the mass was
homogeneous with the same signal intensity as the
spleen (Figure 3D-E). The conclusions were that the
mass in the left adrenal region as an incidentaloma
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Table 2. Hormonal analyses of the case

Serum hormones Ranges  Results
17-a-hydroxyprogesteron 05- 1.35
(ng/dl) 3.34

Plasma Renin Activity 0.2- 3.0
(ng/ml/hr) 2,8
Dehydroepiandesterone 80 — 65.3
sulphate (pg/dl) 560

Fasting Cortisol (pg/dl) 5-25 115

Post-dexamethasone <2 15
suppression cortisol (ug/dl)

Adrenocorticotropic
hormone (ACTH) (pg/ml)

Thyrotropin (TSH) (mU/L) 0.400-  0.462
4.000

Free T4 (ng/dl) 08— 1.54
1,9

10-46 23

Table 3. The Levels of urinary hormones of the
case

Urinary hormones Ranges Results

Epinephrine(ng/24 hr) <50 0.82
Norepinephrine (mg/24 hr) <8 4.23
Metanephrine (png/24 hr) <600 0.82

Normetanephrine (ug/24 hr) < 600 423

5-hydroxyindoleacetic acid 2-10 4.2
(5-HIAA) (mg/24 hr)

was consistent with an accessory spleen. This case
was admitted with functional dyspepsia and
followed up in outpatient clinic with the diagnosis of
accessory spleen.

Figure 1. Longitudinal sonogram. Accessory
spleen (arrows) separated from main spleen (S) and
left kidney (K) by interface.

Figure 2. Accessory spleen (arrow) is isodense
with main spleen on CT scan.

Figure 3A. Coronal T2-weighted turbo spin echo
image shows accessory spleen (arrow) is isointense
with main spleen situated in surrenal localization
(A). Axial TIW

3. Discussion

Accessory spleen may dedected in embriogenic
path in the abdomen. It may especially ocur in such
areas as the hilum of the spleen, the gastrosplenic
and splenorenal ligaments, the tail of the pancreas,
the mesentery, the greater omentum, the walls of the
stomach or intestines, the adrenals, and the gonads

(12). Satellite splenic tissue can also occur in
splenosis due to fragments of splenic tissue at the
abdominal cavity after splenectomy or rupture of the
spleen (15). There have been reported a few cases
with an accessory spleen mimicking adrenal tumour
such as adrenal carcinoma, hematologic disoders and
solid tumors (12, 16, 17, 18).

Adrenal incidentaloma is a by-product of
modern technology, and the routine use of
sophisticated radiological techniques has revealed a
problem that is not new but is increasingly
recognized in current medical practice (5-14, 19-21).
Cawood et al. argued that ultrasonography as the
primary imaging modality may introduce a selection
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bias (21), but in many series published over the past
decades that were included in their analysis, adrenal
incidentalomas have also been detected by this
technique (22-25).

Figure 3B. T2W

Figure 3C. MR images show accessory spleen
(arrow) is isointense with main spleen as an adrenal
mass.

Figure 3D. MR images show accessory spleen
(arrow) is isointense with main spleen as an adrenal
mass.

Figure 3E. MR images show accessory spleen
(arrow) is isointense with main spleen as an adrenal
mass.

Cawood et al. gave a median estimate of around
2,0% for adrenocortical cancer, <1,0% for adrenal
metastases and around 3,0% for
phaeochromocytoma. Subclinical Cushing’s
syndrome is the most frequent hormonal disorder
among adrenal incidentalomas with a median
frequency of about 6,0% (21). An adrenal
incidentaloma has a low pre-test probability of being
an adrenocortical cancer or a phaeochromocytoma,
but although both these tumours are potentially
lethal they can be cured, or at least the patient’s
survival can be greatly improved by timely
adrenalectomy (27-30).

In this report, our case was examined for
dyspeptic symptoms unrelated to the adrenal gland
and the ultrasonography determined a mass lesion in
the adrenal compartment. As the clinical findings
were nonspecific and originated from dyspeptic
complaints, there were no findings of excessive
hormonal secretions. Hormonal, biochemical and
urine analysis were within normal limits.
Dexamethasone suppression test with suppressed
cortisol levels in this case indicated the phsiologic
hypothalamopituitar-adrenal  axes. As  blood
pressure, serum potassium and plasma renin activity
were within normal limits, our patient was not
thought to have excessive aldosterone. Urinary
catecholamines were within normal limits. These
findings confirmed that the mass in the adrenal
region was non-functional and arised from extra-
adrenal origin due to the outcomes of the clinical,
biochemical, hormonal, and urine catecholamine
tests extraadrenal lesion. For the radiological
differential diagnosis, the images of sonography,
computed tomography and MR defined that the
lesion was related to accessory spleen. It was seen
that there was no risk of malignancy or need for
surgery.
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The incidental discovery of adrenal masses
raises the problem of distinguishing frequent benign
masses from infrequent malignant ones (10-14, 19-
21). Adrenal masses may be misdiagnosed as
adjacent structures which may mimic adrenal
masses. In this respect, accessory spleens are one of
the differentials diagnosis to be considered. They are
relatively common and are seen approximately in 2.5
— 30 % of the population (30-31). In a study where
seven patients presented as adrenal incidentaloma,
six were found to be accessory spleen and one was
gastrointestinal stromal tumor which was confirmed
by CT and contrast enhanced sonography (32). On
CT images, accessory spleens are typically well-
marginated, homogeneously enhancing round
masses that are smaller than 2 cm (33) and there may
not be a parenchymal bridge between the spleen and
the accessory spleens like in our case.

Imaging modalities which will differentiate
adrenal masses (adrenal adenomas, myelipomas,
haemangiomas, ganglioneuromas, adrenal
carcinomas, angiosarcomas, leiomyosarcomas,
adrenal lymphomas, phaeochromocytomas,
neuroblastomas and adrenal metastasis) and other
left upper quadrant structures are very important.
Computed tomography scan (unenhanced followed
by contrast-enhanced examinations) is the
cornerstone of imaging of adrenal masses (31).
Attenuation values of <10 Housefield units on an
unenhanced CT are practically diagnostic for
adenomas (31).

