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From the Editor / Editorden
Dear colleagues,

We are happy to present you the second issue of 2016. We hope that our selected eight
original research articles, six reviews and two case-reports would draw your attention
for this issue.

Our aim to reach the goals for our destination keeps us fresh and motivated and please
do not forget that your support and feedback are equally valuable to us in this journey.

Please stay tuned for the next issue.

Assoc. Prof. Dr. Yusuf Ustii
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Mentalizing Deficits in Parents of Patients with Schizophrenia:
A Cross Sectional Study
Sizofreni Hastalarinin Ebeveynlerinde Mentalizasyon Problemleri:
Capraz Kesitsel Bir Calisma

Derya Biiyiikoz', Mustafa Ugurlu’, Gorkem Karakas Ugurlu®, Ali Caykoyli®

'Ankara Ataturk Training and Research Hospital, Department of Psychiatry
*Yildirim Beyazit University Faculty of Medicine, Department of Psychiatry

Abstract

Objectives: Although, there is an increasing number of studies about cognitive and neuropsychological
deficits in the parents of patients with schizophrenia, there are few studies on mentalizing in this
population. The aims of this study are to determine the presence of mentalizing deficits as an
endophenotype in parents of patients with schizophrenia, as well as in patients with schizophrenia.
Materials and Methods: Fifty parents of patients with schizophrenia were selected according to the
DSM IV-TR criteria. For the comparison group, 50 parents of patients suffering from chronic physical
diseases were also included in the study for a total of 100 participants. We used the Dokuz Eyliil Theory of
Mind Scale to assess the parents of patients with schizophrenia and the healthy comparisons.

Results: When compared with healthy comparisons, the parents of patients with schizophrenia showed
lower performance in first degree wrong belief, metaphor, irony coupler, faux pas coupler, and empathic
understanding tests with all components of mentalizing.

Conclusion: Our finding determining that mentalizing deficits in parents of patients with schizophrenia
suggest that mentalizing deficits indicates a possible endophenotype of schizophrenia. However, many
studies supporting these conclusion are needed.

Key words: Parents, endophenotype, mentalization, schizophrenia, mentalizing

Oz

Amag: Bilissel bozukluklar ve noropsikoloji alaninda, sizofreni hastalarinin akrabalari ile yapilan
caligmalarin sayisi1 giin gectikce artmakla beraber, bu 6rneklem tizerinde mentalizasyon tizerine
calismalar nispeten az sayidadir. Bu c¢alismanin amaci sizofreni hastalarinin ebeveynlerinde olasi
mentalizasyon sorunlarinin varligini bir endofenotip gostergesi olarak arastirmaktir.

Materyal ve Metot: DSM-IV-TR’ ye gore sizofreni tanisi almig 50 hastanin herhangi bir ebeveyni risk
grubunu olustururken, kronik fiziksel hastaliklar: olan 50 hastanin herhangi bir ebeveyni ise saglikh
karsilastirma grubu olarak secildi. Calismada tiim katiimcilara Dokuz Eyliil Zihin Teorisi Olgegi
uygulandi.

Bulgular: Saglikli karsilastirma grubuna gore sizofreni hastalarinin ebeveynlerinde birinci derece yanlig
inanig, metafor, ironi kavrama, faux pas kavrama ve empatik anlayis testlerini iceren tiim mentalizasyon
alt puanlarinda daha diisiik performans gozlendi.

Sonug¢: Bulgularimiz, sizofreni hastalarinda gézlemledigimiz mentalizayon sorunlarinin sizofreni igin
bir endofenotip olarak dikkate alinabilecegine isaret etmektedir. Bununla beraber, bu degerlendirmeye
varmadan 6nce daha fazla sayida benzer ¢alismalara ihtiyag vardir.

Anahtar kelimeler: Ebeveyn, endofenotip, mentalizasyon, sizofreni, zihinsellestirme
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Dr. Mustafa Ugurlu

Ankara Ataturk Training and Research Hospital, Department of Psychiatry, Bilkent, Ankara
e-mail: dr_ugurlu@yahoo.com

Date of submission: 28.02.2016
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Introduction

The theory of mind (ToM) term was first used by the primatologist Premack and the
psychologist Woodruff in 1978 in their study describing the skills of chimpanzees in
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understanding the mental state of other individuals of the same species. Premack and
Woodruff were searching for the answer as to whether chimpanzees mentally
understand the wishes, beliefs, and attitudes of their comrades in a similar manner to
humans and react accordingly in a social environment. "> Since the publication of this
study, many different definitions related to predicting the mental state of others have
been made. Among these, various terms, such as mentalizing, mentalization,
metarepresentation, mindreading, and other minds, have been used.*>

The ToM can be explained as the ability to attribute mental conditions, such as beliefs,
hopes, intentions, desires, emotions, pretending, knowledge, to oneself and others; it
enables one to understand that mental conditions can be the induce of behavior and
thus it can be used to explain and estimate behavior. +° Initially described in common
developmental disorders, Mtz disorders were later understood not to be limited to
autism, and have thus been studied in schizophrenia and bipolar disorder.** In terms of
ToM, delusional symptoms can be explained that patients with schizophrenia instead
of taking beliefs as subjective representations of reality, equate their representations
with reality and may therefore have difficulty distinguishing between subjectivity and
objectivity and pursue false beliefs in the form of delusional thought.”

It is known that genetic factors play an important role in the etiology of schizophrenia,
and approximately thirty schizophrenia-associated loci have been identified through a
genome-wide association study.® While schizophrenia has a prevalence of 1% in society,
its prevalence is 12% among children who have one parent with schizophrenia, 40%
among children who have both parent with schizophrenia, 8% in non-twin siblings, 12%
in dizygotic twins, and 47% in monozygotic twins.’

In psychotic disorders, it is proposed that the risk of the disease is due to the co-
occurrence of many genes, each with a small effect, and that this clinical picture is based
on the manifestation of these effects together, which develops once an assumed
threshold of predisposition is passed.”” In a family with a preponderance of genetic
diseases that carries both the disease and the genes susceptible to the disease, it has
been emphasized that broader approaches to studying the common characteristics of
members who are not sick are necessary. Disease is related to genes; however, the
characteristics that do not cause open clinical occurrences are called endophenotypes.”

To determine the endophenotypes of schizophrenia, some studies have examined the
defects found in electrophysiological changes, soft neurological findings, and structural
changes that were observed with neuroimaging methods and neuropsychological tests,
and their findings present important data in this area. " The theory of mind is one of
these findings. There are also studies that have brought Mtz defects to the agenda as a
possible candidate endophenotype for schizophrenia. '+

The aim of this study was to determine the presence of Mtz defects in parents of
patients with schizophrenia.

Materials and Methods

The study began after permission was granted by the Non-Medication Local Ethics
committee of our hospital, Yildirnm Beyazit University Ankara Atatiirk Training and
Research Hospital.

Participants
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All patients had been diagnosed with schizophrenia according to the DSM-IV-TR scale.
Of all the parents of patients who were admitted to the psychiatry clinic or were
attending the psychiatric clinic for check-ups, the parents who graduated from at least
primary school, were between 35-65 years of age, and gave informed, written consent
were allowed to participate in the study group.

The parents whose children regularly applied to any clinic for chronic (lasting more than
1year) physical disease (these patients of parents in control group have had orthopedic
impairments, vision problems, rheumatological disease or diabetes mellitus, require
maintenance from time to time and did not have any psychiatric disorder), who
graduated from at least primary school, were between 35-65 years of age, and gave
informed, written consent were accepted for the control group in the study. This healthy
control group of parents was matched with the study group in terms of age, gender, and
educational level.

Any parents destined for the control group who had physical diseases affecting their
mental and/or mental state, vision disorders or hearing loss, and/or a history of
medication use that affects cognitive functions in the previous 6 months were excluded
from the study.

Data collection tool

Socio-demographic data sheet: A sociodemographic form prepared by the researchers
who were aware of the study aims was used for all cases. This form included questions
designed to determine the sociodemographic characteristics of the parents.

Structured Clinical Interview for DSM-IV Axis I Disorders (SCID-I): The SCID-I was
developed by First et al. for use as a diagnostic tool for psychiatric disorders according to
DSM-1V criteria, and takes a semi-structured interview form aiming to diagnose current
or lifelong axis I disorders. It was translated into Turkish by Ozkiirkeiigil et al., and its
reliability and validity studies for our country have been completed. **"

Dokuz Eylul Theory of Mind Index (DEToMI): The Dokuz Eylul Theory of Mind Scale
(DEToMI) was completed by Degirmencioglu with reliability and validity studies. In
Degirmencioglu’s study, the correlation between DEToMI and Empathic Skill Index
(convergent validity) were found to be statistically significant in schizophrenia group
(r=0.42 p<o.01). Also, DEToMI has an acceptable internal consistency (Cronbach’s
Alpha=0.67); inter rater reliability (r=0.99) and test-retest reliability (r=0.80)."®
Designed to measure the first degree false belief, second degree false belief, irony,
metaphor, empathy, and faux pas (gaff) scales of ToM, the scale comprises a total of 18
questions, including 5 picture and 7 story questions. The points of the scale are given
according to the answer key, with each answer accepted as correct given 1 point. With 1
point for each correct answer, the lowest score an individual can have is o, while the
highest is 18.

Procedure

The diagnosis of schizophrenia was confirmed by using SCID-I. The Dokuz Eylul Theory
of Mind Scale (DEToMI) was used to investigate the cognitive abilities of the parents of
patients with schizophrenia and the comparisons within the framework of ToM. This
procedure was completed with 100 people: 50 parents of patients with schizophrenia
and 50 control parents.
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Statistical Analysis

Numerical variables are summarized as mean and standard deviations, while categorical
variables are given as frequency and percentages. The limit of statistical significance was
determined as “p<o0.05”. The Kolmogorov-Smirnov test was applied to identify the
distribution of all variable groups for comparisons. Parametric or non-parametric
statistical methods were used considering dispersion properties of variables. In a pilot
study (10 Healthy comparison and 10 Parents of patients with schizophrenia), the
required sample size was calculated as 8o (when alpha=0.05 and power=0.90). All
statistical analyses were performed with SPSS software (version 16; IBM, Chicago, IL)
and Gpower.

Results

The study is comprised of 100 individuals, 50 parents of schizophrenic patients and 50
parents of individuals with chronic physical disease. Of all participants, 45% (n=45)
were male and 55% (n=55) were female. The sociodemographic characteristics of the
parents of patients with schizophrenia and healthy comparisons included in the study
are given in Table 1.

Table 1. Sociodemographic characteristics of the test and control groups

PPS HC >

n (%) n (%) x/t| P
Age (year)* 55.62+6.14 52.70+ 6.86 2.240 ** | 027
Marital Status
Married/ Widowed 44 (88) 47 (94)
Divorced 6 (12) 3(6) 118 0-290
Educational level
Primary school 35 (70) 34 (68)
High school 8 (16) 7 (14) 331 0.847
Third level 7 (14) 9 (18)
Occupation
Housewife 24 (48) 18 (36)
Regular work 7 (14) 14 (28) 3.218 0.200
Retired 19 (38) 18 (36)
Place of residence
City 45 (90) 45 (90) o .
Rural 5 (10) 5 (10)
Monthly income #
0-500 21 (42) 22 (44)
500-1000 26 (52) 21 (42) 2.155 0.340
1000 and above 3 (6) 7 (14)
Smoking Habit
No 39 (78) 44 (88)
Yes 1(22) 6 (22) 1772 0183

PPS: Parents of Patients with Schizophrenia, HC: Healthy Comparison,
*mean =+ standart deviation, **t value, ¥ U.S.D.
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When the DEToMI scores of the parents of patients with schizophrenia and DEToMI
scores of the healthy comparisons were compared, we found that the total points and all
subscale scores of the parents of schizophrenic patients were lower than those scored by
the healthy comparisons. We also found higher rates of suicide and more family
histories of psychiatric illness in relatives of patients with schizophrenia than we did
among the control group. The DEToMI total and subscale scores as well as the suicide
and psychiatric history in relatives of schizophrenic patients and the healthy
comparisons are summarized in Table 2.

The effect size and power of the study for DEToMI total score (considering mean and
standard deviation) respectively were 2.02 and 0.95.

Table 2. Comparison between the test and control groups in terms of clinical parameters

Groups Meanz+S Percentiles 74
p D 25th | 50th | 75th P
. PPS 11.12+3.21 9 1 14
DETMS total points He 16105144 | 15 6 3 7.464 | <o0.001
F1r§t degree false belief PPS 2.98+1.36 2 4 4 4814 | <0.001
points HC 3.94+0.23 4 4 4
Second degree false belief PPS 1.08+0.75 1 1 2
. 7.481 | < 0.001
points HC 2.50+0.54 | 2 3 3
Metaphor concept points PPS 1.0420.78 ° ! 2 138 | <0.001
P ptp HC 1.66+0.55 1 2 2 413 '
Empathic understanding PPS 4.38+0.98 | 4 5 5
points HC 4.90%0.36 | 5 5 5 3-579 | = 0-001
Irony concept points bpS 1.3221.09 ° ! 2 < 0.001
Y PtPp HC 2.36+£0.69 | 2 2 3 3-579 '
. PPS 0.32+0.47 2 2 2
Faux pas concept points e 0765043 | 3 3 3 4.763 | < 0.001
RPS RHC 2
n (%) n (%) X P
.. ) ) ) Yes 4 (8) o (o) -
Suicide history in family No 26 (92) 50 (100) - 0.7
Psychiatric history in Yes 2 (4) 20 (40) 1226 <
family No 48 (96) 30 (60) 7335 | 5 o0r*

DETMS: Dokuz Eyliil Theory of Mind Scale
PPS: Parents of Patients with Schizophrenia, HC: Healthy Comparisons
RPS: Relatives of Patients with Schizophrenia, RHC: Relatives of Healthy Comparisons

Discussion

In our study, we compared the parents of individuals with a diagnosis of schizophrenia
to parents of patients with physical diseases. We identified a deficit in the Mtz functions
in the parents of individuals with schizophrenia. Our findings are in accordance with
the few previous studies in the literature that have researched Mtz disorders in relatives
of schizophrenics.”*°

Biiyiikoz et al. Ankara Med J, Vol. 16, Num. 2, 2016

137



Mentalizing Deficits in Parents of Patients with Schizophrenia: A Cross Sectional Study

These sparse studies focusing on Mtz components have assessed the parents of
individuals with schizophrenia. The first of these studies, conducted by Anselmetti et
al.,, used the task of arranging pictures in order and in accordance with our results,
found that the non-psychotic parents of patients with schizophrenia performed worse
in terms of Mtz functioning compared to healthy comparisons. They also found that
both the patients and their parents were significantly slower at ordering the pictures
than the control group, and concluded that this slowness may be related to disrupted
processing of the social interactions described in the story. ** A recent study on the
unaffected first-degree relatives of schizophrenic individuals identified a deficit in
mentalizing, overlapping with those seen in schizophrenic individuals, after accounting
for factors such as age, educational level, and general cognitive performance.”. In a
study assessing Mtz disorders among schizophrenic individuals, their healthy relatives,
and healthy comparisons, Janssen et al found that the relatives of schizophrenics
performed at a level between the schizophrenic patients and the healthy comparisons in
tests of understanding allusions. Moreover, this observed disorder was independent of
IQ, education, age, and severity of psychopathology. Janssen et al. concluded that Mtz
changes may be considered determinant of schizophrenia or its endophenotypes in
particular.” However, some studies have shown contrary results. For example, a study by
Kelemen et al. using the eyes test found no significant difference between first degree
relatives of schizophrenic individuals and healthy comparisons.”. In two separate
studies using first degree false belief stories, second degree false belief stories, and the
eyes test, Pentaraki et al found no Mtz disorder in the parents of schizophrenics
compared with healthy comparisons. Instead, they found that Mtz functions were
affected by the intelligence levels of the individuals, and, as a result, they concluded that
Mtz functioning should not be considered an endophenotype for schizophrenia. ***

Regardless of the presence of a psychiatric disorder, some changes in psychological-
cognitive processes have been shown, such as; decision-making and executive functions,
and these changes were considered endophenotypes. > Similarly, the effects of genetic
factors in the development of psychiatric disorders have been considered. Higher rates
of psychiatric disorders are observed in relatives of affected individuals than among the
general population. According to the multifactorial threshold model, each genetic
factor alone has a small effect, yet the threshold is passed when enough genetic factors
come together and clinical manifestations emerge *’. Although our present study does
not focus on this issue, our finding that the number of psychiatric disorders in the
relatives of patients with schizophrenia is higher than in the healthy comparisons can
be interpreted that Mtz creates susceptibility to other psychiatric disorders, but this
inference must be supported by appropriate designed studies.