When lesions cannot be characterised
adequately with CT, MR imaging (with T1-and T2
weighted sequences and chemical shift and fat
supression refinements) must be done (34-37).
Functional nuclear medicine imaging is useful for
adrenal masses that are not adequately characterised
by CT and MRI. Scintigraphy with 1-131 6-
iodomethyl norcholesterol can differentiate adrenal
cortical adenomas from carcinomas (38-40).

In the literature, several articles including case
reports with accessory spleen were determined. In a
patient who had previously undergone splenectomy,
a biochemically inactive 5cm adrenal incidental
mass was detected. In this case report, the authors
suggest that radionuclide imaging with technetium
sulphur colloid may provide information that would
confirm the presence of accessory normal tissue and
would therefore support observation rather than
surgical resection (39, 40).

In other case reports, a soft tissue mass close to
the upper pole of the left kidney was noted in a

patient referred for intravenous pyelography. A left
adrenal tumor was suspected. Computed
tomography revealed an accessory spleen and the
diagnosis was confirmed by abdominal angiography
(41). In another report, a suspected left adrenal mass
mimicking a carcinoma has been detected by US. A
laparoscopic adrenalectomy has been performed.
Following examination of the surgical specimen
revealed that the resected adrenal gland contained no
tumorous lesion. A further investigation of the
intraperitoneal space has been revealed an accessory
spleen (16, 17).

As in the present case report, when a mass in the
adrenal region as an incidentaloma is determined,
clinical, laboratorial and radiological examinations
are sufficient to make a differential diagnosis. In
conclusion, imaging findings are of the most
important in making an accurate diagnosis in the
difficult area of evaluating the masses in the adrenal
localizations. The diagnosis of the accessory spleen
mimicking a left-sided adrenal tumour as a
differentiation for retroperitoneal and
intraabdominal masses should be considered
clinical, laboratorial and radiological, carefully.
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Lynch syndrome (LS), is an autosomal dominant disease, accounts
for approximately 1 to 2 percent of all colorectal cancers. Individuals
with LS tend to develop cancers at a relatively young age and are at
risk of multiple synchronous and metachronous malignancies.
Several clinical criteria have been identified to assist in diagnosing
LS. Subtotal or total colectomy is the procedure of choice for these
patients as a result of high risk of multiplicity of lesions and
metachronous tumors in time and colonoscopic surveillance is
strictly recommended. Nevertheless, when the diagnosis of LS is
neglected and the cancer is regarded as sporadic and treated
accordingly, patients experience insufficient surgical interventions
associated with metachronous malignancies, just like these two cases
we report herein. The exact identification of the cases might decrease
the number of misdiagnosis in this way and might decline the
metachronous tumor development, with resulting in decreased
morbidity, increased life quality, and improved survival. The article
herein aimed to underline the importance of basic medical
examination and colonoscopic surveillance that all of the clinicians
dealing with cancer treatment should be aware of and the
responsibility of surgical education centers on teaching the principles
of cancer management to forthcoming surgeons during residancy.
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Lynch Sendromu (LS) otozomal dominant bir hastalik olup tiim
kolorektal kanserlerin %1-2" sini olusturmaktadir. LS’li bireyler
goreceli olarak geng yasta kanser gelisimine yatkindir ve multipl
senkron ve metakron malignite gelisme riski altindalardir. LS tanisi
koymaya yardimci birkag klinik kriter tanimlanmistir. Multipl
lezyonlar ve metakron tiimorlerin zamanla yiiksek risk olmasi
nedeniyle bu hastalar i¢in prosediir se¢imi total ya da subtotal
kolektomidir ve kolonoskopik takip siddetle dnerilmektedir. Fakat LS
tanist atlandiginda ve kanser sporadik olarak addedilip buna gore
tedavi edildiginde, bu sunumdaki vakalarda oldugu gibi, hastalar
metakron malignitelerle iliskili olarak yetersiz cerrahi girigimleri
deneyimlemektedirler. Vakalarin kesin olarak tanimlanmasi; bu yolla
yanlis tanilarin sayisini azaltacak; azalmis mortalite, artmis hayat
kalitesi ve gelistirilmis hayat beklentisi ile sonuglanacak olan
metakron tiimor gelisimini azaltacaktir. Bu makalede temel muayene
ve kolonoskopik takibin éneminin kanser tedavisi ile ilgilenen tiim
klinisyenlerin farkinda olmasi; ayrica ihtisas siirecindeki cerrahlara
egitim altindayken kanser yonetiminin prensiplerini 6greten cerrahi
egitim merkezlerinin sorumlulugunun Oneminin altinin ¢izilmesi
hedeflemistir.
© 2017 Biilent Ecevit Universitesi Her Hakkisaklidir.

1. Introduction

Hereditary nonpolyposis

synchronous cancer is reported to be 18% whereas
the risk of colon cancer development for operated
cancer patients in the following 10 years is determined to be

(HNPCC), also known as Lynch syndrome (LS), is
an autosomal dominant disease caused by a germline
mutation in a DNA mismatch repair (MMR) gene
that accounts for approximately 1 to 2 percent of all
colorectal cancers (1-3).

Individuals with HNPCC tend to develop
cancers at a relatively young age (mean 45 years) and
are at risk of multiple synchronous and
metachronous malignancies (4). The probability of

40% (5).