The relationship between mentalizing deficit and psychiatric disorder has been shown.”
Therefore, to avoid bias, we have concluded a control group consisting of parents of
patients with the physical disease for at least one year. But, we have not investigated the
burden of caregivers effect on mentalizing deficit in control group. Although,
mentalizing is a neurodevelopmental concept and in the absence of corruptive factors,
mentalization maturation is completed at an early age, it can be said that biological or
psychosocial (caregiver burden in our study) factors that make disruption in the regions
of the brain responsible for processing mentalizing may cause an acquired mentalizing
deficit.*® This seems to be one of the limitations of our study.
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The inconsistency of the results of studies researching Mtz performance in first degree
relatives or parents of individuals with a schizophrenia diagnosis is noteworthy, and
there are some reasons for this. First, different components of Mtz have been assessed by
different tests. Some of the Mtz tests used in these studies involve stories read aloud,
and others used caricature drawings. **3* Mtz is a skill with at least four components
(first degree Mtz, second degree Mtz, the metaphor and irony concept, and the faux pas
concept). Whenever studies compare the differences in these components between the
study group and the healthy comparisons, they usually feature only one or two
components. The various cognitive deficits such as reduced attention span, difficulties
with memory, reasoning, judgement, problem solving and decision making are another
confusing variables that may affect Mtz performance in schizophrenia patients. > All of
these inconsistencies make both administering and evaluating Mtz tests difficult, and
thus increase the inconsistency between the results of studies.

In the present study, we used 7 story and 5 picture questions to measure first degree
Mtz. Then, we used metaphor and irony concepts, the faux pas concept, and empathic
understanding skills to measure second degree Mtz. The DEToMI was inspired by all
tasks in the literature, and is a scale that encompasses these tasks in a synthesis. The
story topics prepared for the scale are taken from daily life, and care was taken to use
clear and simple expressions. Moreover, the picture tasks were designed for people who
have difficulty following the text. In short, our aim was to assess different Mtz
components without too many tests or too many methods, which is a superior aspect of
our study. Our findings show that there are significant differences between the groups in
terms of all of the sub-scale of DEToMI. This case implies that there is a pause in the
early stage of mentalizing development in parents of patients with schizophrenia as well
as patient with schizophrenia.” A study with larger sample consisting of patients with
schizophrenia having different clinical manifestations and their parents carried out for
the sub-scale of DEToMI may produce remarkable results.

Although, the sample size of the survey may seem small, power analysis showed that
this sample size was sufficiently powerful to allow conclusions about the absence of
differences between the two groups. In our study, mean total score of DEToMI (11,1%3,2)
is lower than mean total score of DEToMI in control group in original validity -
reliability study (13,11+2,71) and this comparison is another indication that increases the
power of the results and reducing bias. It shows that mentalizing may be an
endophenotype for schizophrenia. However, there is need for more studies on the
clinical significance of this endophenotype in unaffected individuals.
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Abstract

Objectives: Vitamin D is a fat-soluble vitamin which comes primarily from exposure to sunlight. Vitamin
D deficiency (VDD) in pregnancy is found to be related to adverse pregnancy outcomes including
preeclampsia, hypertension, caesarean section, preterm birth, etc. In this current study, we aimed to
evaluate the relationship between VDD and fetal anthropometric measurements, amniotic fluid
abnormalities, and placental location in pregnant women with singleton pregnancies.

Materials and Methods: This prospective study consisted of 268 pregnant women who attended to the
antenatal clinics for their routine second trimester prenatal ultrasound screening. VDD is defined as <30
nmol/L (equals to 12 ng/ml) based on the criteria regarding the vitamin D status. Study population was
subdivided into two groups with respect to their serum 25(OH)D levels: Group 1 - VDD group (n= 190);
25(0OH)D <12 ng/ml, and Group 2 - normal vitamin D (NVD) group (n= 78); 25(0OH)D =12 ng/ml. Fetal
anthropometric measurements, placental location, and amniotic fluid abnormalities were compared
between groups. A p-value < 0.05 was considered statistically significant.

Results: The mean vitamin D was 7.52+2.26 ng/ml in VDD group, and 22.61+19.40 ng/ml in NVD group
(p=0.001). There were no differences in the measurements of fetal biparietal diameter, femur length,
abdominal circumference, cisterna magna, lateral ventricles and transverse cerebellar diameter between
groups (p> 0.05). Fifty five % of women in VDD group and 46.6% of the cases in NVD group had their
placenta located in corpus posterior of the uterus (p= 0.145). Ten out of 190 women in VDD group and 7 out
of 78 women in NVD group had polyhydramnios in the study (p= 0.457).

Conclusion: The current study failed to demonstrate the relationship between VDD and fetal
anthropometric measurements, amniotic fluid abnormalities, and placental location in pregnant women at
20-25 weeks of gestation. Based on the findings in literature, we can assume that other protective
mechanisms may play role in preventing fetus from the influence of VDD during the second trimester or
fetus has not been affected from the disease, because fetus does not require much calcium and vitamin D
due to its small bone mass during this period. The adverse impact of VDD on the fetal bone development
can be prevented by appropriate treatment in pregnancy.

Key words: Vitamin D, pregnancy, fetal measurement, vitamin D deficiency

Oz

Amag: D vitamini yagda ¢oziinen bir vitamin olup giines 1sigindan elde edilir. Gebelikte D vitamini
eksikligi (DVE) preeklampsi, hipertansiyon, sezaryen dogumlar, preterm dogum gibi kot gebelik sonuglari
ile iligkili bulunmustur. Bu ¢alismada tekil gebeligi olan kadinlarda DVE ile fetal antropometrik ol¢timler,
amnion s1vis1 anormallikleri ve plasental lokalizasyonu arasinda iligki incelendi.

Materyal ve Metot: Bu prospektif ¢alisma ikinci trimesterde rutin ultrason degerlendirmesi i¢in antenatal
klinige bagvuran 268 gebeden olugsmaktadir. D vitamini ile ilgili kriterlere dayanilarak DVE serum vitamin
D <30 nmol/L (12 ng/ml) olarak tanimlandi. Caligma popiilasyonu D vitamini diizeylerine gbre 2 gruba
ayrildi. Grup 1 - DVE grubu (n= 190); 25(OH)D <12 ng/ml, ve grup 2 - normal D vitamini (NVD) grup (n=
78); 25(0OH)D=12 ng/ml. Fetal antropometrik Ol¢iimler, plasental lokalizasyon ve amniotik sivi
anormallikleri iki grup arasinda karsilastirildi. P <o0,05 istatistiksel olarak anlamli kabul edildi.
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Bulgular: Ortalama D vitamin diizeyi DVE grubunda 7,52+2,26 ng/ml ve NVD grubunda 22,61+19,40 ng/ml
idi. iki grup arasinda fetal biparyetal cap, femur uzunlugu, abdominal ¢ap, sisterna magna, lateral ventrikiil,
ve transserebellar ¢ap 6l¢iimleri bakimindan farklilik tespit edilmedi (p> 0,05). DVE grubunun %j55 inde ve
NVD grubunun %46,6 sinda korpus posteriorda lokalize plasenta tespit edildi (p=0,145). DVE grubunda 190
kadinin 10 unda ve NVD grubunda 78 kadinin 7 sinde polihidramniyoz tespit edildi (p= 0,457).

Sonug¢: Bu calismada 20-25. haftadaki gebe kadinlarda DVE ile fetal antropometrik ol¢timler, plasental
lokalizasyon ve amniotik sivi anormallikleri arasinda iligki tespit edilemedi. Literatiirdeki galismalara
dayanarak, DVE den fetiisii koruyan baska mekanizmalarin varlig1 oldugunu disiinebilir ya da bu donemde
fettistin kemik kiitlesi kii¢iik oldugundan, ¢ok fazla Ca ve D vitaminine ihtiya¢ duymuyor olabilir. Bununla
beraber DVE nin fetal kemik gelisimine olan negatif etkisini 6nlemek ig¢in gebelikte uygun tedavi
verilmelidir.

Anahtar kelimeler: D vitamini, gebelik, fetal 6l¢iimler, D vitamini eksikligi
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Introduction

Vitamin D is a fat-soluble vitamin which is obtained primarily from sun exposure. In
order to become activated, it undergoes two hydroxylation reactions in the body. First,
vitamin D is converted to 25-hydroxyvitamin D [25(OH)D] in the liver, and second
reaction occurs in the kidney as 25(OH)D is hydroxylated to form active 1,25-
dihydroxyvitamin D [1,25(OH)2D].** Vitamin D status can be assessed by measuring
serum concentration of 25(OH)D (1) which has a reasonably long half-life in the
circulation.> The importance of vitamin D for skeletal development, modulation of
calcium homeostasis, bone formation, and resorption has been well described in
literature."* It has also other vital roles in regulation of immune function, cell growth, and
inflammation in the body."*> Adequate vitamin D status is defined as having serum
25(OH)D concentrations greater than 50 nmol/L (or 20 ng/mL) in general population.’ In
addition, vitamin D insufficiency is described as having serum 25(OH)D below 12 ng/ml
(30 nmol/liter) in the body.°

Vitamin D deficiency (VDD) is a common worldwide health problem with a high
prevalence among infants, children, adolescents, adults and elders.” If severe enough, it
can preclude normal bone mineralization leading to clinical manifestations such as
rickets or osteomalacia.® Vitamin D levels in the body fluctuate with the changing
seasons. Manifestations of VDD are more common during the winter season when
vitamin D levels reach their lowest levels.’

VDD in pregnancy is found to be related to an increased risk of pre-eclampsia,
hypertension, caesarean section, preterm birth, and gestational diabetes mellitus etc."”™
Studies have shown that there is a strong relationship between maternal VDD and
adverse maternal and fetal outcomes including lower maternal weight gain and reduced
bone mineral acquisition during early postnatal life.">*® Inadequate vitamin D intake
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during pregnancy has been found to be related to low infant birth weight.” Another study
investigating the relationship between maternal vitamin D status and postnatal growth
reported significantly higher weights during the first year of life for children whose
mothers received vitamin D supplementation during pregnancy.® Recent study has
suggested that the bone mass of newborn is closely related to the maternal serum
vitamin D concentrations during pregnancy® and maternal vitamin D intake has been
shown to decrease the risk of wheezing symptoms in early childhood. **

The present study set out to evaluate the association between maternal vitamin D status
measured in the second trimester in pregnancy and fetal anthropometric measurements,
amniotic fluid index, and placental location in pregnant women with singleton
pregnancies.

Materials and Methods

This prospective cross sectional study was carried out at Ankara Ataturk Training and
Research Hospital, Obstetrics and Gynecology Clinic. The project is approved by the
Institutional Ethical Committee of the hospital and written informed consent was
obtained from all participating women. The study population consisted of 268 pregnant
women who attended to the antenatal clinics for their routine second trimester prenatal
ultrasound screening at 20-25 weeks of gestation. The gestational age was determined
based on the combination of last menstrual period and ultrasound findings during early
pregnancy in all cases. BMI was calculated as weight (kg)/height squared (m?*) in the
study. Inclusion criteria for participants were maternal ages between 18-40 years,
singleton pregnancies with a live fetus, gestational age between 20 and 25 weeks, and
healthy pregnant women without any medical disorders. Since Vitamin D metabolism is
affected by obesity,” pregnant women with normal BMI (18-25 kg/m* ) were included in
the study. Pregnant women with disorders such as rheumatoid arthritis, thyroid, adrenal,
or parathyroid diseases, hepatic or renal failure, bone disease, type 1 diabetes mellitus,
malabsorption, alcohol consumption, illicit drug use, blood transfusion, and multiple
pregnancies were excluded from the study. Venous blood samples were withdrawn from
the brachial vein of the patients in the morning, after overnight fasting in order to
determine serum calcium (Ca), 25(OH)D levels. Serum 25(OH)D concentration was
measured by a high-performance liquid chromatography (HPLC) method with use of a
Chromsystems kit (recovery: >85% (Coefficient of variation (CV): 4%). Serum Ca was
both measured by colorimetry using the Siemens-advia kit. VDD is defined as < 30
nmol/L (equals to 12 ng/ml) based on criteria regarding the vitamin D status.*” Study
population was subdivided in to two groups based on their serum 25(OH)D levels groupi-
VDD group (n=190) ; 25(OH)D <12 ng/ml, and group 2- normal vitamin D (NVD) group
(n= 78) ; 25(0OH)D = 12 ng/ml. Routine ultrasound examination carried out at 20 to 25
weeks of gestation with a Logic 9 sonographic equipment using a 7.5 MHz convex
transabdominal probe (General Electric, Milwaukee, WI, USA). Placental location in the
uterine cavity, amniotic fluid index, fetal anthropometric measurements including
biparietal diameter (BPD), abdominal circumference, femur length, transcerebellar
diameter (TCD), cisterna magna (CM), lateral ventricles, nasal bone were determined
during the ultrasound screening. These measurements were compared between two
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groups. Data were analyzed using the SPSS software package Version 21.0 (released 2012,
IBM Corp., Armonk, N.Y., USA). The Kolmogorov-Smirnov test was performed to test the
normality of distribution of the variables. Continuous variables with normal distribution
were presented as mean * SD. Fetal anthropometric measurements, serum Ca and
Vitamin D levels were compared between two groups by using Student's T test. Placental
location and amniotic fluid abnormalities were compared between groups by using Chi
square test. A p-value < 0.05 was considered statistically significant.

Results

The mean maternal age was 26.56+ 5.18 years in VDD group and 27.45+5.06 years in NVD
group (p=0.331) (Table 1). The mean gestational age was 21.69+1.62 weeks in VDD group
and 21.92+1.82 weeks in VND group. The mean pregestational BMI was found as
24.19%4.45 kg/m” in VDD group and 23.93%4.53 kg/m”in NVD group (p=0.705). The mean
vitamin D concentrations were measured as 7.52+2.26 ng/ml and 22.61+19.40 ng/ml in
VDD and NVD groups respectively. Serum Ca concentrations were 8.71+0.67 mg/dl in
VDD group and 8.69+0.73 mg/dl in NVD group in the study (p=0.325). There were no
differences of the measurements of fetal biparietal diameter, femur length, abdominal
circumference, cisterna magna, lateral ventricles, transverse cerebellar diameter between
groups (p > 0.05) (Table 1). Fifty five % of women in VDD group and 46.6% of the cases in
NVD group had their placenta located in corpus posterior of the uterus (p= 0.145). Ten
out of 190 women in VDD group and 7 out of 78 women in NVD group had
polyhydramnios in the study (p= 0.457). No oligohydramnios was observed in the study.

Table 1. Patient characteristics, fetal anthropometric measurements and blood values for
two groups

Vitamin D <12ng/mL | Vitamin D =12ng/mL
n=190 n=78 p-value

Pregestational BMI

(kg/m2) 24.19%4.45 23.93+4.53 0.705
BMI 20-25. weeks (kg/m2) 25.90+4.38 25.86+4.47 0.951
Maternal age (years) 26.56+ 5.18 27.45%5.06 0.331
Gravida (n) 2.03%1.10 2.0 *1.05 0.918
Parity (n) 0.81+ 0.83 0.71 £0.79 0.373
Gestational age (weeks) 21.69+1.62 21.92+1.82 0.503
BPD (mm) 51.34+5.44 52.26+5.83 0.245
FL (mm) 36.66+4.39 37.51£5.09 0.313
AC (mm) 168.65+21.42 172.04%21.36 0.320
Fetal weight (g) 470.65+132.42 489.82+161.11 0.491
Lateral ventricle (mm) 6.85+0.75 6.90+0.73 0.729
Sisterna magna (mm) 4.69+0.87 4.76+0.90 0.584
Cerebellum (mm) 22.63+2.32 22.97+2.85 0.415
Nasal bone (mm) 7.39%0.79 7.59+0.86 0.061
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Discussion

In this current study, no differences of fetal anthropometric measurements, amniotic
fluid abnormalities, and placental location were observed between VDD and NVD groups.
There is conflicting evidence in literature that maternal 25-(OH)D deficiency may impair
fetal growth inutero.®* Placental 1,25-(OH)2D is produced by using maternal 25-
(OH)D in the body. It is postulated that 25-(OH)D and 1,25-(OH)2D concentrations in
fetal circulation may be affected leading to reduced fetal bone growth in severe maternal
VDD 2°. The recent study showed that infants born to mothers with early pregnancy
vitamin D levels < 29.9 nmol/l (12 ng/ml) had significantly lower birth weights and an
increased risk of small for gestational ages compared with infants born to mothers with
levels =50 nmol/l (20 ng/ml).”® In this report, cases were different from ours as they
included pregnant women with a pregnancy duration of 37 weeks or more. Therefore they
measured serum vitamin D levels during the third trimester of pregnancies. On the other
hand we evaluated the relationship between fetal measurements and VDD in the second
trimester. In another study they found that low maternal 25-(OH)D in late pregnancy was
associated with reduced intrauterine long bone growth and slightly shorter gestation.
They also found that infants of mothers who were vitamin D deficient (<28 nmol/l) at 28-
32 wk gestation had shorter knee-heel length than other babies during the postnatal
period.” Unlike to this study, we measured serum vitamin D levels at 20-25 weeks of
gestation in our study and found no correlation between VDD status and fetal growth.
We assumed that fetal growth might not be affected from VDD due to the need of small
amount of Ca and vitamin D for a small fetus during the second trimester. As the body
weight of fetus increases with gestational age, it leads to increased demand for vitamin D
and Ca in order to accommodate appropriate fetal bone development later in pregnancy.

Recent study has demonstrated that restricting fortified milk or vitamin D intake causing
VDD during pregnancy lowers infant birth weight in otherwise healthy, nonsmoking
mothers.”

However, these findings have not been consistently replicated by others. Farrant et al.
have found that although VDD at 30 weeks gestation is common among pregnant
women, it is not associated with an impaired fetal growth in their study.?® Similar to what
we found our study, Prentice et al. have observed that there is no influence of vitamin D
status during pregnancy on infant growth and bone mineral increase.” In this present
study we did not find any significant differences in terms of amniotic fluid abnormalities
and placental location between groups. There is no data regarding the amniotic fluid
abnormalities and placental location in pregnant women with VDD in literature.

This cross sectional study has some limitations. First, we measured maternal serum
vitamin D levels and fetal growth at 20-25 weeks of gestation. Since we did not evaluate
these women later in pregnancy we hardly anticipate whether SGA or growth restriction
will develop in these fetuses. Therefore we cannot confidently tell that VDD won't affect
fetal development. However we can at least declare that the effect of VDD has not
emerged during the second trimester, so we can still treat the pregnant women. Thus the
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impact of VDD on the development of the diseases such as rickets can be to some extent
prevented by appropriate treatment. In addition to that some debate remains as to what
blood level of 25(OH)D should be for an most favorable skeletal development and
health."?° Studies have noted that to maximize bone health in children and adults, the
blood level of 25(OH)D should be at least 20 ng/mL.!

In conclusion, the current study failed to demonstrate relationship between vitamin D
deficiency and fetal anthropometric measurements, amniotic fluid abnormalities, and
placental location in pregnant women at 20-25 weeks of gestation. Based on the findings
in literature, we can assume that other protective mechanisms may play role in
preventing fetus from the influence of VDD during the second trimester or fetus has not
been affected from the disease, because fetus does not require much calcium and vitamin
D due to its small bone mass during this period. However, the adverse impact of VDD on
the fetal bone development can be prevented by appropriate treatment in pregnancy. In
order to confirm our findings, longitudinal studies with repeated measurements during
pregnancy should be performed.

References
1. Institute of Medicine, Food and Nutrition Board. Dietary Reference Intakes for Calcium and
Vitamin D. Washington, DC: National Academy Press; 2010.
2. DeLuca HF. Overview of general physiologic features and functions of vitamin D. American Journal
of Clinical Nutrition 2004;80:1689-96.

Jones G. Pharmacokinetics of vitamin D toxicity. Am ] Clin Nutr 2008;88:582-6.

4. Theodoropoulos C, Demers C, Delvin E, Ménard D, Gascon-Barré M. Calcitriol regulates the
expression of the genes encoding the three key vitamin D3 hydroxylases and the drug-metabolizing
enzyme CYP3A4 in the human fetal intestine. Clinical Endocrinology 2003;58:489-99.

5. Shils ME, Shike M, Ross AC, Caballero B, Cousins R], eds. Modern Nutrition in Health and Disease,
10th ed. Philadelphia: Lippincott Williams & Wilkins; 2006.

6. De-Regil L. M, Palacios C, Ansary A, Kulier R, Pena-Rosas JP. Vitamin D supplementation for
women during pregnancy. Cochrane Database Syst Rev 2012;2(CD008873).

7. Palacios C, Gonzalez L. Is vitamin D deficiency a major global public health problem? Journal of
Steroid Biochemistry and Molecular Biology 2014;144(Pt A):138-45.

8. Lapillonne A. Vitamin D deficiency during pregnancy may impair maternal and fetal outcomes.
Medical Hypotheses 2010;74(1):71-5.

9. ORiordan MN, Kiely M, Higgins JR, Cashman KD. Prevalence of suboptimal vitamin D status
during pregnancy. Irish Medical Journal 2008;101(8):240-3.

10. Bodnar LM, Catov JM, Simhan HN, Holick MF, Powers RW, Roberts JM. Maternal vitamin D
deficiency increases the risk of preeclampsia. Journal of Clinical Endocrinology and Metabolism
2007;92(9):3517-22.

u. LiY, Kong J, Wei M, Chen ZF, Liu S, Cao LP. 1,25- dihydroxyvitamin D3 is a negative endocrine
regulator of the renin-angiotensin system. Journal of Clinical Investigation 2002;110(2):229-39.

12. Holick MF. Vitamin D deficiency: a worldwide problem with health consequences. American
Journal of Clinical Nutrition 2008;87(4):1080-6.

13. Farrant HJ, Krishnaveni GV, Hill JC, et al. Vitamin D insufficiency is common in Indian mothers but
is not associated with gestational diabetes or variation in newborn size. European Journal of
Clinical Nutrition 2009;63(5):646-52.

14. Zhang C, Qiu C, Hu FB, et al. Maternal plasma 25-hydroxyvitamin D concentrations and the risk for
gestational diabetes mellitus. PLoS ONE 2008;3(11):e3753.

W

Yildirim et al. Ankara Med J, Vol. 16, Num. 2, 2016

147



Serum Vitamin D Concentrations Among Pregnant Women and Its Influence on the Fetal Anthropometric
Measurements

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Cooper C, Javaid K, Westlake S, Harvey N, Dennison E. Developmental origins of osteoporotic
fracture: the role of maternal vitamin D insufficiency. The Journal of Nutrition 2005;135(11):2728-34.
Pawley N & Bishop NJ Prenatal and infant predictors of bone health: the influence of vitamin D. Am
J Clin Nutr 2004;80:6,1748-51.

Scholl TO, Chen X. Vitamin D intake during pregnancy: association with maternal characteristics
and infant birth weight. Early Hum Dev 2009;85:231e4.

Leffelaar ER, Vrijkotte TG, van Eijsden M. Maternal early pregnancy vitamin D status in relation to
fetal and neonatal growth: results of the multi-ethnic Amsterdam Born Children and their
Development cohort. British Journal of Nutrition 2010;104:108-17.

Salle BL, Delvin EE, Lapillonne A, Bishop NJ, Glorieux FH. Perinatal metabolism of vitamin D. Am ]
Clin Nutr 2000;71:1317-24.

Devereux, Graham, Turner SW. et al. Maternal vitamin D intake during pregnancy and early
childhood wheezing. The American journal of clinical nutrition 2007;85:853-9.

Arunabh S, Pollack S, Yeh ], Aloia JF. Body fat content and 25-hydroxyvitamin D levels in healthy
women. Journal of Clinical Endocrinology and Metabolism 2003;88(1):157-61.

De-Regil LM, Palacios C, Ansary A, Kulier R, Pena-Rosas JP. Vitamin D supplementation for women
during pregnancy. Cochrane Database Syst Rev 2012;2(CD008873).

Morley R, Carlin ]JB, Pasco JA, Wark JD. Maternal 25-hydroxyvitamin D and parathyroid hormone
concentrations and offspring birth size. The Journal of Clinical Endocrinology & Metabolism
2006;91(3):906-12.

Javaid MK, Crozier SR, Harvey NC, et al. Maternal vitamin D status during pregnancy and
childhood bone mass at age 9 years: a longitudinal study. Lancet 2006;367:36-43.

Brooke OG, Brown IRF, Bone CDM, et al. Vitamin D supplements in pregnant Asian women: effects
on calcium status and fetal growth. Br Med ] 1980;280:751-4.

van Driel M, Pols HA, van Leeuwen JP. Osteoblast differentiation and control by vitamin D and
vitamin D metabolites. Curr Pharm Des 2004;10:2535-55.

Mannion CA, Gray-Donald K, Koski KG. Association of low intake of milk and vitamin D during
pregnancy with decreased birth weight. CMA] 2006;174:1273-77.

Farrant HJ, Krishnaveni GV, Hill JC, et al. Vitamin D insufficiency is common in Indian mothers but
is not associated with gestational diabetes or variation in newborn size. European Journal of
Clinical Nutrition. 2009;63(5):646-52.

Prentice A, Jarjou LM, Goldberg GR, Bennett J, Cole TJ, Schoenmakers 1. Maternal plasma 25-
hydroxyvitamin D concentration and birthweight, growth and bone mineral accretion of Gambian
infants. Acta Paediatr 2009;98:1360-2.

Mahon P, Harvey N, Crozier S, et al. Low maternal vitamin D status and fetal bone development:
cohort study. Journal of Bone and Mineral Research 2010;25(1):14-9.

Yildirim et al. Ankara Med J, Vol. 16, Num. 2, 2016

148



Ankara Med J, 2016;16(2):149-62
DOI: 10.17098/amj.61112

Bobrek Hiicreli Karsinomlu Hastalarin Demografik Ozellikleri ve Tedavi
Sonuclar:i: Tek Merkez Deneyimi
Demographic Characteristics and Treatment Outcomes of Patients with Renal
Cell Cancer: Single Center Experience

Arife Ulag', Burak Bilgin®, Didem Sener Dede’, F. Tugba Kos', Muhammed Biilent Akincr®,
Mehmet Ali Nahit Sendur’®, Biilent Yalcin®

'Ankara Atattirk Egitim ve Aragtirma Hastanesi, Tibbi1 Onkoloji Klinigi
*Yildirim Beyazit Universitesi Tip Fakiiltesi, i¢ Hastaliklar1 Anabilim Dali, Tibb1 Onkoloji Bilim Dal

Oz

Amag: Calismanin amaci, bobrek hiicreli karsinomlu (BHK) hastalarin demografik 6zellikleri ve tedavi
sonuglarini degerlendirmektir.

Materyal ve Metot: 2005- 2014 yillar1 arasinda Ankara Atatiirk Egitim ve Arastirma Hastanesinde BHK
tanust ile takip edilen 100 hastaya ait veriler geriye doniik olarak incelendi. Sagkalim analizi i¢in Kaplan—
Meier yontemi kullanildi.

Bulgular: Hastalarin %64tne radikal nefrektomi, %7sine parsiyel nefrektomi uygulanmisgti.
Histopatolojik olarak berrak hiicreli tip %84 oranindaydi. Cogunlugunu evre IV hastalar
olusturmaktaydi (%s55,00) ve en sik metastaz bolgesi akcigerdi (%34). Hastalarin 62’sinin metastaz
sonrasi ilk basamakta interferon (IFN) tedavisi, 49 hastanin ise IFN sonrasi tirozin kinaz inhibitori
(TKI) almig oldugu saptandi. Tim hastalarin ortanca takip siiresi 24 ay ve ortanca genel sagkalim (GS)
36 ay idi. Sunitinib kullanan hastalarda ise ortanca GS 30 ay ve ortanca progresyonsuz sagkalim (PS) 15
ay bulundu. Grad 3-4 toksisiteler iginde en sik halsizlik (%34,90) ve anemi (%27,90) saptandi. Sunitinib
kullanan hastalarda Memorial Sloan Kettering Cancer Center (MSKCC) kriterlerine gére iyi, orta, kotii
riskli hastalarda ortanca PS’ler ise sirasiyla 45, 15 ve 6 ay idi (p<0,05). Cok degiskenli analizde yasin 65'in
tstiinde olmast (p=0,04), gradin 3-4 olmasi (p=0,05) ve MSKCC kriterlerine (sunitinib i¢in) gore kotii
riskli olmanin (p=0,04) GS’yi kisalttig1 saptandi.

Sonu¢: Hastalarimizin ¢ogu gen¢ ve tanida ileri evredeydi. Klinigimizde takip ettigimiz BHK'li
nefrektomi geciren hastalarda ve metastatik asamada bir TKI olan sunitinib kullanan hastalarda
sagkalim stirelerinde belirgin iyilesme oldugu gozlendi.

Anahtar kelimeler: Bobrek huicreli kanser, tirozin kinaz inhibitor, sunitinib

Abstract

Objectives: The aim of the study was to evaluate demographic characteristics and treatment outcomes
of patients with renal cell cancer.

Materials and Methods: Data of 100 patients diagnosed with RCC at Atatiirk Research and Education
Hospital between the years 2005-2014 were analyzed retrospectively. Kaplan-Meier test was performed
for survival analysis.