Several clinical criteria have been identified to
assist in diagnosing LS. In 1991 The International
Collaborative Group on HNPCC established the
Amsterdam criteria to provide a definition of
diagnosis and to require a careful assessment of the
family history for cancer (6). Table 1 demonstrates
the original Amsterdam criteria. A second version of
these criteria was published in 1999 to provide more
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relevance to the occurrence, in many families,
of extracolonic tumors (Table 2) (4). According to
the absence or presence of extracolonic
malignancies, these families were divided into LS |
(hereditary site-specific colorectal cancer) and LS Il
(colorectal cancer in association with extracolonic
cancer) (7). Currently, revised Bethesta guidelines
are more widely employed as a way to select those
who are most likely to benefit from further genetic
evaluation and serve as another tool to identify
potential LS cases (Table 3) (8). Nevertheless,
histopathology alone failed to identify all potential
LS patients and lack of an adequate familial risk
assessment might lead to misdiagnosis of LS when
vague histopathology fails to trigger appropriate
testing (9). From this point of view, surgeon should
be attentive to the early onset of colon cancer,
considering the probability of LS, and should
interrogate Lynch family history and diagnose the
case immediately with the abovementioned criterion.
Subtotal or total colectomy is recommended to these
patients as a result of high risk of multiplicity of
lesions and metachronous tumors in time. In case of
subtotal colectomy the risk of malignancy in the
remaining colon segment should strictly be taken
into consideration and periodical endoscopic follow-
up and polyp excision should be recommended.

Table 1. Amsterdam Criteria |

e At least three relatives should have a
diagnosis of colorectal cancer;

e  One of them should be first-degree
relative of the other two;

e At least one of the relatives should have
colorectal cancer diagnosed at younger
than aged 50 years;

e At least two successive generations
should be affected,;

e Familial polyposis should be excluded:

e The diagnosis of cancer should be
verified by clinical charts or death
certificates.

Table 2. Amsterdam Criteria Il

e At least three relatives should have
a hereditary nonpolyposis
colorectal cancer-associated
neoplasm (colorectal, endometrial,
ureter/renal, small bowel cancers);

e All other criteria as Amsterdam 1.

As the diagnosis of LS is neglected and due to
the standard hemicolectomy as a surgical
intervention with a diagnosis of sporadic colon
carcinoma, patients might necessitate reoperation

according to metachronous colonic tumors, leading
to increased morbidity, decreased life quality and
deteriorating survival, just like these two cases we
report herein.

Case-1

A 43-years-old woman with a constipation
complaint and medical history of standard right
hemicolectomy in another center for right colon
cancer 3 years ago, was admitted to our hospital for
colonoscopic surveillance.

A malignant appearing ulcerovegetan mass
anularly obstructing the lumen of the middle part of
descending colon was determined in colonoscopy.

Table 3. Bethesda Criteria

e  Colorectal cancer diagnosed in a
patient aged <50 years;

e  Presence of synchronous or
metachronous colorectal, or other
Lynch syndrome-related tumors,
regardless of age;

e  Colorectal cancer with microsatellite
instability-H histology diagnosed in a
patient aged <60 years;

e Colorectal cancer or Lynch syndrome-
related tumor diagnosed at aged <50
years in at least one first degree relative;

e Colorectal cancer or Lynch syndrome-
related tumor diagnosed at any age in
two or more first-degree or second-
degree relatives.

The histopathologic evaluation verified the biopsy
specimen to be adenocarcinoma. The family history
revealed that patient’s older sister, father and
paternal uncle had the diagnosis of colon cancer at
ages 41, 52 and 48 years, respectively. Abdominal
ultrasonography and computerized tomography
demonstrated a constricting mass located in the
middle of left colon and causing wall thickening of a
segment with an approximately 4cm in size. Neither
an increase in tumor markers, nor a distinct
metastasis was detected. The other standard
laboratory data were within normal ranges except a
mild anemia (Hb:10.1g/dl.). The patient had the
diagnosis of LS; metachronous colon carcinoma and
a  subtotal colectomy  was  performed.
Histopathological examination was reported to be
mild differentiated (signet cell) adenocarcinoma
with a pathological grade of Astler-Coller B2
(Figure-1). The patient has been asymptomatic
through 42 months of follow-up period after 5
episodes of chemotheraphy.
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Case-2

A 54-year-old male admitted to our clinic was
suffering from weight loss, weakness, constipation,
and no defecation for a week. His previous medical
history revealed that he had applied to another
medical center 6 years ago with similar complaints
and a standard left hemicolectomy was performed
with the diagnosis of left colonic carcinoma. A
palpabl right lumbal region mass with a size of
approximately 15cm. was detected in physical
examination.

-
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Figure 1. Histopathological examination was
reported to be mild differentiated (signet cell)
adenocarcinoma with a pathological grade of Astler-

Coller B2.

Abdominal ultrasonography and computerized
tomography revealed a mass lesion forming
pseudokidney image and nearly obstructing a colon
segment of 8 cm. in lenght. Multiple
lympadenopathies in the adjacent colonic mesentery
with a greatest diameter of 2 cm. was also
recognised. Colonoscopic evaluation verified a
vegetan mass lesion with malignant appearance,
nearly obstructing colonic lumen. Histopathologic
examination of the colonoscopic biopsy specimen
was reported to be mild differentiated
adenocarcinoma. Serum CA 19-9 level was found to
be 3 times higher than normal. No distinct metastasis
was detected. Patient’s family history revealed that
both of his brothers and father experienced colon
cancer at the ages of 44, 51 and 56 years,
respectively. With all these data patient was
diagnosed to have LS of locally advanced
metachronous colon carcinoma and a subtotal
colectomy was performed. Histopathologically
tumor was reported to be mild differentiated (signet
ring cell) adenocarcinoma with a pathological grade
of Astler- Coller C2. Patient received adjuvant

chemotheraphy. Nevertheless he was lost due to
disseminated hematogenous metastasis 4 years after
the second operation.