Results: Radical nephrectomy was perfomed 64 % of patients, also partial nephrectomy rate was 7%.
Histopathologically, clear cell varient’s rate was 84%. Most of the patients were stage 4 (55%) and the
most common metastatic site was lung (34%). After the development of metastases, first line interferone
(IFN) treatment was administered to 62 of patients and 49 of these took tirosine kinase inhibitor after
IFN treatment. For all patients, median follow-up time was 24 months and median overall survival (OS)
was 36 months. We determined that OS was 30 months and progression free survival (PFS) was 15
months among patients having recieved sunitinib. Fatigue (34.90%) and anemia (27.90%) were the most
common grade 3-4 toxicities. In patients who used sunitinib, median PFS in the good, intermediate and
poor risk patients according to Memorial Sloan Kettering Cancer Center (MSKCC) criteria respectively
were 45.15 and 6 months (p<0.05). In multivariate analysis, we found that age over 65 years (p=0.04),
grade 3-4 tumors (p=0.05) and the poor risk according to MSKCC criteria (p=0.04) are associated with
decreased overall survival.

Conclusion: The majority of our patients were young and had advanced disease at diagnosis. The
significantly improvement in survival has been observed between the nephrectomized and metastatic
RCC patients who used sunitinib at our clinic.

Key words: Renal cell cancer, tyrosine kinase inhibitor, sunitinib
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Giris

Bobrek hiicreli karsinom (BHK), renal korteksten koken alir ve primer bobrek
timorlerinin %80-85'ini  olusturur.” Yetigkinlerde gorillen malignitelerin %2-3'ini
olusturmaktadir. En sik gortilen kanserler arasinda erkeklerde 7. sirada, kadinlarda o.
sirada yer almaktadir.” BHK, ¢ok sayida patolojik alt tiplerle (berrak hiicreli, papiller tip
1, papiller tip 2, kromofob ve diger nadir tipler) karakterize heterojen bir hastaliktir.?
Yaklasik %75-80’ini berrak hiicreli karsinom olusturmaktadir.* Metastaz1 olmayan
lokalize hastaligi olanlar igin cerrahi siklikla kiratiftir. Ayrica, rezektabl primer
timorle birlikte tek metastazi olan hastalarda radikal nefrektomiyle birlikte
metastazektomi yapilmasi uygun secilmis hastalarda kiiratif olabilir. Lokalize hastalik
icin cerrahi kiiratif olmasina ragmen lokal ileri BHK’li hastalarin %25"inden fazlasinda
uzak metastaz gelisir.>°

BHK, kemoterapiye oldukga direngli oldugu i¢in yiiksek doz interlokin (IL-2) veya
interferon alfa (IFN-alfa) tedavisi metastatik hastalikta birinci basamak tedavide
yaygin olarak kullanildi. Fakat bu tedavilerde ortanca genel sagkalim siireleri yaklasik
12 ay olup, %20’den daha az yanit sagladilar.” Ancak, son yillarda metastatik BHK’nin
molekiiler biyolojisi ve genetiginin daha iyi anlasilmasiyla vasculer endotelial growth
factor (VEGF) ve mammalian target of rapamycin (mTOR) gibi tedavide hedef
alinabilecek bir¢cok molekiiler yol belirlenmistir. Metastatik BHK tedavisinde VEGF
reseptorlerini inhibe eden kii¢iik molekiilli tirozin kinaz inhibitérlerinin (sunitinib,
sorafenib, pazopanib, axitinib) ve dolasimdaki VEGF’i nétralize eden monoklonal
antikorlarin (bevasizumab), ayrica mTOR yolag: inhibitorlerinin (temsirolimus,
everolimus) kullanilmasi bu alandaki gelismelerin belki de yeni bir baslangici
olmustur.®™

Bugiine kadar ilerlemis BHK'de 6 molekiiler hedef ajanlar (sunitinib, sorafenib,
pazopanib, bevacizumab, interferon, temsirolimus, everolimus) FDA (Food and Drug
Administration) onay1 aldi. Bu ajanlar arasinda en ¢ok kullanilan sunitinib olup klinik
pratikte kullanimu ile ilgili veriler artmistir. Sunitinib, oral, aktif, coklu hedefli, VEGFR,
platelet derived growth factor receptors (PDGFR), Fms-like tyrosine kinase receptors
(FLT3), stem cell factor receptor (cKIT) ve glial cell line-derived neurotropic factor
receptor (RET)’e karsi gelistirilmis bir tirozin kinaz inhibitéridiir. Sunitinib, hem
tumor hiicre proliferasyonunu hem de anjiogenezi inhibe eder.” Sunitinibin etkinligi
ve giivenilirligi birinci basamak ve sitokin refrakter metastatik BHK tedavisinde biiytik
calismalarla kanitlanmistir. Faz III randomize klinik calismada mBHK'de birinci
basamak tedavide sunitinibin IFN-alfaya kars iisttin etkinligi gosterilmis olup PS 11 aya
kars1 5 ay, ortanca GS'nin 2 yildan uzun oldugu bulundu.®*

Biz bu c¢alismada, klinigimizde takip ettigimiz BHK’li hastalarin demografik
ozellikleri, uygulanan tedavi yaklasimlari, sunitinib tedavisi ve sagkalim sonuglarini
bildirmeyi amacladik.
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Materyal ve Metot

Bu calismada, Yildirim Beyazit Universitesi, Ankara Atatiirk Egitim ve Arastirma
Hastanesi, Tibb1 Onkoloji Klinigi'nde 2005-2014 yillar1 arasinda BHK tanaisi ile takip ve
tedavi edilen 100 hasta retrospektif olarak degerlendirildi. Calismaya dahil edilen 100
hastanin verileri hasta dosyalarindan kaydedildi.

Hastalarin demografik o6zellikleri, basvuru anindaki semptomlari, Eastern
Cooperative Oncology Group (ECOG) performans durumu, sigara 6ykiisii, hastaliklar,
tan1 yontemi, histopatolojik 6zellikleri (histolojik tipi, timor ¢api, lenf nodu metastazi,
nekroz varhgi, grad, lenfovaskiiler invazyon ve kapsiil invazyonu) ve laboratuvar
bulgulan kaydedildi. Uygulanan cerrahi tedavi, sitokin tedavileri (interferon alfa ve
interlkin 2), tirozin kinazin inhibitorleri (sunitinib, sorafenib, pazopanib) diger tedavi
modaliteleri ve sagkalim sonuglar1 degerlendirildi. Tedavi sirasinda gelisen toksisiteler,
doz degisimleri kaydedildi. Hastalar TNM kriterine goére evrelendirildi.® Yanit
degerlendirmesi RECIST (Response Evaluation Criteria in Solid Tumors) kriterlerine™®
ve yan etkiler National Cancer Institute Common Terminology Criteria for Adverse
Events (AEs) version 4.0 gore yapildi.” Kisa sagkalimla ilgili risk faktorleri, Memorial
Sloan Kettering Cancer Center (MSKCC) risk klasifikasyonuna gore degerlendirildi.”®

Genel sagkalim (GS), tanidan hastanin Olimiine veya hastanin klinikte son
degerlendirme giliniine kadar gegen stire olarak tanimlandi ve hesaplandi. Hastaliksiz
sagkalim siiresi (HS), opere oldugu tarihten lokal niiks veya uzak metastaz gelisene
kadar gegen siire (ay); progresyonsuz sagkalim siiresi (PS) ise hastaligi olanlarda
tedavinin baslangicindan hastalik ilerlemesi ya da uzak metastaz gelisene kadar gegen
stire (ay) olarak esas alindi.

Istatistiksel analiz:

Veriler, SPSS 15.0 software paket program kullanilarak analiz edildi. Nominal
degiskenler ve sayisal veriler icin Fisher ve Ki-Kare testleri kullanildi. Sagkalim oranlari
icin Kaplan-Meier yontemi kullanild1 ve karsilagtirmalar log-rank testi ile yapildi. Tek
degiskenli ve ¢ok degiskenli analizler, Cox regresyon modeliyle degerlendirildi. P <o,05
degeri istatistiksel olarak anlamli kabul edildi.

Bulgular

Hastalarin ortanca yast 62 (25,00-89,00) olup, %401 65 yas tstiindeydi.
Erkek/kadin hasta orani 2,1 olarak saptandi. ECOG o-1 olan hasta sayis1 87 idi. Tanida
en stk yakinmalar1 yan agrist (%31) ve hematiridiir (%016). Hastalarin % 64,0’tine
radikal nefrektomi, %7’sine parsiyel nefrektomi uygulanmisti. Biyopsi ile tani alan
hasta sayis1 28’di. Histopatolojik olarak 84 hasta berrak hiicreli ve 16 hastada berrak
hiicreli dis1 histolojiye sahipti. Cogunlugunu evre IV hasta olusturmaktaydi (%55). En
sik uzak metastaz bolgeleri, sirasiyla akciger (%34), kemik (%28) ve karaciger (%14) idi.
1n hastaya metastazektomi yapilmisti. Akciger metastazi olan 4 hastaya, beyin
metastazi olan 3 hasta ve surrenal metastazi olan 3 hasta ve kemik metastazi olan 1
hastaya metastazektomi uygulanmisti. Hastalar, MSKCC kriterlerine gore 33 hasta iyi
grupta, 36 hasta orta ve 31 hasta koti risk grubundaydi. Hastalarin %62’si interferon
tedavisi almist1. IFN sonrasi TKI alan hasta sayisi 49 idi. Bunlardan 43 hasta sunitinib,
5’1 pazopanib 1 hasta da sorafenib almist1 (Tablo 1).

Ulas ve ark. Ankara Med J, Vol. 16, Num. 2, 2016

151



Bobrek Hiicreli Karsinomlu Hastalarin Demografik Ozellikleri ve Tedavi Sonuglari: Tek Merkez

Deneyimi

Tablo 1. Hastalarin genel o6zellikleri

Ozellikler n (%)
Yas (yi)
Ortanca yas (aralik) 62 (25,00-89,00)
<65 60 (60,00)
>65 40 (40,00)
Cinsiyet
Kadin 32 (32,00)
Erkek 68 (68,00)
ECOG performans durumu
0-1 87 (87,00)
=2 9 (9,00)
Sigara oykiisit
Var 35 (35,00)
Yok 26 (26,00)
Bilinmeyen 39 (39,00)
Komorbidite
Yok 37 (37,00)
Var 47 (47,00)
Bilinmeyen 16 (16,00)
Tani Sekli
Radikal Nefrektomi 64 (64,00)
Parsiyel Nefrektomi 7 (7,00)
Biyopsi 28 (28,00)
Tan1 Evre
1 14 (14,00)
2 22 (22,00)
3 9 (9,00)
4 55 (55,00)
Histopatoloji
Berrak hticreli 84 (84,00)
Berrak hiicreli dist 16 (16,00)
Papiller 10 (10,00)
Kromofob 1 (1,00)
Digerleri 5(5,00)
Timor boyutu
T1-T2 30 (30,00)
T3-T4 42 (42,00)
Bilinmeyen 28(28,00)
Patolojik Lenf Nodu
Yok 22 (22,00)
Var 9 (9,00)
Bilinmeyen 69 (69,00)
Grad
1-2 25 (25,00)
3-4 33 (33,00)
Bilinmeyen 42 (42,0)
Nekroz
Yok 50 (50,00)
Var 17 (17,00)
Bilinmeyen 33 (33,00)
Lenfovaskiiler Invazyon
Yok 50 (50,00)
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Var 17 (17,00)

Bilinmeyen 33 (33,00)
Sarkomatoid Differansiasyon 2 (2,00)
Kapsiil invazyonu

Yok 39 (39,00)

Var 27 (27,00)

Bilinmeyen 34 (34,00)
Tanida Metastaz

Yok 45 (45,00)

Var 55 (55,00)
Metastaz Yeri

Lokal 8 (8,00)

Karaciger 14 (14,00)

Akciger 34 (34,00)

Kemik 28 (28,00)

Diger* 15 (15,00)
Metastazektomi

Yok 44 (44,00)

Var 1 (11,00)
MSKCC Risk Faktori

lyi 33 (33,00)

Orta 36 (36,00)

Koti 31 (31,00)
Tanidan Tedaviye Kadar Gegen Siire

<1yl 53 (53,00)

=1 y1l 40 (40,00)
Interferon Kullanimi

Yok 38 (38,00)

Var 62 (62,00)
TKI Kullanimi

Yok 51 (51,00)

Var 49 (49,00)
TKI

Sunitinib 43 (43,00)

Pazopanib 5 (5,00)

Sorafenib 1(1,00)

ECOG: Eastern Cooperative Oncology Group,
MSKCC: Memorial Sloan-Kettering Cancer Center,
Diger; beyin, surrenal, pankreas ve periton

Hastalarin, Interferon tedavisi alma siirelerinin ortancasi 3,00 ay (1,00-12,00)
olarak bulundu. 12 hastada IFN tedavisine intolerans saptandi. 1 hasta ilk 1 ay iginde
tedaviyi birakti. Hastalarin % 37,09 (23)'unda yanit degerlendirmesi yapilamadi.
Interferon alanlarda parsiyel yanit %8,06 (5), stabil hastalik %12,90 (8) ve progresif
hastalik %41,93(26) olarak saptandi. IFN-alfa tedavisi sonrasi sunitinib tedavisi alan
hastalarin yas ortalamasi 63 (27-78) iken, % 67,40'inli 65 yas ve altindaki hastalar
olusturmaktaydi. ECOG PS %86’sinda o-1 idi. % 69,80’i radikal nefrektomi gecirmisti.
Sunitinib tedavisi alan 43 hastanin 28’i tanida metastatikti. En stk metastaz yerleri
akciger (%39,50) ve kemikti (%27,90). Tami ile sunitinib tedavisinin baglamasi
arasindaki siire 1 yildan kisa olan hasta oram1 % 65,10 idi. Hastalar MSKCC (sunitinib
igin) kriterlerine gbre m hasta iyi grupta, 17 hasta orta ve 15 hastada kota risk
grubundayda.
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Sunitinib kullanan hastalar ortanca 6,0 kiir (1.00- 45,00) tedavi aldi. Sunitinib
tedavisi sirasinda hastalarin %53,80’inde doz azaltilmasi yapildi ve %36,60’sinda
tedaviye ara verildi. Yan etkiler arasinda tedavi gerektiren hipotiroidi hastalarin
%30’unda gortildi. Grad 3-4 toksisiteler icinde halsizlik %34,90; anemi %27,90; ciltte
dokiintii %16,30; mukozit %18,80; el ve ayak sendromu % 13,60; nétropeni %7,00 ve
hipertansiyon %4,60 oraninda saptandi. Toplamda 16 kiir sunitinib alan bir hastada
kardiyak ejeksiyon fraksiyonu (EF) % 15,0 azaldi, tedaviye ara verildildikten 1 ay sonra
EF normale geldi. Sunitinib alan hastalarda genel cevap oran1 %29,2 (kismi yanit) idi.
% 20,80’'inde stabil hastalik ve %29,20’sinde progresif hastalik saptandi. Hastalarin
%20,80’inde yanit degerlendirilmesi yapilamadi.