2. Discussion

Individuals with a family history of colorectal
cancer are at increased risk of developing colorectal
cancer. In the past few decades an intense effort has
been attributed to elucidate the genetic pathways
playing a role in colonic carcinogenesis. Familial
adenomatous polyposis and hereditary nonpolyposis
colorectal cancer (LS, HNPCC) are two of the most
investigated samples of colorectal cancer due to
inheritance. These syndromes are genetically and
phenotypically well idenified pathologies with
autosomal dominant inheritance, high penetrance
and high colorectal cancer risk. However, these
syndromes account for a little percentage in overall
colorectal cancers. As a matter of fact, most of the
colorectal cancers other than these syndromes
achieve family history and familial risk. Although
the exact reasons of familial risk have not been
discovered yet, hereditary and environmental factors
seem to be significantly effective.

Genetic factors are known to be independent risk
factor for colorectal carcinogenesis for long years.
LS is caused mainly by germline mutations in DNA
mismatch repair genes, including MSH2, MLH1,
MSH and PMS2 (10,11). Defects on this pathway
lead to changes in the length of nucleotide repeat
sequences of tumor DNA, termed as microsatellite
instability. Microsatellite instability is a hallmark of
the LS, occurring in more than 90% of tumors,
whereas in sporadic colorectal cancer it is found in
about 15% of cases. (12).

Colorectal tumors in people with the LS are
usually proximal to the splenic flexure, often
multiple, and associated with endometrial, breast,
gastric, small intestine, hepatobiliary system,
kidney, ureter, and ovarian cancer (13,14).
Histological types of most of the cases are reported
to be mucinous or signet ring cell adenocarcinoma
and the prognosis are better than sporadic colon
cancers. These patients do not possess multiple
polyps, mostly having a few colonic adenoma.
These adenomas are reported to be greater in
diameter, developing at earlier ages than sporadic
adenomas, showing more aggresive behaviour, and
localizing more proximally (15). The LS was
initially defined according to data based on family
history. Features commonly associated with this
syndrome include an autosomal dominant
inheritance pattern with a high penetrance, early age
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at diagnosis, tumors commonly affecting proximal
colon, poorly differentiated histology with
lymphocytic infiltration, and common presence of
synchronous and metachronous colorectal cancer
(16,17).

Individuals with a family history of colorectal
cancer are at increased risk, and colonoscopic
surveillance is strongly recommended.
Colonoscopic surveillance is effective in reducing
the risk of colorectal cancer in individuals with a
strong family history, particularly, those who has a
first degree relative with LS (18). Colonoscopic
evaluation is appropriate for the first degree relatives
of LS patients due to the predominance of
proximally localized tumors. Screening colonoscopy
is recommended annually begining at age 25 years
or 10 years younger than the youngest age at
diagnosis in the family (19). Colonoscopic screening
at 3-year intervals is reported to decline the risk of
colorectal cancer, preventing cancer deaths, and
decreasing overall mortality by approximately 65%
in Lynch families (19). The high incidence of
colorectal cancers within 3 years of colonoscopy is
reported to be an evidence that transformation from
adenoma to carcinoma might be accelerated in LS
(20). On the other hand, as a result of the diagnosis
of advanced colorectal cancers with this screening
prothocol, Lynch and some other authors
recommend colonoscopy annually or at least in
every 2 vyears (21). However opposing ideas
questioning the usage of colonoscopy under the age
of 50 also exist.. Colonoscopic surveillance with
relatively shorter intervals has been proposed
currently (18,22). Particularly, LS type-1l patients
and first degree relatives are suggested to undergo
screening begining at age of 25 years old. Moreover,
it is offered that females should be checked for pelvic
examination, endometrial aspiration biopsy, and
pelvic ultrasonography annually. Furthermore, some
authors recommend prophylactic hysterectomy and
bilateral salphingoopherectomy for postmenopausal
women (21). Colonoscopic polypectomy has been
reported to decline the incidence of colorectal cancer
risk and to decrease both the incidence and mortality
of cancer in individuals with family history of LS by
providing early diagnosis (18).

Until recently, the Amsterdam criteria were the
most important tool for the identification of LS.
Nowadays, the revised Bethesda guidelines are more
widely used. With the advances and refinements in
molecular and genetic investigations, discussions are
focussed on to select the families of which molecular
genetic screening should be attempted. Nevertheless,
one of the most important points is missed. That is,

in many countries around the world, many
physicians are not able to consult to specific
laboratory or genetic tests according to economical
difficulties or insufficient equipments. The only
weapon to be used against colorectal cancer is
clinical examination and colonoscopic evaluation.
From this point of view, one of the major issues to
be emphasized is to alert pyhsicians to suspect from
LS in cases of early onset colorectal cancer with the
family history. Clinical suspicion is of paramouth
importance in the diagnosis of LS. Moreover,
Ferreiara reported that to detect new cases of LS,
family history is more important than microsatellite
instability testing for adenomas of young patients
(23). There is potentially a high risk of metachronous
colorectal cancer if an initial cancer in a LS patient
(defined according to Amsterdam criteria) is treated
by partial colectomy. However, this risk can be
lowered, either by performing a total colectomy at
the time of initial surgery or possibly by effective
postoperative surveillance (24). Both of our cases
had 3 first degree relatives suffering from colon
cancer and 2 successive generations were found to
be effected. The earliest age of diagnosis was under
50 years in both families. Families of our patients
completely comply with the definition of Lynch
family according to Amsterdam criteria. As
synchronous or metachronous tumor incidence is
reported to be high in LS, prophylactic total
colectomy and ileorectal anastomosis  or
hemicolectomy plus yearly colonoscopy is
recommended to be the option of choice in various
studies (25,26). However, both of the patients were
considered to have sporadic colon carcinoma and
accordingly underwent hemicolectomies, which is
dramatically followed by metachronous tumor
development without endoscopic surveillance and
obliged patients to experience reoperation and led to
death in one case. Second surgical intervention
increases morbidity and worsens life quality. In the
first case, 3 years and in the second, 6 years after
initial surgical intervention metachronous tumor was
detected and 1t was discovered that no screening
prothocol was performed to these patients.
Unfortunately, second case was diagnosed in an
advanced stage and died of disseminated
haematogenous metastasis after the second
operation.