IFN sonrasi TKI olarak sunitinib disinda 5 hasta pazopanib ve 1 hasta da
sorafenib aldi. Pazopanib alan hastalarda PS’ler sirasiyla 17, 11, 6, 5 ve 4 ay idi. Bir hasta
Sorafenib kulland1 ve PS’si 18 ay olarak tespit edildi. Sunitinib sonrasi ikinci basamak
TKI olarak 4 hasta mTOR inhibitor (everolimus) tedavisi aldi. Bu hastalarin 1'inde
kismi yanit, diger 2 hastada progresyon saptandi. Bir hasta da intolerans nedeniyle
tedavisi kesildi.

Yasam Analizi:

Tim hastalarin ortanca takip siiresi 24,00 ay (1,0-240,0) idi. Takip stiresi i¢inde
68 (% 68,00) hasta ex oldu. Tim hastalarin ortanca GS 36,00 ay (%95 GA: 24,00-47,90)
idi. Opere edilen hastalarda ilk niikse kadar gecen zaman ortalama 36,00 ay (10-120 ay)
idi. Tanida metastatik olmayan hastalarda ortanca GS 102,00 ay (%95 GA: 38,00-166,00)
iken tanida metastatik olan hastalarda 9,0 ay (%95 GA: 6,30-11,70) ay idi. Tanida
metastatik olmayan hastalarda ortanca hastaliksiz sagkalim 72,00 ay (%95 GA: 57,50-
86,50) idi. MSKCC kriterlerine gore iyi, orta, yiiksek riskli hastalarda ortanca GS’ler
sirasiyla 132,00, 24,00 ve 9,00 ay idi (p<0,0001).

Tek degiskenli analizde; ileri yas (p=0,03), ECOG>2 olmasi (p<0,0001), evre 4 (p
<0,0001), patolojik lenf nodu olmasi (p=0,01), tim6r gradinin 3-4 olmasi (p=0,01),
nekroz varligi (p=0,008), nefrektomi olmamasi (p <o,0001) ve. MSKCC kriterlerine gére
kot riskli olmak (p <0,0001) GS’yi olumsuz etkileyen degiskenlerdi. Erkek cinsiyet ve
lenfovaskiiler invazyon varligi, istatistiksel olarak anlamli olmamakla birlikte GS'yi
kisaltmaktaydi (Tablo 2). Erkek hastalarin % 36,80’ kadin hastalarin ise %18,80’i koti
risk grubundaydi. Tek degiskenli analizde GS tizerine anlamli bulunan faktorler ¢ok
degiskenli analizde degerlendirildiginde; yasin 65’in iistiinde olmasi (p=0,04), gradinin
3-4 olmasi (p=0,05) ve MSKCC kriterlerine (sunitinib i¢in) gore koti riskli olmanin
(p=0,04) GS’yi kisaltt181 saptandi.

Sunitinib kullanan hastalarda ise ortanca GS 30,00 ay (%95 GA: 17,90-42,00) ve
ortanca PS 15,00 ay (%95 GA: 3,4-26,60 ) Sunitinib kullanan hastalarda MSKCC
(sunitinib i¢in) kriterlerine gore iyi, orta, ylksek riskli hastalarda ortanca GSler
sirasiyla 102,0, 36,00 ve 17,00 ay idi (p <0,0001). Sunitinib kullanan hastalarda MSKCC
(sunitinib igin) kriterlerine gore iyi, orta, yiiksek riskli hastalarda ortanca PS’ler ise
sirasiyla 45,00 ay (%95 GA: 1-99,30), 15,00 ay (%95 GA: 1-33,90) ve 6,00 ay (%95 GA: 1,5-
11,40) idi (p=0,05).
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Tablo 2. Hastalarin genel 6zelliklerine gore genel sagkalim analizleri

Ozellikler Genel Sagkalim%gs CI P

Yas (y1l)
<65 51,00 (20,70-81,30) 0,03
>65 26,00 (6,10-45,90)

Cinsiyet
Kadin 58,00 (16,10-99,9) 0,07
Erkek 30,00 (17,30-42,70)

ECOG PS
0-1 38,00 (27,50-48,50) <0,0001
>2 4,00 (2,60-5,40)

Sigara
Iciyor 38,00 (12,60-83,20) 0,93
[cmiyor-Birakmis 30,00 (14,60-65,50)

Komorbidite
Yok 26,00 (7,50-44,40) 0,95
Var 38,00 (25,60-50,30)

Evre
1 NR
2 102,00 (45,80-158,20) <0,0001
3 62,00 (30,60-93,40)
4 9,00 (6,30-11,60)

Histopatoloji
Clear Cell 36,00 (21,40-50,60) 0,55
Non-Clear 21,00 (2,20-55.70)

Patolojik lenf nodu
Yok 41,0 (27,10-54,90) 0,01
Var 17,0 (11,20-22,80)

Grad
1-2 93,00 (37,50-148,50) 0,01
34 38,00 (21,70-54,30)

Nekroz
Yok 60,00 (28,40-91,60) 0,008
Var 33,00 (1,9-65,10)

Lenfovaskiiler invazyon
Yok 52,00 (34,70-69,20) 0,06
Var 15,00 (1,80-28,10)

Kapsiil invazyonu
Yok 51,00 (25,60-76,40) 0,70
Var 41,00 (21,40-60,50)

Nefrektomi
Var 52,00 (34,20-69,80) <0,0001
Yok 8,00 (4,60-11,40)

Metastazektomi
Yok 36,00 (22,80-49,20) 0,54
Var 51,00 (23,70-78,30)

MSKCC risk faktori
Iyi 132,00 (22,70-184,20) ~0.0001
Orta 24,00 (6,00-41,90) ’
Kotl 9,00 (6,20-11,70)

MSKCC risk faktorii (Sunitinib)
Tyi 102,00 (22,70-181,20)
grta 36,00 (1,00-74,30) <0,0001
Kot 17,00 (6,90-27,10)
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ECOG: Eastern Cooperative Oncology Group,
MSKCC: Memorial Sloan-Kettering Cancer Center

Tartisma

Son yillarda BHK’nin molekiiler biyolojisi, anjiyogenez ve ilgili sinyal yollarinin
anlasilmasiyla hastaligin seyri degismis ve sagkalimi uzamistir. Tamida kullanilan
goriintiileme yontemleri ve tedavide yeni hedef ajanlarinin kullanilmasiyla 10 yillik
yasam %60’lara ulagmistir. Biz, bu geriye doniik calismada, son bir dekad: kapsayan,
tek bir merkezde takip edilen 100 BHK'li hastada erken evrelerde cerrahinin ve
metastatik asamada ise sitokin tedavileri sonrasinda TKIlerinin uygulanmasiyla
sagkalim stirelerinde iyilesme sagladigimi saptadik. BHK’li hastalarimizda yasin 65'in
istiinde, timor grad'inin 3-4 ve MSKCC kriterlerine (sunitinib igin) gore koti riskli
olmanin GS’yi kisalttigini tespit ettik.

Genel Sagkalim (%)

0,2 - |

T Ll T T T
fals) 50,00 100,00 150,00 200,00 250,00

Faman (aylar)

Sekil 1. Bobrek tiimorlii hastalarda genel sagkalim egrisi

Yas ve cinsiyet, bir¢ok kanserde, kanser riskinin 6nemli bir belirtecidir. BHK’de,
yaklasik olarak erkeklerde kadinlardan %s50 daha yaygin olup, siklikla 6.ve 8. dekadlar
arasinda ortaya ¢ikar ve ortanca yas 64 civarindadir." BHK, biitiin yas gruplarina gore
kategorize edildiginde en buylik riskin 50-70 yaslar arasinda oldugu
bildirilmektedir.” Bizim hasta populasyonumuzda, BHK erkeklerde kadinlardan 2,1 kat
daha fazla saptandi. Calismamizda, ortanca yas 62 olup faz III klinik calismalara katilan
hasta gruplarindaki yas ortalamasi ile benzerdi.® Biz, yasin 65'in iistiinde olmasinin
(51,00 aya kars1 26,00 ay, p=0,04) sagkalimi predikte eden faktorlerden biri oldugunu
saptadik. Yasin yanisira, erkek cinsiyette sagkalimi kadinlara gore daha kisa
bulmamiza ragmen fark istatistiksel olarak anlamli degildi (58,00 aya karsi 30,00 ay,
p=0,07). Bunun yanisira, ¢alismamizda, erkek hastalarin kotii risk grubundaki orani
kadin hastalara gore daha yiiksek saptandi. 1973-2004 vyillarini kapsayan SEER
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verilerinde 35336 bobrek tiimorli olgularin %63’ erkek olup ileri yas ve erkek cinsiyet,
bagimsiz prediktif faktorler olarak bildirilmigti. Ayni calismada, erkek hastalarda
timor boyutunun daha biiyiik olmasi, yiiksek patolojik grad ve ileri evre olmalar,
sagkalimlarinin kadinlardan daha kisa olmasiyla iligkilendirilmistir (ortanca GS 130,00
aya karsi 110,00 ay, p<0,0001).*°
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Sekil 2. Tanida metastatik olan ve olmayan bobrek tiimérlii hastalarda genel sagkalim

Uluslararas: kanser arastirma ajansinin raporuna gore esas histolojik alttipler
olarak %75- 80’i berrak hicreli, %10-15'i papiller ve %5-10'unu kromofob tiimorler
olusturur.* Bizim calismamizda, %84’ berrak hiicreli, %10 papiller ve %i ise kromofob
idi. Sistematik bir derlemede, 11 calismada sunitinib kullanan berrak hiicreli disi
histolojiye sahip hastalarda ortanca PS’yi 1,6 ile 8,9 ay ve 9 calismada ise ortanca GS 12-
22 ay arasinda bulunmustu.” Bu ¢alismada berrak hiicreli dig1 olup sunitinib kullanan
hasta sayis1 yetersiz oldugundan analiz edilememistir. BHK'de histolojik grad
sagkalimla iligkili bagimsiz bir faktordiir. Bir ¢alismaya gore 5 yillik sagkalim oranlarsi,
sirasiyla grad LII ve III-IV sirasiyla %89, %65 ve %46 idi.** Calismamizda, timorin
patolojik olarak Fuhrman gradina gore III ve IV olmasi GS'yi belirgin kisalttig1 saptandi

(93 aya karsi 38 ay, p=0,047).

SEER verilerine gore 2002 -2008 yillar1 arasinda BHK’la presente olan hastalarin
%62’si lokalize hastalik, %17’si bolgesel hastalik ve %17’si metastatik hastalik olarak
bildirildi.' Bizim ¢alismamizda ise bu verilerden farkli olarak tanida metastatik hastalik
oranint %55 gibi daha yiiksek oranda saptadik. En sik uzak metastaz bolgeleri ise
sirasiyla akciger (%34), kemik (%28) ve karaciger (%14) idi. Literatiirde ise metastatik
hastalikla presente olan BHK’li hastalarin yaklasik %30’unda siklikla akciger, yumusak
doku, kemik, karaciger, deri ve beyin metastazi1 saptanmistir.”® 2007'de yayinlanan faz
III klinik ¢aligmada ise akciger ve karaciger metastazi oranlari ¢alismamiza kiyasla
daha yiiksek olup kemik metastaz oranlar1 benzerdi.® Hastalarin ¢ogu erken evrede
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asemptomatik olmasina ragmen, BHK siklikla ge¢ evrelerde tani alir. En yaygin
semptomlar, sirastyla hematiiri, yan agrisi ve batinda kitledir.** Bizim hastalarimiz en
sik baglangi¢ yakinmalari olarak yan agrisi (%31) ve hematiiri (%16) ile bagvurmuglardi.
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Sekil 3. Evrelere gore genel sagkalim

Calismamizda nefrektomi orani (%71), randomize g¢alismalara gore daha
dustiktii. Law ve arkadaslarinin 1995’te yaptig1 calismada nefrektomi orani1 %86 iken
2009 da yapilan bir diger ¢alismada bu oran %89 olarak bildirilmisti.”** Biz, tanida
metastazi olmayan, nefrektomi yapilan hastalarda ortanca GS'yi 52 ay, evre 4
hastalarda ortanca GS’yi 9 ay bulduk. Daha 6nceki ¢aligmalarda da evre 4 hastalarda
ortanca GS 8-12 aydi.® Ancak, son yillarda yapilan ¢alismalarda metastatik hastalikta
yeni hedef tedaviler ile ortanca sagkalimin 28-29 aylara kadar ¢iktig1 goriildii.*® Bizim
calismamizda da sunitinib tedavisi verdigimiz metastatik hastaliklarda ortanca
sagkalim 30 aya ulasti.

Motzer tarafindan 4 veya 5 prognostik faktor, sagkalimi predikte eden bagimsiz
prognostik faktérler olarak belirlenmisti. Ileri evre 670 hastayla yapilan calismada,
Motzer'in tanimlamalarina gore, bu risk faktorlerine gore hastalarin %25'i iyi riskli,
%s53’t orta riskli grupta, %22’si kotii riskli grupta bulundu. Sirasiyla ortanca
sagkalimlar ise 20 ay, 10 ay ve 4 ay idi.*” Biz MSKCC modeline gore ¢alismamizda
sunitinib kullanan hastalar1 analiz ettik. Bu kriterlere gore 1 hasta iyi grupta, 17 hasta
orta ve 15 hastada kot risk grubundaydi. Bu kriterlere gore iyi, orta, yiiksek riskli
hastalarda ortanca sagkalimlar sirasiyla 102, 36 ve 17 ay idi (p <0,0001).