Our  patients  desperately  experienced
insufficient and inappropriate surgical intervention
as a result of inattentive medical interrogation or
physician’s defecient knowledge about LS and
misdiagnose it as sporadic colon cancer before they
admitted to our clinic. Moreover, no screening
prothocol was performed following their first
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operation. According to us both of our patients share
the same destiny as a result of misdiagnosis in their
first operation and follow-up period. That is the
reason why all of the surgeons should be very
attentive in the diagnosis of sporadic colon cancer
and to distinguish it from LS, particularly in case of
early onset with family history. The medical
education is a state of art and the major responsibility
of a trainer is to educate his or her trainee such a way
that provides efficient approach to the underlying
etiologies, by means of knowledge and sensitive
pover of judgement. We are all responsible to teach
principles of cancer to forthcoming surgeons during
residancy. All clinicians that are involved in the
management of colorectal cancer patients should at
least know the Amsterdam and Bethesda criteria in
order to identify cases suspected of LS to establish
appropriate surgical strategy. Being more aware of
the criteria of LS might decrease the number of
sacrifices in this way and might decline the
metachronous tumor development. Systematic
surveillance and individually designed treatment of
affected patients might aid to determine
malignancies at an earlier stage and subsequently
improve the prognosis of the disease further.
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Gonderilme Tarihi: Herediter hemorajik telanjiektazi (HHT), diger adiyla Osler Weber
08.12.2016 Rendu Sendromu otozomal dominant gegisli, coklu organ tutulumu
Diizeltme: ile seyreden bir vaskiiler displazi hastaligidir. Siklikla kanama
16.01.2017 egilimi gostermektedir. Toplumda prevelanst 1-2/100 000°dir.
Kabul: Hastalarin ¢cogu normal hayat beklentisine sahip olmalarina ragmen
05.03.2017 HHT, hastalarin yaklasik %10’unda hayati tehdit eden; inme,
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serebral apse veya masif kanama gibi ciddi komplikasyonlara yol
acabilmektedir. Burada, demir eksikligi anemisine neden olan HHT
tanis1 konmus bir olguyu sunduk.

Anahtar Kelimeler:

Herediter hemorajik telenjiektazi,
Osler-Weber-Rendu Sendromu,
Anemi
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ARTICLE ABSTRACT
INFORMATION
Date of Submission Hereditary hemorrhagic telangiectasia (HHT), also known as Osler-
08.12.2016 Weber-Rendu syndrome is an autosomal-dominant multi-organ
Revision: vascular dysplasia and results in a tendency for bleeding. The
16.01.2017 worldwide prevalence is 1-2 cases per 100 000 population. However
Accepted: most patients have a normal life expectancy. HHT can lead to serious
05.03.2017 or even life-threatening complications such as stroke, cerebral
abscess or massive haemorrhage in almost 10% of patients. Here, we
Key Words: reported a patient presented with HHT causing iron deficiency
Osler-Weber-Rendu syndrome, anemia
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1. Giris

Herediter hemorajik telanjiektazi (HHT), diger
adiyla Osler Weber Rendu Sendromu otozomal
dominant gegigli, ailesel, sistemik bir vaskiiler
displazi hastaligidir (1). Klinik tam1 Curagao
kriterlerine dayanarak konulmaktadir. Ayda iigten
fazla spontan epistaksis, mukokutanoz
telanjiektaziler ve aile Oykiisii olmasi tani triadini
olusturur  (2). Sikhig 1-2/100 000 olarak
bildirilmektedir (3). Tedavisi destekleyici tedavi
seklindedir ve komplikasyonlardan korunmak
amaglanmaktadir. Bu ¢alismamizda HHT hastasinin,
giincel literatiir esliginde tartisilmas: amaglanmustir.

2. Olgu

Seksen iki yaginda kadin hasta gogiis agrist ve
nefes darligi sikdyeti ile basvurdu. Hastanin 35
yasindan beri dudak, el ve ayak parmaklarinda olan
dokiintiileri varmis. Yapilan tetkiklerinde Het %17,
Hb 5,1 g/dL, MCV 54 fL tespit edilen hasta derin
anemi On tanistyla hastaneye yatirildi. Hastanin
¢ocuklugundan itibaren sik araliklarla tekrarlayan
burun kanamasi oldugu 6grenildi. Yaklasik 2 yil
once dis merkezde, demir eksikligi anemisi
nedeniyle hastaya 2 {inite eritrosit transfiizyonu
yapilmis. Aralikli demir preparatlari kullaniyormus.
Soygecmisinde, babasinda ve erkek kardesinde
burun kanamasi, dudaklar ile el-ayak parmak
uglarinda telenjiektaziler oldugu 6grenildi.

Fizik muayenede; genel durum iyi, konjunktiva
ve cilt soluk, anemik goriinlimde. Dudaklarda, dilde,
el ve ayak parmak uc¢larinda yaygin telanjiektaziler
saptand1. Periferik lenfadenopati yoktu. Dolagim
sistemi muayenesinde; kan basinci 120/80 mmHg,
nabiz 97/dk ve periferik nabizlar1 dogal olarak ele
geliyordu. Dinlemekle kalpte, her odakta 1/6 sistolik
ifirim duyuldu. Karin rahat, organomegali
saptanmadi. Diger sistem muayenelerinde ozellik
yoktu.

Laboratuar bulgularinda; ferritin: 2,1 ng/mL,
demir: 11 ug/dL, serum demir baglama kapasitesi:
380 ug/dL, RBC: 3200000/mm?* Hb: 5,1 g/dL, Hct:
%17, MCV: 54 fL, WBC: 8400/mm?, Platelet:
363000/mm?, Vitamin B12: 186 mg/dL, GGK(-),
ESH: 70 mm/saat idi. Diger biyokimyasal tetkikleri,
tiroid fonksiyon testleri, koagiilasyon testleri ve idrar
tetkiki normaldi.