Sitokin tedavisi (interferon alfa ve interlokin-2) metastatik BHK'de esas tedavi
olmasina ragmen bu ajanlarin etkinligi sinirlidir ve 6nemli toksik etkilerle iliskilidir.
Giintimiizde, hem sitotoksik hem de sitostatik etkiye sahip yeni hedef tedavilerle
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etkinlik artmustir.®® Calismamizda, hastalarin  %62’si metastatik hastalikta ilk
basamakta IFN tedavisi almisti. IFN tedavisine yanit orani %8,06 olup %41,93 hastada
progresyon saptadik. Motzer ve arkadaslarinin, 750 hastayla yaptiklart faz III
randomize ¢alismada sunitinib tedavisinin IFN’ye karsi daha iyi yanit sagladig ( %31'e
kars1 %6) ve PS'yi (u aya karsi 5 ay, P< o,001) iyilestirdigi gosterilmistir. Yine ayni
¢alismanin 2009’da agiklanan giincellenmis sonuglarinda ise yanit oranlari (sunitinib
%47 ve IFN %12, p<o,001) ve ortanca sagkalimda 2 yildan daha fazla uzamaya yol
actigi gosterildi (26,40 aya karsi 21,80 ay; p=0,05).>* Calismamizda, sunitinib kullanan
hastalarda ortanca OS ve PS sirasiyla 30 ay ve 15 ay idi. Klinik ¢calismalarda sunitinible
tedavi edilen hastalarda GS 18,40 ile 26,40 ay arasinda iken, PS 9,90 ile 1 ay
arasindaydi.®'+293°

Biz bu c¢alismada, ortanca GS ve PS’leri bu klinik ¢alismalara gore daha yiiksek
bulduk. Bu sonuglara, bizim calisma grubumuzda hasta sayisinin az olmasi ve bu
hastalarin ¢ogunlugunun iyi ve orta risk grubunda olmasinin katkisinin olabilecegini
distiniiyoruz. Calismamizda, sunitinib tedavisinin ortanca 6 kiir kullanildigi ve
toksiteye bagli % 53,80’inde doz azaltilmas1 yapildigini saptadik. Klinik sonuglar, klinik
caligmalarda bildirilenlere gore daha iyi idi. Ayrica giinliik uygulamada hastaya gore
tedavi diizenlemelerinin yapilmis olmasi ve toksisitelerde tedaviyi hemen kesmek
yerine doz ayarlamalar ve gerekirse tedaviye ara verilmesi sonuclar: etkilemis olabilir.
Bu sekilde tedaviye daha uzun siire devam etmeye calistik. Yaptigimiz doz rediiksiyonu
oran1 (%53,80) yapilmis faz III randomize calismadan daha yiiksekti. ilaca bagl yan
etkiler arasinda tedavi gerektiren hipotiroidi orani (%30), grad 3-4 anemi (%27,90) ve
halsizlik (%34,90) klinik ¢alismaya gore daha yiiksek oranda saptandi™ Yapilan
calismalarda, ilk basamak sunitinib tedavisini uzun siire alan hastalarda daha uzun GS
ve PS elde edildigi bildirilmistir.>' Onceki ¢alismalar, sunitinib tedavisinin yeterli doz
yogunlugunun siirdiiriilmesinin optimal klinik sonuglar1 elde etmede hastalar icin
onemli oldugunu destekledi. Sunitinib icin bir doz yanit iligkisi belirlenmistir.
Preklinik faz I ve II ¢alismalarda sunitinib doz bagimh sekilde tirozin kinazi inhibe
eder. Artan maruziyet ve doz arasindaki iligki yanit1 destekler. Tedavi sirasinda yeterli
doz yogunlugunu siirdiirmek tedaviye yanitta en 6nemli durumdur.>**

Glnlik pratikte, sunitinibin tedavi optimizasyonunda toplum pratiginde hala
onemli zorluklar oldugunu gostermektedir. Yapilan bir calismada, sunitinib tedavi
toksitelerinin iyi yonetilemedigi i¢in siirdiiriilmesi miimkiin olmamis ve yan etkiler
ortaya ¢iktig1 zaman tedavi toksisitesini yonetmek yerine ilacin kesilip pazopanib gibi
farkli bir ajana geqildigi gorilmistii.> Tedavi yonetimindeki kompleks durumdan
dolay1 sunitinib tedavisi alan hastalarda 2/1 (iki hafta ilag 1 hafta ara verilmesi gibi
tedavi semalar1 hastalarin tedaviyi daha kolay tolere etmelerini, yeterli dozda ve siirede
almalarini saglamaktadir. Ancak bu gibi yaklagimlarin prospektif ¢calismalarla konfirme
edilmesi gerekmektedir. Bu sekilde hastalarda tedavi bireysellestirilmeleri belki de
sagkalimda belirgin degisiklige yol agacaktir.>**

Galismamizin, geriye doniik ve heterojen bir grubu kapsamasi (evre, yas, PS,
metastaz bolgesi) limitasyonlar: arasinda yer almaktadir. Calismamizin tek bir kanser
arastirma merkezinde takipli olan, tedavi yaklagimlarinin degismedigi ve laboratuvar
verileri i¢in belirli referans degerleri olan hastalardan olusmasi kismen bir avantaj
olabilir. Yanit degerlendirilmesinin ayni sekilde yapilmis olmasi ve yan etki
yonetiminde benzer yaklagimlarin uygulanmis olmasi da avantajlar arasinda yer alir.
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Biz, bu calismada, ortanca GS ve PS’leri klinik caligsmalara gore daha yiiksek
bulduk. Bu sonuglara, bizim caligmamizda hasta sayisinin az olmasi ve bu hastalarin
¢ogunlugunun iyi ve orta risk grubunda olmasinin katkisinin olabilecegini
distintiyoruz. Klinik ¢alismalardan daha farkli klinik sonuclar elde etmemiz hasta
secimindeki fakliliklara ve sunitinib tedavisinin stiresine ve doz yogunluguna bagl
olabilir. Ancak hasta sayimizin azlig1 ve calismamiz geriye dontik oldugu igin doz
yogunlugu ve ayrintili ilag etkilesimleri degerlendirilemedi.

Sonu¢ olarak, hastalarimizin ¢ogu erkek, 65 yasindan geng¢ ve tamida ileri
evredeydi. Calismamizda timor gradinin yiliksek olmasi, ileri yags ve MSKCC
kriterlerine gore kotii riskli olmak sagkalimi olumsuz etkileyen faktorlerdir.
Klinigimizde takip ettigimiz BHK'li nefrektomi gegiren hastalarda ve metastatik
asamada bir TKI olan sunitinib kullanan hastalarda sagkalim siirelerinde belirgin
iyilesme oldugu gozlendi. Daha oOnceki verilere kiyasla doz degisikligi yapilma
sikliginin daha yiiksek oranda olmasina ragmen yan etkilerin iyi yonetilerek tedaviye
devam edilmesi, sagkalim stiresinde artis1 devam ettirebilir. Daha biiyiik ve prospektif
¢alismalar, antianjiojenik ajanlarinin yan etki yonetimi ve bireysellemis tedavi i¢in doz
degisimlerine aciklik getirebilir.
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Oz

Amag: Tip egitiminin amaclarindan birisi de yasam boyu 6grenme ilkesinin benimsenmesidir. Siirekli
Mesleksel Gelisme; insanlarin bilgi ve becerilerini gelistirmeleri ve meslek hayatlar: i¢in gerekli kisisel
gelisimleri elde etme, kariyer hedeflerine ulasma, kendine giiven ve yaraticilik 6zelliklerinin gelismesi
icin yaptiklar1 caligmalardir. Kurslar, konferanslar, dersler gibi etkinliklerin yaninda kendi kendine
6grenme aktivitelerini de kapsar.

Calismada amacimiz o6grencilerin tercih ettikleri Siirekli Mesleksel Gelisme etkinliklerini ve
yaklagimlarini belirlemek ve Siirekli Mesleksel Gelisme ile ilgili farkindalik olusturmaktir.

Materyal ve Metot: Calismanin evrenini Atatiirk Universitesi Tip Fakiiltesi birinci simf égrencileri
olusturmaktadir. Bes bolimden olusan bir anket uygulanmis olup 2’si agik uglu olan 26 sorudan
olusmaktadir. Katihm gonilliilik esasina goredir. Tanimlayici tipte bir ¢alismadir. Veriler say1 (n) ve
ytizde (% ) olarak belirtilmistir.

Bulgular: Calismaya 120’si (%50,20) kiz 6grenci olmak tizere toplam 239 6grenci katildi. Siirekli
Mesleksel Gelisme etkinliklerine katilmama nedeni olarak 6grencilerin ¢ogu (n=175; % 73,20)
haberlerinin olmamasini ifade ettiler. Ilgilenmeme ve gereksinim duymama da nadir olmakla birlikte
diger nedenler arasindaydi. Biyiikk bir kisminin (n=191; %79,901 ) hedefi uzman doktor olmakt.
Etkinliklerin dekanlik, proje ya da YOK tarafindan karsilanmasi gerektigi fikrindeydiler. En ¢ok
katildiklar: etkinlikler; video gosterimleri, beceri egitimleri, kurslar ve internet tizerinden egitimlerdi.
Sonug: Stirekli Mesleksel Gelisme ile ilgili aktiviteler meslekle ilgili beceriler gelistirip bilgi birikimi
olusturarak oOgrencilerin meslek hayatina hazir duruma gelmesine yardima olabilir. Bu konuda
farkindalik olusturup onlara destek olmak egiticilerin gorevidir.

Anahtar kelimeler: Siirekli mesleksel gelisim, 6grenme, 6grenci

Abstract

Objectives: One of the aims of medical education is to adopt the principle of lifelong learning.
Continuous professional development (CPD) help individuals to develop their knowledge and skills,
obtain personal development that is necessary for their professional lives, reach their career goals and
gain to build confidence and credibility. It includes training courses, conferences, courses as well as self-
learning activities.

The aim of this study is to determine CDP activities and approaches preferred by students and raise
awareness about the CPD.

Materials and Methods: The study population consists of the freshman students of medical school at
Ataturk University. A questionnaire including 26 questions with 2 open-ended questions and 5 sections
were administrated. Participation is on a voluntary basis. This is a descriptive study. The data was
expressed as number (n) and percentage (%).

Results: The number of students included in the study was 239 of which 120 (50.20%) were females.
Most of the students (n=175, 73.20%), who did not participate in CPD activities, have expressed that they
were not aware of these activities. The lack of interest and feeling necessity were some other rare
reasons. Most of the students want to be a specialist in their fields (n=191, 79.90%). They think that these
activities should be sponsored by the university, a project or the council of higher education. The most
preferred activities were video presentations, skill trainings, courses and trainings on the Internet.
Conclusion: CDP activities help students to be ready for their career by developing knowledge-related
professional skills. Supporting these students by raising awareness in these activities is the trainers’
responsibility.

Key words: Continuing professional development, learning, student
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Giris

Stirekli Mesleksel Gelisme (SMG), mezuniyet Oncesi ve sonrasi egitim ve
uygulamay1 kapsayan siirekli bir 6grenme siireci olarak tanimlanmaktadir. SMG’in
temel amaci, yiiksek kalitede saglik hizmeti verilebilmesi icin ihtiya¢ hissedilen bilgi,
beceri ve tutumlarin giincellenmesi ve gelistirilmesidir." Tip egitiminin amaglarindan
birisi de yasam boyu 6grenme ilkesinin benimsenmesidir. SMG insanlarin bilgi ve
becerilerini gelistirmeleri ve meslek hayatlar: icin gerekli kisisel gelisimleri elde etme,
kariyer hedeflerine ulagsma, kendine giiven ve yaraticilik 6zelliklerinin gelismesi icin
yaptiklar1 ¢calismalardir. Kurslar, konferanslar, dersler gibi etkinliklerin yaninda kendi
kendine 6grenme aktivitelerini de kapsar.

SMG; kisilerin mesleksel becerilerini glincellemek ve gelistirmek i¢in tistlenmesi
gereken bir gorevdir. SMG, genellikle yeterlilik terimiyle belirtilen, profesyonel ve
teknik igleri gerektigi sekilde yerine getirmek icin bilgi, beceri ve kisisel niteliklerdeki
artis yoluyla kisinin yetkinligini artiran her tiirlii etkinlik olarak ifade edilmektedir.

Bu calismada amacimiz Ogrencilerin tercih ettikleri SMG etkinliklerini ve
yaklasimlarini belirlemek ve SMG ile ilgili farkindalik olusturmaktir.

Materyal ve Metot

Calismanin evrenini Atatiirk Universitesi tip fakiiltesi birinci siif dgrencileri
olusturmaktaydi. Bes boliimden olusan bir anket uygulanmis olup 2’si agik uglu olan 26
sorudan olusmaktaydi. Ankette Ogrencilerin sosyodemografik ozellikleri, siirekli
mesleksel gelisimin tanimimi bilip bilmedikleri, biliyorlarsa tanimini yapmalarinin
istendigi, daha once bu tiir etkinliklere katilip katilmadiklar1 ve katiimda bulunulan
etkinlikler ve 5'li likert tarz1 (4 tamamen katiliyorum- o tamamen katilmiyorum) SMG
ile ilgili gortiglerin yer aldigi1 15 maddelik sorular, SMG ile ilgili finans durumu,
gelecekle ilgili hedefleri, ne tiir egitimler almak istedikleri ile ilgili sorular ve son olarak
da fakiltenin en begendikleri Ozelliklerini ve degismesini istedikleri ydnlerini
yazmalarinin istendigi a¢ik uglu 2 adet soru bulunmaktaydi. Katilim gontilliiliik esasina
goreydi. Tanimlayic tipteki calismamizda veriler say1 ve yiizde olarak belirtildi.

Bulgular

Calismaya 120’si (%50,20) kiz 6grenci olmak tizere toplam 239 6grenci katildu.
Yas ortalamasi (18,96+1,46) olarak bulundu. Ogrencilerden sadece 26’s1 (%10,87) siirekli
mesleksel gelisim tanimu ile ilgili soruyu yanitladi. Ayrica sadece 17 6grenci (%7,11)
stirekli mesleksel gelisim ile ilgili etkinlige katildigini ifade etti. Kurs ya da kongreye
katilan 6grenci sayisi 11 (%4,60) olup, spesifik konularda seminerlere katilan g (%3,76),
mesleki uygulama i¢in ders harici egitimlere katilan 2 (%0,83), multimedya CD ile
egitime katilan 4 (%1,67), bolim ici egitim etkinligine katilan 5 (% 2,09), kisa stireli
yurt i¢i rotasyona katilan 5 (%2,09), video gosterimlerine katilan 15 (% 6,27), internet
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tizerinden egitime katilan 10 (%4,18), 6zel beceri egitimlerine katilan 11 (%4,60), yurt
dis1 rotasyona giden 8 (%3,34) ve etkilesimli egitimlere katilan 6 (% 2,51) 6grenci vardi.

En ¢ok katildiklar etkinlikler; video gosterimleri, beceri egitimleri, kurslar ve
internet tizerinden yapilan egitimlerdi. SMG etkinliklerine katilmama nedeni olarak
ogrencilerin cogu (n=175; %73,22) haberlerinin olmamasini ifade ettiler. ilgilenmeme
(n=23;% 9,62) ve gereksinim duymama (n=15;%6,27) da diger nedenler arasindaydi

(Sekil 1).

S

Haberim yoktu Ekonomik Ulasim zorluklart llgilenmiyorum Gereksinim Diger
nedenler duymuyorum

Sekil 1. Ogrencilerin SMG etkinliklerine katilmama nedenleri

Hedefiniz nedir?

=

= yi bir pratisyen hekim = Uzman Doktor
= Akademisyen Hekimlik yapmayi diisinmiyorum

Sekil 2. Ogrencilerin mezuniyet sonrasi gelecek hedeflerinin dagilimi

Katilimcailarin biyiik bir kisminin (n=191 %79,91) hedefi uzman doktor olmakti.
Akademisyen olmak 2.sirada yer almaktayken iyi bir pratisyen hekim olmak isteyen
kisi sayisinin olduk¢a az oldugu gorilda ve 2 (%0,83) kisi ise hekimlik yapmay: hig
distinmedigini ifade etti (Sekil 2).
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Ogrenciler, etkinliklerde finansal destegin dekanhk (n=103;%43,09),
proje(n=58;%24,26) ya da YOK (n=55;%23,01) tarafindan karsilanmasi gerektigi
fikrindeydiler(Sekil 3).

120
100
80
60
40
20
; .
0 ]
Cevap yok Ogrencikendi Dekanhk Projeile YOK
imkanlartile
ESeril

Sekil 3. SMG’nin Finansal Kaynag ile Ilgili Goriisleri

Ogrencilerin egitim almak istedikleri siirekli mesleksel gelisim etkinlikleri Tablo
1'de gosterilmistir.

Tablo 1. Ogrencilerin egitim almak istedikleri SMG etkinlikleri

Evet
n %
Anlayarak hizli okuma 140 58,58
Dikkat gelistirme 152 63,60
Diksiyon ve giizel konugsma 127 53,14
Beden dili egitimi 12 46,86
Sorun ¢6zme teknikleri o1 38,08
Iletisim becerileri 101 42,26
Proje hazirlama teknikleri 54 22,59
Okuma aligkanligi kazandirma 58 24,27
Egitim koc¢lugu ve mentorluk 53 22,18
Bilimsel arastirma yontem ve teknikleri 83 34,73
Zeka oyunlari 95 39,75
Drama 44 18,41
Catigsma ve stres yonetimi 96 40,17

Ogrenciler en fazla dikkat gelistirme (n=152; %63,60) ve anlayarak hizli okuma
(n=140; %58,58) en az ise egitim kog¢lugu ve mentorluk (n=53; %22,18) ile drama
(n=44;%18,41) konusunda egitim almak istediklerini belirttiler.
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Tartisma

Ogrenmenin yas1 yoktur. Tip egitiminde 6grenmenin sonu olmayan bir siireg
oldugundan bahsedilir. Bilgi ve teknolojinin akil almaz sekilde hizla gelistigi
glinimtizde tip diinyasi da bu gelismeden etkilenmektedir. Gelecegin doktorlarinin
yetistirildigi tip fakiiltelerinde de bu gelismeye ayak uydurmak bir zorunluluk haline
gelmistir.