Hasta demir eksikligi anemisi on tanisi ile
yatirildi.  Burun kanamast nedeniyle yapilan
incelemede bilateral kisselbach plexusta epistaksise
bagl kurutlar goriildii. Medikal olarak koterize

edildi. Ciltteki lezyonlarinin HHT ile uyumlu oldugu
degerlendirildi.

Bunun iizerine semptomatik anemisi olmasi
nedeniyle hastaya 2 inite eritrosit siispansiyonu
transfliizyonu yapildi. Sonrasinda parenteral demir
replasmant  baglandi.  Hastada  arteriyovendz
malformasyon (AVM) arastirilmak {izere serebral,
toraks, batin tomografileri cekildi. Herhangi bir
AVM tespit edilemedi. Yapilan gastroskopide
midede ve duodenumda multipl telenjiektaziler
goriildii.

Hastanin Oykiisti, fizik muayene bulgulari,
intestinal telenjiektaziler ve soyge¢misine dayanarak
HHT tanis1 konuldu. Tedavileri sonras1 hematokrit
degeri % 31 ve hemoglobin 10,1 g/dL olan hasta
takiplere gelmek iizere taburcu edildi. Ayn1 zamanda
aile bireyleri kontrol amaciyla poliklinige ¢agrildi.

3. Tartiyma

HHT ilk olarak 1864 yilinda Henry Gawen
Sutton tarafindan epistaksis, telanjicktazi ve ig
kanama seklinde tanimlanmustir (4,5). Yaklasik 1 yil
sonrasinda Benjamin Guy Babington 5 kusak
boyunca epistaksis goriilen ailede tanimlamig ve
genetik yatkinlik oldugunu tarif etmistir (1). Henri
Jules Louis Marie Rendu tarafindan 1896 yilinda,
tekrarlayan epistaksisi olan 52 yasinda erkek
hastada, kanamanin hemofili kaynakli degil de
telanjiektaziye bagli oldugu tanimlanmigstir. Ayni
zamanda hastanin erkek kardesinde ve annesinde de
burun kanamast Oykiisii oldugunu rapor etmistir
(1,6). 1901 yilinda Sir William Osler tarafindan 3
vakada hastaligin herediter oldugu ve ilk olarak
beraberinde i¢ organ tutulumu olabilecegini
gostermistir (1,7,8). 1907 yilinda Frederick Parkes
Weber yine parmaklarda, 6zellikle tirnak altlarinda
telanjiektaziyi gosterdigi bir seri rapor etmistir.
Giiniimiizde HHT, Osler-Weber-Rendu hastaligi
olarak da anilmaktadir. Hastaligin yaygin 6zellikleri
tablo 1’de gosterilmistir (1).
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Tablo 1. Herediter hemorajik telenjiektazinin klinik 6zellikleri

Bolge Sleoll;lgl:me Lezyonun tipi EEEE%ZT ve Tam Tedavi
Tampon, nemlendirme,
) Ostroje-progesteron
. . . . Oykii, tedavisi, lazer, argon
Burun >0 90 Telenjiektazi Epistaksis inzpeksiyon plazma koagulasyon,
septal dermoplasti,
terap6tik embolizasyon
Cilt(oral mukoza, Kanama (ileri yasla
yiiz, konjuktivalar, beraber
govde, ekstremiteler, % 13-89  Telenjiektazi telenjiektazilerin Inspeksiyon Topikal ajanlar, lazer
tirnak yataklari, sayis1 ve boyutunda
parmak uglar) artis)
Demir replasmanti, kan
Gastrointestinal Telenjiektazi, = Demir eksikligi, Endoskopi, transflizyonu, Sstrojen-
tarktus % 11-40 AVM anemi, kanama anjiyografi progesteron tedavisi,
' lazer, argon plazma
koagulasyonu
Gogiis
Siyanoz, “c;o.m“ak radyografisi, Terapotik
AKkciger % 14-30 AVM parmak, 1_1ﬁ1rum, - lfan"ga? . embolizasyon, cerrahi
paradoksik emboli,  6l¢iimii, spiral rezeksiyon, ligasyon
serebral apse BT, DSA, '
anjiyografi
Yiiksek debili kalp BT, MRG, Terapotik
Karaciger % 8-31 AVM yetmezIigi, portal dopler USG, embolizasyon, karaciger
hipertansiyon anjiyografi transplantasyonu
- AVM, Bas agrisi, epilepsi, Terapotik
2%?;?; (f):ar;i; ve % 5-11 kay_ernéz !skemi, MBG, MR_A, embolizasyon,
- anjiyomlar, intraserebral anjiyografi norovaskiiler cerrahi,
spinal kord)

anevrizmalar

HHT, tahmin edilenden daha sik goriilmektedir
(1,7,8). Genel populasyonda sikligi 1-2:100000
olarak rapor edilmistir (3). 1989 yilinda Plauchu ve
arkadaglar1 Fransa’da yapmis olduklar bir caligmada
oncekilerin aksine HHT prevelansinin 1:100000
degil de 1:8345 olarak rapor etmiglerdir (9-11).
Ingiliz toplumunda yapilan ¢aliymada HHT
prevelanst 1:39216 olarak rapor edilmistir (11).

HHT otozomal dominant gegislidir, ancak
hastalarin %80°ninde, hastamizda oldugu gibi aile
Oykisii bulunur. Her iki cinsi esit tutar. Genetik
¢aligsmalarin ilerlemesiyle beraber HHT nedenleri
hakkinda yeni bilgilere erisilmektedir. HHT’li
ailelerde 2 farkli gen mutasyonu tanimlanmistir.
Bunlar; 9. kromozom iizerinde Endoglin (ENG) ve
12. kromozom {iizerinde aktivin a reseptor tip II
benzeri-1 (ACVRL-1) ’dir (12,13). Genetik
caligmalar ve molekiiler diizeydeki gelismeler
ilerledikce, HHT i¢in molekiiler tam1 ve kiiratif
tedavi miimkiin olacaktir (1).