Mezuniyet oOncesi egitimle tip doktorlar1 vyetistirilirken kalite iyilestirme
caligmalarina gereken 6nem verilmelidir. Bunun i¢in de atilmasi gereken ilk adim
degisime agik olup misyon ve vizyonu belirlemektir.> Misyon ve vizyon hedefin
belirlenmesini saglar ve neyin ne zaman yapilmasi gerektigi konusunda yol gosterici
olur. Bu sayede 6grencilerin ufku a¢ilmis olur.

Ogrencilerin biiyitk ¢ogunlugunun uzman hekim olmak istedigi goze
carpmaktadir. Cok az 6grenci akademisyenlik diisiindiigiinii ifade etmistir. Ogrencilere
mentorluk yapmak, kariyer danigsmanligi vermek, kisisel gelisimlerini destekleyici
etkinlikler diizenlemek ya da en azindan bu etkinliklerden haberdar olmalarim
saglamak hem kurumun hem de egiticilerin gorevidir.

Bir calismada “mesleksel egitim ve gelisim “ kursu diizenlenmis ve “zaman
yonetimi, planlama, degerlendirme, c¢atisma, liderlik, motivasyon, ekip olma,
yaraticilik, problem ¢6zme ve islem analizleri, yetigkin 6grenme, tartisma yontemi,
degisimi yonetmek, giriskenlik, stres ve tiikenmislik, toplantilar, gozlem yapma,
geribildirim verme ve sunum becerileri” konularinda bilgi ve beceri gelisimi yani sira
topluma yonelik hizmet sunan pratisyen hekimleri bu tiir programlarin motive edici
oldugu tespit edilmigtir.* Bu tiir kurs ya da organizasyonlar kendini gelistirmek isteyen
herkesi motive edebilmektedir. Zira 6grencilik siiresince bu tiir egitimlere katilmanin
yogun tip egitimi siiresince ortaya ¢ikan fiziksel ve zihinsel yorgunlugu azaltmakta
etkili olacagi kanaatindeyiz.

Sadece ogrenciler degil egiticiler icin de kisisel ve mesleksel gelisim 6nem
tasimaktadir. Nitel bir arastirmada da egiticiler i¢in verilen bir kurstan katilimcilarin
memnuniyetinin oldukga ytliksek oldugu belirtilmistir. Burada egiticiler i¢in 6gretme ve
ogrenme stratejileri, yetiskin 6grenme prensipleri, iletisim becerileri, yansitma ve
elestirel diisiinme gibi egitim bilimi ile ilgili konular yer almaktadir.” Tip 6grencileri de
birer yetigkin oldugundan onlarin da kendilerini gelistirmeleri gerektigi konusunda
farkindalik olusturmak egiticilerin gorevidir. Her o6grencinin kesfedilmeye ihtiyaci
vardir. Onlardaki farkli yetenekler cesitli egitim etkinlikleri ile ortaya ¢ikarilabilir.

Gintimiizde teknolojik gelismeler hizla hayatimizi etkisi altina almaktadir. Her
ne kadar olumsuz 6zelliklerinden bahsedilse de olumlu yonlerine bakilmali ve egitime
uyarlanmalidir. Ogrenci gelisiminde teknolojiyi ¢cok iyi kullanmak egiticiler icin adeta
zorunluluktur. E-6grenme ®7, m-6grenme® hatta twitter® dahi egitim icin kullanilabilir.

Ogrencilerde yasam boyu 6grenme tutum ve aliskanlhigi gelistirilmesi egiticiler
tarafindan desteklenmelidir. Bu kapsamda kamusal politikalar gelistirilmesi; 6grenici
merkezli sistemlerin olusturulmasi, kaynaklarinin gelistirilmesi, 6grenenlerin 6nemli
gereksinimlerinin karsilanmasina iligkin tutum sergilenmesi, yasam boyu 6grenme

ontindeki engellerin kaldirilmasi ve oOgrenme olanaklarinin  olusturulmasi
hedeflenmelidir."”
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Arastirmamizda ogrencilerin mesleksel ya da kisisel gelisim ile ilgili etkinliklerin
dekanlik, proje ya da YOK tarafindan karsilanmasi beklentisi bulunmaktadir.

Ogrencilerin 239 undan sadece 17 sinin herhangi bir mesleksel gelisim
programina katildigini1 diisiindiigtimiizde bu konuya ilgi duyan ¢ok az 6grenci oldugu
gorillmektedir. Ogrencilerin kendilerini gelistirme konusunda sorumluluk almalars,
egiticilerin de bu yondeki engelleri arastirarak cesaretlendirici tutum izlemeleri
gerekmektedir. SMG etkinliklerine katilim yetersizliginin en sik nedeni olarak
haberlerinin olmamasi yamiti gortilmekteydi. Bagka bir calismada ise hemsirelerin
mesleksel gelisim ile ilgili katilmama nedeni olarak mali kaynaklar ve zaman yoklugu
olarak belirtilmigti.” Onlar ¢alisanlar olarak bu mazereti dile getirirken 6grenciler igin
ozellikle de birinci simif tip 6grencileri i¢in farkli nedenlerin s6z konusu oldugu
gortilmektedir. Dokuz 6grenci maddi problemi dile getirmisti. Ayrica 6grencilerin 38’i
SMG ile ilgilenmemekte ve gereksinim duymamaktaydi. Bu nedenle kisisel gelisim
konusunda bir farkindalik olusturmak ciddi 6nem tasimaktadir.

Hayatlarinin en az 6 yilin1 mezuniyet oncesi tip egitiminde geciren 6grencinin
gelecegin doktoru, belki de akademisyeni olarak yetismesi olduk¢a 6nemlidir. Bunun
yaninda egiticilerin de rol model olmalar1 gerekir. Egiticilerin 6grenci gelisiminde en
onemli etken oldugu unutulmamalidir. Egiticilerin liderlik, mentorluk o6zellikleriyle
ogrencilerine iyi birer rehber olmalar1 saglanmalidir. Egiticilerin liderlik 6zelliklerini
sergilemelerindeki engeller arasinda; isteksizlik, siiphecilik, diren¢ gosterme,
tecriibesizlik, birgok gorev ve sorumluluk bulunmasi sayilabilir.” Tip egiticilerinin ise
hasta, 0grenci, yoOnetici, personel, diger egiticilerle iletisim kurmak, poliklinik ve
serviste hasta degerlendirmek, asistan yetistirmek, mezuniyet oncesi egitim dersleri
vermek ve cerrahi branglarda biitiin bunlarin yani sira operasyon yapmak gibi
zorunluluklar1 bulunmaktadir.

Ogrencilere yoneltilen agik uclu sorularda genel olarak égrenciler; egiticilerin iyi
donanimli, kendilerini yetistirmis ve kaliteli oldugunu ve egiticilerle kolay iletisim
kurmanin giizel bir duygu oldugunu dile getirdiler. Kurul sayilarinin yeterli oldugunu,
amfileri rahat ve sicak bulduklarini, uygulamali dersleri daha c¢ok sevdiklerini
belirttikleri gozlendi. Olumsuz olarak ise daha fazla sosyal faaliyet olmasi gerektigi,
ders programlarinin yogun, sinavlarin zor, siniflarin kalabalik oldugu, kiitiiphane ve
gevre kosullarinin iyilestirilmesi, devam zorunlulugunun olmasi, ilk yillarda daha ¢ok
klinik derslerin konulmasi gerektigi yoniinde goriis bildirdikleri goraldi.

Ogrencilerin SMG etkinliklerine katilimlar1 oldukea diisiik diizeydedir. SMG ile
ilgili aktiviteler meslekle ilgili beceriler gelistirip, bilgi birikimi olusturarak 6grencilerin
meslek hayatina hazir duruma gelmesine yardimci olabilir. Bu konuda farkindalik
olusturup onlara destek olmak egiticilerin gorevidir. Ogrencilerin kisisel gelisimleri ve
mezun olduklarinda kendilerini yeterli hissetmeleri icin SMG aktivitelerine katilmalar1
tesvik edilmelidir.
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Oz

Amag: Bu ¢alisma ile iilkenin agiz ve dis saghg hizmet sunumunda biiyiik bir paya sahip olan Agiz ve Dis
Saghgr Merkezleri (ADSM) ile Agiz ve Dis Saghgi Hastaneleri (ADSH)'nde verilen hizmetlere ait
tahakkuk miktarlarinin degerlendirilmesi ve verilerin diger agiz ve dis sagligi hizmet sektorlerdeki
durum ile iligkilendirilmesi amag¢lanmaktadir. Ag1z ve dis saglig: ile ilgili hizmetlerinin etkili bir sekilde
planlanabilmesi i¢in bu analizler gereklidir.

Materyal ve Metot: Bu retrospektif kesitsel calismada, 2010-2013 yillarinda, Turkiye biitiiniinde hizmet
veren ADSM-ADSH’lerinden elde edilen tahakkuk verileri degerlendirilmektedir.

Bulgular: 2010-2013 yillar1 arasinda ADSM-ADSH’lerinde gerceklesen tahakkuk rakamlar:
incelendiginde reel rakamlarla 2013 yilina kadar Ortadogu Anadolu ve Dogu Karadeniz bolgeleri
disindaki tiim boélgelerde bir artis oldugu gortilmektedir. Elde edilen bu analiz sonuglari, yillar itibari ile
artan niifus ve yillar itibari ile “Saglikta Doniigiim Programi” kapsaminda artan hizmet sunumuna
paraleldir. Gerek nominal rakamlarda gerekse reel rakamlarda olsun, bolgeler arasindaki bu farklar
bolgelerin sosyo-ekonomik gelismislik endeks degeri ve gelismislik siralamasi ile uyumludur.

Sonug: Tirkiye'de, agiz ve dis saghgini gelistirmek icin, toplumsal agiz ve dis sagligir programlarinin
yurirlige konmasi, tilkede agiz ve dis sagligi alaninda hizmet sunan tiim sektdrlerin arasindaki
entegrasyonun saglanmasi gerekmektedir. Boylece, agiz ve dis saghgi hizmetlerinde ulasilabilirligin
arttirilabilecegi ve tedavi maliyetlerinin de distiriilebilecegi asikardir.

Anahtar kelimeler: Saglik hizmeti sunumu, finansman yonetimi, dis hekimligi, dental tesisler

Abstract

Objectives: In this study, it is aimed to evaluate the accrual data in Oral and Dental Health Services
(ODHCs) and Oral and Dental Health Hospitals (ODHHs) of our country and to associate these data
with the condition in other oral and dental facilities. These analyses are essential in order to plan oral
and dental services more effectively.

Materials and Methods: This cross-sectional retrospective study compares the accrual data obtained
from ODHCs/ ODHHs countrywide between 2010-2013.

Results: When the accrual data obtained from ODHCs/ ODHHs countrywide between 2010-2013 were
evaluated, an increase was observed with real numbers in all regions, apart from Mideastern Anatolia
and North Black Sea Regions. The results of these analyses were parallel to the increase in population
and service delivery within the context of ‘Health Transition Programme’. Interregional differences
both in nominal and real numbers are in consistence with the regions’ socioeconomic development
index values and development levels.

Conclusion: In Turkey, it is essential that social oral and dental programmes are administered and the
integration among all dental facilities are established. In that way, it could be possible to increase the
accessibility of oral and dental health services and to reduce the treatment costs.

Key words: Delivery of health care, financial management, hospital, dentistry, dental facilities
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Giris
Saglik ihtiyac¢larinin kapsamli, kaynaklarin sinirli olmasina ragmen, saglik

sistemlerinin temel amaci, saglik seviyesini miimkiin oldugunca optimize etmek,
bireyler, gruplar ve bolgeler arasindaki saglik statii farkliliklarini en aza indirmekti.!

Cagdas saglik sistemleri, ‘Herkese, her zaman ve her yerde saglik hizmeti’
sunulmasini saglamalidir. Gelismislik diizeyi ne olursa olsun ulusal saglik sistemlerinin
giderek artan taleplerle, kaynak kisitliligi, saglik hizmet sunumunda esitsizlikler ve
saglik insan giiclinde say1 ve nitelik olarak eksiklik gibi bir dizi zorluklarla basa ¢ikmaya
ve bu yonde bir takim stratejiler gelistirmeye calistiklar1 gozlenmektedir.> Yeni bir sistem
tasarlanirken, bir yandan gelismis diinyanin felsefesi, diger yandan da tilkenin kendi
kalkinma oncelikleri dikkate alinmalidir34 Temel 6zellikleri agisinda saglik hizmetleri,
kamu otoritesinin planlama ve denetleme alani igerisindedir.!

Turkiye Cumbhuriyeti, genis bir cografyada, 76.667.864 niifusu ile bulundugu
bolgenin 6nemli tilkelerinden biridir. Kirsal niifus oran1%13,3’tlir. 0-14 yas niifus orani
%24,6'dir. 65 yas ve lzeri niifus oram1 %7,7dir. Tirkiye, saglik diizeyi agisindan
incelendiginde orta diizeyde tilkeler arasinda yer almaktadir. Dogumda beklenen yasam
stiresi kadinlarda 79,2, erkeklerde 74,7'dir.5

Tirkiye Cumhuriyeti Saglik Bakanligi, Saglikta Dontisiim Programi kapsaminda
saglik hizmetlerinin iyilestirilmesi, hasta odakli hizmet anlayisinin yayginlastirilmasi,
hizmete erisimin kolaylastirilmas:1 ve bolgesel farkliliklarin ortadan kaldirilmasini
saglamak amaciyla bir dizi ¢aligmalar yapmaktadir. Tiirkiye'de 6nerilen yeni agiz ve dis
sagligi uygulamalarinda, bu hizmetlerin nasil saglanacagina dair yeterince esneklik
sunulmakta ve agi1z ve dis saglig1 hizmetlerini giiclendirmek i¢in daha fazla kaynak vaat
edilmektedir.®

Dis ve disi tastyan dokularin hastaliklari, tilkemizde oldugu gibi diinyanin hemen
hemen biitiin tlkelerinde en sik rastlanan saglik sorunlaridir. Ayrica bu hastaliklar
olimcil olmadiklarindan pek 6nemsenmemektedirler. Oysaki agiz ve dis sagligi, genel
saghigin bir bolumiini olusturmakta ve diger bazi ozellikleriyle de 6nemli bir halk
saglig1 konusu olmaktadir.”