Tekrarlayan burun kanamasi genellikle ilk
semptomdur ve telanjiyektaziler daha ¢ok 3. veya 4.
dekadda ortaya c¢ikar (14,15). Hastamizin da ilk

kanama

sterotaksik radyocerrahi

belirtisi burun kanamasi olup ¢ocukluk yaslarinda
baglamisti. Hastamizdaki telenjiyektaziler ise 4.
dekadin basinda ortaya ¢ikmis ve dudaklar, dil, el ve
ayak parmak uglarini tutmustu.

Vaskiiler displaziler burun mukozasinin yan
sira tiim viicutta, 6zellikle gastrointestinal sistem,
genitoliriner sistem, beyin, hepatik sistem ve
akcigerleri de tutabilir. Hastalar gastrointestinal
kanama ve hematiiri ile bagvurabilir (14,15).
Hastamizda melana ve hematiiri yoktu. Yapilan
gastroskopide midede ve duodenumda multipl
telenjiektaziler vardi.

HHT’de biiyiik AVM’ler nadirdir ancak viseral
AVM’ler tedavi edilmezlerse ve gézden kagarlarsa
mortalite ve morbidite nedeni olarak karsimiza
¢ikmaktadirlar (1, 7,8). Yasin ilerlemesi ile beraber
yeni olusan AVM’lerin, sayisinin artmasi ve daha
da Dbiiylimesi nedeniyle yakin takip Onemli
olmaktadir. Hastamizin yapilan tetkiklerinde AVM
tespit edilemedi.

HHT’li hastalarda hayat beklentisi nispeten
iyidir. Mortalite oram1 %10'dan azdir (14,15).
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Tekrarlayan  kanamalardan anormal  vaskiiler
frajilitenin sorumlu oldugu diistiniilmektedir (16).
Trombosit fonksiyonlari, koagiilasyon testleri
normal olarak bulunur. Bizim hastamizda da, bu
degerler normaldi.

Bu hastaligin yonetiminde, destekleyici tedavi
ve komplikasyonlardan korunmak amaglanmaktadir.
Hastamizda yaygin lezyonlarin olmamasi ve hayati
tehdit edici kanamanin bulunmamasi nedeniyle
burun mukozasindaki lezyonlarin koterize edilmesi
sonrasi hastay1 izlemeyi uygun gordiik.

4.Sonug

HHT, c¢oklu organ tutulumlu bir anormal
damarsal displazi hastaligi olup hastalarda kanama
Oykiisii sorgulanmali ve hastalar muhtemel diger
anjiyodisplaziler agisindan aragtirilmalidir
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1. Giris

Biilent Ecevit Universitesi misyon, vizyon ve
temel degerleri ile iligkili olarak belirledigi stratejik
hedeflerine ulagmak igin kalite giivencesi sistemini
benimsemis olup ulusal ve uluslararasi disg
degerlendirme Olgiitleri kapsaminda kalite odakli
egitim-6gretim, arastirma ve gelistirme,
bolgesel/ulusal dlgekte one ¢ikan toplumsal katki
faaliyetleri ile kurumun ydnetim sistemini niteliksel
ve niceliksel olarak gelistirmeyi esas almis ulusal ve
uluslararas1 diizeyde etkin, verimli, rekabetci ve
girisimci bir iiniversite olmayr hedeflemistir (1).
Biilent Ecevit Universitesi tiim birimlerinde kalite
glivence sisteminin giliclenmesi kapsaminda bir
taraftan yeni kalite hedefleri gelistirirken diger
taraftan sunulan hizmetlerin kalitesini arttirmak ve
stirekli iyilestirmek i¢in de ¢aligmaktadir. Bu ilkeler
dogrultusunda Biilent Ecevit Universitesi (BEU) Tip
Fakiiltesi, Ogrenci ve Ogretim elemanlariin

hastanede ve egitim uygulamasi sirasinda
giyecekleri “beyaz oOnlik” amblem ve Kkalite
standartlarin1 yazarak uygulamaya koymustur.

Ayni isi yapanlarin giydigi bir drnek giysi olan
tiniforma, mesleki bir simge olma 6zelligini tasir.
Uniformanimn sembolik anlami aslinda o gruba iiye
olan bir bireyin belirli normlara uydugunu ve bir
gruba ait temel beceri ve degerlere hakim olan
standart rolleri sergileyecegini vurgular. Ancak
saglik calisanlarinin liniforma giymesi salt simgesel
degil, saglhik uygulamalar1 sirasinda olasi
kontaminasyonun onlenmesine katkida bulunmasi
nedeniyle, ayn1 zamanda islevseldir. Onliik bircok
meslek grubun tarafindan kullanilan bir is
iniformasidir ve Tirk dil kurumu Onligi;
Laboratuvar, tezgah vb. yerlerde galisirken giysinin
kirlenmemesi igin giyilen, gomlek tarzinda olup etek
boyu uzun olan, genellikle beyaz renkte giysi olarak
tanimlamaktadir (2). Beyaz renkli olmasinin nedeni
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ise temizlik ve saflikla  6zlestirilmesinden
kaynaklanmaktadir. Tiim insanlar i¢in hastane veya
saglik denince akla ilk gelen beyaz 6nliik olmaktadir.
Saglik sektoriinde c¢alisan Hekimler, hemsireler,
ebeler, degisik gorevlerdeki saglik memurlar1 ve
teknisyenler ve laborantlar genellikle beyaz renkli
onliik, ya da kiyafet kullanmakla birlikte beyaz
onlik uzun yillardir saglik sektoriinde temel
gOriiniimiinii olugturmaktadir.

Bir giysi olarak 6nliik insanlar i¢in birgok anlam
tasimaktadir. Hekim icin ¢ogu zaman hastayla
iletisimin kolay saglanmasi, hekim olarak kolayca
taninmak, otorite, hasta ile belli bir sinirin
konabilmesi saglar ve bdylece oOnligi ile saglik
calisan1 tip kurumunu temsil etmektedir. Hastanede
vatandaslar, beyaz kiyafetli herkesin hekim oldugu
diisiincesini  tagimaktadir (3). Ayrica meslek
mensuplarinin bir birinden ayirt edilemediginden
hasta, hasta yakini ile hastane personeli arasinda
sorunlar yasandigi ve bu durumun zaman zaman bazi
olumsuzluklara da neden olmaktadir. Hastaneden ya
da ¢alistig1 mekanlarda hekimin taninmasi agisindan
da 6nliik 6nemli bir islev gérmektedir (4).

Ulkemizde T.C. Saghk Bakanhg Tedavi
Hizmetler Genel Miudiirliigi kiyafet genelgesi ile
saglik c¢alisanlart igin belli esaslar olusturulmustur
(5). Bu esaslara bagli kalinarak tip fakiiltesi 6gretim
elemanlar ile tip fakiiltesi 6grencilerin birbirinden
ayrilmasi igin beyaz 6nliik kalite standardizasyonun
olusturulmas1 bir ¢aligma baglatmistir. Ogretim
elamanlar1 i¢in fakiilte amblemi (Sekil 1) ve
ogrenciler i¢in fakiilte amblemi g¢evreleyen
steteskop’un yer aldigi bir amblem (Sekil 2)
belirlenmistir. Beyaz onliik standartlar1 belirlenirken
birgok detay kapsamli olarak ifade edilmistir.
Onliigiin rengi, kumas tiirii, kol kesimi, sekli,
uzunlugu, cep Ozellikleri vb. bir¢ok o6zellik
belirtilmistir (6).

Beyaz onliik kalite standartlart kapsaminda
giyilecek olan beyaz onliik ve bu 6nliiglin kullanimi
ile ilgili uyulmasi gereken kurallar asagida verildigi
gibidir:

1- Tip Fakiiltesi Ogretim elemanlart ve
ogrencilerinin 6nliigi tek renktir ve beyazdir. Bunun
tercih edilmesinin nedeni; beyaz iiniformalar kiri
cabuk gostererek sik yikanmay1 gerektirir ve bu da
enfeksiyon kontrolii agisindan dnem arz etmektedir.

2- Onliikler klasik erkek yaka kesimli
olacaktir; hakim yaka tercih edilmemelidir.

3-  Onliiklerin etek boyu uzun olmalidir. Fakat
diz seviyesinin altina inmemelidir.

4- Saglik giysilerinden de beklenen yiiksek
giysi konforu i¢in hareket rahatligi, optimum 1s1 ve
nem ayari, iyi nem absorbe etme ve nem iletme
kapasitesi, 1s1 gecirgenligi ve sicakligi disari
verebilme, cabuk kuruma, yumusaklik ve deriyi
tahris etmeme, hafiflik, dayaniklilik, kolay bakim,
begenilen tutum dzelliklerini sunmast gibi 6zellikleri
nedeniyle Onliiklerin {iretiminde Alpaka kumas
kullanilmas: tercih edilmelidir.

5-  Onliik iizerinde ii¢ adet cep yer alacaktir.
Bu ceplerden biri {ist gogiis iizerinde diger ikisi ise
dis yanlarda bulunacaktir. Kadin erkek ayrimi icin
iist gogiis cebi kadinlarda sag tarafta, erkeklerde ise
sol tarafta bulunacakr.

6- Onliik 6n kisminda 4 adet beyaz renkli
diigme bulunacaktir. Giyip ¢ikarmada kolaylik
saglayacaktir. Bu diigmeler, onliik giyildigi siirece
her zaman kapal1 pozisyonda tutulacaklardir. Cit ¢1t
diigmeler asla kullanilmayacaktir.

7- Onliikler klasik sekilde kol kesimiyle
dikilmis ve uzun kollu olacaktir. Kol bilek hizasinda
sonlanacaktir ne daha uzun nede daha kisa
olmamalidir. Kolun bitim yerinde diigme
bulunmayacaktir.

8- Onliik arka kisminda bel hizasindan
kenarlara kadar uzanan kusak olacaktir. Onliik arka
kisminda yirtmag bulunacaktir.

9- Biilent Ecevit Universitesi Tip Fakiiltesi
Ogretim elemanlarinin 6nliiglinde gogiis iist cebi
tizerinde T1p Fakiiltesi amblemi ile en az 1,5 metre
uzakliktan okunabilecek nitelikte onliigi giyen
kisinin iinvani, adi ve soyad: bulunacaktir. Biilent
Ecevit Universitesi Tip Fakiiltesi dgrenciler igin ise
Biilent Ecevit Universitesi Tip Fakiiltesi amblemini
de icerecek sekilde belirlenmis olan amblem beyaz
Onliigiin  goglis st cebinin lizerine baski,
yapistirmall veya dikisli olacaktir.

10- Beyaz onliik giyen tiim 6gretim elemanlari
ve Ogrencilerin  Onliik giyildigi andan itibaren
¢ikarilana kadar tiim diigmeleri kapali olacaktir.

Bu calisma ile fakiiltemiz igin tutarli bir
standardizasyon icin ¢ikilan yolda kurumumuzda
olumlu bir kiltirel degisim olugmasmna katki
saglanmast  hedeflenmektedir.  Biilent Ecevit
Universitesi Tip Fakiiltesi beyaz 6nliik kalite
standardizasyonu daha genis bir standardizasyon
calismalarinin ilk adimini olusturmaktadir. Bu yaz1
kalite ve standardizasyon konusunda ugras veren
kurumlar i¢in kisa rapor olarak sunulmustur.
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Bundan sonraki siiregte yapilacak her katkinin kalite
standardizasyonu i¢in 6nemi biiytiktiir.
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