Diinya Saglik Orgiiti’'niin 2003 tarihli Rapor'unda agiz ve dis hastalig1 yiikiiniin
en yogun olarak gelismekte olan tilkelerin ve bu iilkelerdeki alt sosyal simiflarinin
tizerinde oldugunu gostermektedir. Ag1z ve dis sagliginin sosyoekonomik degiskenler ile
iligkisini degerlendiren c¢aligmalarda sagligin diger alanlarina gore daha derin
esitsizlikler ile karsilagilmaktadir.®

2015 yilina gelindiginde, “Saglikta Doniisiim Projesi’ne paralel bir sekilde, agiz ve
dis sagligi hizmet sunumu, agirlikli olarak kamusal alana ge¢mistir. 2003 yilinda
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baglatilan “Saglikta Dontisim Programi”, saglik alaninin yeniden diizenlenmesini
saglama yolunda atilmig modern bir adimdir. “Saglikta Doniistim Programi’nin amaci,
saglik hizmetlerinin etkili, verimli ve hakkaniyete uygun bir sekilde organize edilmesi,
finansmaninin saglanmasi ve sunulmasidir.®

Agiz ve dis sagligi hizmetleri i¢in ayrilan kaynagin saglik harcamalar i¢indeki
orant 2002 yilinda %4,8 iken, 2013 yilinda %s5,3’e ¢ikmistir. Bu donemde saglik
harcamalar %349,5 artmigken, agiz ve dis saglig1 harcamalar1 %403 oraninda artmaigtir.9
2002-2013 doneminde yiiriitilen 2002 yilinda 14 ADSM (Agiz ve Dis Saghigi Merkezi), 1
Agiz ve Dis Hastanesi (ADSH) ve 3211 dis hekimi varken, bu sayilar zaman iginde
artarak, 2014 yilina gelindiginde 137 ADSM, 6 ADSH ve 7750 dis hekimine
ytikselmigtir.’o"

Turkiye'de agiz ve dis hizmetlerinin finansman yapist karma ozellik
gostermektedir. Sistemin finansmaninda 2013 yili itibar1 ile kamunun pay1 6zel
harcamalarin paymi ge¢mistir. Oysa 2002 yilinda Tiirkiyede agiz ve dis saglig:
hizmetlerinin temel finansman kaynagi 6zel harcamalardan olugsmaktaydi. Tiirkiye'de
2002 yilinda her 100 TLlik agiz ve dis sagligi hizmetleri harcamasinin 77 TL'si 6zel
harcamalardan olusuyorken, bu oran 2013 yilinda 49 TL'ye diismtistiir.®

2003 yilindan itibaren Tiirkiye'de agiz ve dis hizmetlerinin finansmani agisindan
onemli reformlar yapilmistir. 2003 yili 6ncesi oldukga pahali bir yapiya sahip sosyal
giivenlik kurumlar i¢in norm birliginin saglanmasi ve stirdirtilebilir bir sosyal gtivenlik
sistemi olusturulmasi amaciyla, Sosyal Sigortalar Kurumu(SSK) Bagkanligi, Emekli
Sandig1 Genel Miidiirliigii ve BAG-KUR Genel Miidiirliigirnii ayn1 cat1 altinda toplayan
Sosyal Giivenlik Kurumu (SGK) Bagkanlhigi kurulmustur. Bu reformla sigorta hak ve
yukiimliliklerinin esitlendigi, mali olarak siirdiiriilebilir tek bir emeklilik ve saglik
sigortas1 sisteminin kurulmasi ongorilmistir. Bu ti¢ kurumun ilag geri 0deme
uygulamalar1 2007 yilinda birlestirilmis, 2010 yilinda devlet memurlari ve 2012 yilinda ise
yesil kart bu ¢at1 altinda toplanmigstir. Bu donemde, hizmete erisimin 6niindeki engeller
kaldirilmistir.®

Materyal ve Metot

Bu kesitsel ¢alismada agiz ve dis sagligi hizmetlerindeki tahakkuk miktarlari,
Tirkiye genelindeki ADSH-ADSH’lerden toplanarak (2012-2013 tarihlerindeki veriler)
degerlendirilmistir. Arastirma kapsamina, Saglik Bakanligina bagli olarak c¢alisan ve
agiz-dis sagligr hizmetlerinde temel vyapiyr olusturan ADSM-ADSH alinmistir.
Tiirkiye'de 2014 yilinda toplam 18.070 dis tiniti bulunmaktadir. Bunlarin 7.659 (%42,39)
tanesi Saglik Bakanligr'na aittir. ADSM'ler toplam 4.872 tinit, ADSH'ler ise toplam 846
init kapasitesine sahiptir.> Tiirkiye pratiginde ADSM’ler agiz ve dis saglig1 hizmetlerinde
birinci basamak bagvurularin karsilandigi merkezlerdir. Saglik Bakanligi biinyesinde
bulunan hastane dis poliklinikleri ile diger sektorlere ait hizmet birimleri (liniversite,
ozel sektor ve diger kurumlar) ¢alisma kapsaminin disinda birakilmigtir. Tiirkiye'de 2014
yilinda toplam 37.925.956 dis hekimligi poliklinik hizmeti verilmistir. Bu hizmetin
24.204.2771lik kismi ADSM-ADSH’lerde sunulmustur. Sonu¢ olarak; arastirmanin
evrenini olusturan ADSM-ADSH'ler Tirkiye'deki tiim dis hekimligi poliklinik
hizmetlerinin %63,82’sini ve dig tinitlerinin %42,39'unu ve kapsamaktadir. Evrenin timi
arastirma kapsamina alinmis olup, evrenden 6rneklem se¢gme yoluna gidilmemistir.
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Tablo 1. Istatistiki Bolge Birimleri Siniflandirmasi (IBBS-1)

Diizey1 Diizey 2 Diizey 3
1 Istanbul Istanbul Alt Bolgesi Istanbul
Ankara Alt Bolgesi Ankara
2 Bat1 Anadolu
Konya Alt Bolgesi Konya, Karaman
Bursa Alt Bolgesi Bursa, Eskisehir, Bilecik
T ocaciANBolgest | pieeh S b
[zmir Alt Bolgesi [zmir
1 Ege B —
Aydin Alt Bolgesi Aydin, Denizli, Mugla
Manisa Alt Bolgesi Manisa, Afyon, Kiitahya, Usak
5 Bat1 Marmara Tekirdag Alt Bolgesi Tekirdag, Edirne, Kirklareli
Balikesir Alt Bolgesi Balikesir, Canakkale
Antalya Alt Bolgesi Antalya, Isparta, Burdur
6 Akdeniz Adana Alt Bolgesi Adana, Mersin
Hatay Alt Bolgesi g::s;]’n Ii(yaehramanmaras,
Zonguldak Alt Bolgesi Zonguldak, Karabiik, Bartin
7 Bat1 Karadeniz Kastamonu Alt Bolgesi Kastamonu, Cankiri, Sinop
Samsun Alt Bolgesi Samsun, Tokat, Corum, Amasya
8 Orta Anadolu Kirrkkale Alt Bolgesi EI;III;EE::: 1?11:;2;1‘? Nigde
Kayseri Alt Bolgesi Kayseri, Sivas, Yozgat
9 Dogu Karadeniz | Trabzon Alt Bolgesi zrri\l:izrinéi?rﬁil;’hggeesun, Rize,
) . Gaziantep Alt Bolgesi Gaziantep, Adiyaman, Kilis
10 iﬁggiﬁ?gu Sanliurfa Alt Bolgesi Sanliurfa, Diyarbakir
Mardin Alt Bolgesi Mardin, Batman, Sirnak, Siirt
Ortadogu Malatya Alt Bolgesi Malatya, Elaz1g, Bingol, Tunceli
. Anadolu Van Alt Bolgesi Van, Mus, Bitlis, Hakkari
Kuzeydogu Erzurum Alt Bolgesi Erzurum, Erzincan, Bayburt
= Anadolu Agr1 Alt Bolgesi Agni, Kars, 1gdir, Ardahan

Verilerin toplanmasi:

ADSM-ADSH’lerdeki veriler, arastirma merkezimiz tarafindan 2010 yilindan
baslayarak 4 yil boyunca aylik olarak toplanmistir. Toplanan data havuzundan alinan
veriler, 2015 yilinda analiz edilmeye baslamistir. Veriler 81 ilde hizmet veren toplam 137
ADSM ve 6 ADSH’den, 4 yil boyunca toplanmustir.
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Aragtirma i¢in, Saglik Bakanligi Kamu Hastaneleri Kurumu'ndan izin alinmaistir.
Yildirnm Beyazit Universitesi Etik Kurulu'ndan o4/21-24 oturum/sirasinda, 28.08.2015
karar tarihi ve 110-113 karar no ile arastirma izni alinmistir.

Bu calisma, Istatistiki Bolge Birimleri Simiflandirmasi-1 (IBBS-1) géz o6niine
alinarak tasarlanmigtir. Avrupa Birligi (AB)'ne detayl veriler sunmak tizere Eurostat
(Avrupa Birligi Istatistik Ofisi) tarafindan 1970’li yillarin ortalarinda olusturulan
[BBS'nin temel amaci; bolgesel tabanl olacak sekilde istatistikleri toplamak, sosyo-
ekonomik analizler yapmak ve topluma yonelik bolgesel politikalarin c¢ercevesini
olusturmaktir. IBBS siniflandirmasinda iller "Diizey 3" olarak tanimlanmis; ekonomik,
sosyal ve cografi yonden benzerlik gosteren komsu iller ise bolgesel kalkinma planlar
ve niifus biiytikliikleri dikkate alinarak "Diizey 1" ve "Diizey 2" olarak gruplandirilarak,
hiyerarsik IBBS yapilmistir. Diizey 1 Istatistiki Bolge Birimleri ise "Diizey 2" Istatistiki
Bolge Birimlerinin gruplandirilmasi sonucu tanimlanmis olup, 12 adettir ve kamusal
alandaki tiim bélge tabanl calismalarda artik iBBS calismasi esas alinmaktadir.> Bu
calisma, IBBS-1 siniflandirmasi goz oniine alinarak tasarlanmustir.

Tablo 2. Yillara ve IBBS-1e Gére ADSM-ADSH’lerinde Gerceklesen Tahakkuk Rakamlars,
TL (Nominal Rakamlar)

Bolgeler 2010 2011 2012 2013 =010-20°3
Fark (%)
Akdeniz 68.817.633 108.315.781 140.880.293 148.920.116 16,40
Bat1 Karadeniz 50.681.236 82.095.629 96.752.478 102.272.235 101,80
Bat1 Anadolu 109.464.827 | 153.057.752 182.259.949 | 192.578.202 75,93
Kuzeydogu Anadolu | 17.668.753 27.341.928 32.687.185 32.827.734 85,80
Gilineydogu Anadolu | 52.765.887 84.336.939 99.602.376 105.381.984 99,72
Ege 98.247.851 143.801.365 165.119.192 176.445.463 79,59
Dogu Marmara 81.522.045 119.273.536 139.170.581 144.741.925 77,55
Bat1 Marmara 16.121.239 30.875.631 40.210.419 44.149.745 173,86
Dogu Karadeniz 24.328.217 37.663.339 39.309.936 41.546.278 70,77
Istanbul 79.385.857 109.843.648 133.190.978 12.8842.810 62,30
Ortadogu Anadolu 37.700.854 49.801.375 49.856.710 60.385.412 60,17
Orta Anadolu 38.184.624 55.890.876 64.236.921 69.196.440 81,22
Total 674.889.023 | 1.002.297.799 | 1.183.277.019 | 1.247.288.343 84,81

Istatistiksel Yontem:

Veriler, bilgisayara islenerek tek boyutlu ve iki boyutlu tablolar seklinde
sunulmus, istatistiksel analizler IBM-SPSS for Windows Version 22.0 paket
programinda yapilmistir.

Eldeki veriler kitle verisi oldugundan, yani herhangi bir 6rneklem c¢ekimi
islemine gidilmediginden, elde edilen veriler iizerinde herhangi bir hipotez testi
uygulanmamistir ve karsilagtirma yapilmamistir. Sonuglar, bir onceki yila gore
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“artmistir” veya “azalmistir” seklinde yorumlanmis, bolgeler ise salt rakamlar ve oranlar
tizerinden kiyaslanmistir.

ADSM-ADSH’lerinin 2010 ve 2013 yillar1 arasinda gergeklestirmis olduklar
toplam cari tahakkuk rakamlar1 ile hasta ve hekim basina olusan cari tahakkuk
rakamlari, 2013 yili baz alinarak enflasyon etkisinden arindirilarak incelenmistir.
Enflasyon etkisinden arindirma amaciyla TUIK tarafindan yayinlanan TUFE endeksi
kullanilmigtir. Her yilin y1l sonu endeks degeri sabit yil olan 2013 yili yil sonu endeks
rakamina bollinerek dontigtiirme katsayilari elde edilmistir. Cari yillarda gergeklesen
tahakkuk rakamlari, elde edilen dontistiirme katsayilarina oranlanarak her yil i¢in 2013
yilina gore enflasyon etkisinden arindirilmis reel tahakkuk rakamlari elde edilmistir.

Bulgular

2010-2013 yillar1 arasinda ADSM-ADSH’lerinde gerceklesen nominal tahakkuk
rakamlarinda tiim bolgelerde bir artig oldugu goriilmektedir (Tablo 2). Toplam rakamlar
acisindan en fazla tahakkukun gerceklestigi bolge 637.360.730,62 TL ile Bat1 Anadolu
Bolgesidir. En az tahakkukun gergeklestigi bolge ise 110.525.599,21 TL ile Kuzeydogu
Anadolu Bolgesidir (Tablo 3).

Tablo 3. Yillara ve IBBS-1e Gére ADSM-ADSH’lerinde Gerceklesen Tahakkuk Rakamlars,
TL (2013 Yili Rakamlar ile Enflasyondan Arindirilmig Reel Rakamlar)

2010 2011 2012 2013 21:;13(_2(22)3
Akdeniz 86.664.427 123.502.101 151.306.082 148.920.116 71,84
Bat1 Karadeniz 63.824.635 93.605.775 103.912.606 102.272.235 60,24
Bat1 Anadolu 137.852.846 174.517.081 195.748.023 192.578.202 39,70
Kuzeydogu Anadolu | 22.250.873 31.175.379 35.106.186 32.827.734 47,53
Gilineydogu Anadolu| 66.449.908 06.161.326 106.973.410 | 105.381.984 58,59
Ege 123.726.919 163.962.911 177.338.771 176.445.463 42,61
Dogu Marmara 102.663.534 135.996.179 | 149.469.844 | 144.741.925 40,99
Bat1 Marmara 20.302.034 35.204.522 43.186.175 44.149.745 117,46
Dogu Karadeniz 30.637.365 42.943.895 42.219.052 41.546.278 35,61
Istanbul 99.973.357 125.244.182 143.047.722 128.842.8 10 28,88
Ortadogu Anadolu 47-477.990 56.783.733 53.546.336 60.385.412 27,19
Orta Anadolu 48.087.219 63.727.008 68.990.748 69.196.440 43,90
Total 849.911.109 | 1.142.824.092 | 1.270.844.957 | 1.247.288.343 46,76

2010-2013 yillar1 arasinda ADSM-ADSH’lerinde gerceklesen reel tahakkuk
rakamlar1 incelendiginde, 2013 yilina kadar Dogu Karadeniz ve Ortadogu Anadolu
bolgeleri disindaki tiim bolgelerde %35’in tizerinde bir artis oldugu goriilmektedir. 2013
yilinda 2012 yilina gore Bat1i Marmara, Ortadogu Anadolu ve Orta Anadolu disindaki
bélgelerde reel tahakkuk rakamlarinda bir azalma oldugu goériilmektedir. Ilgili dért yilin
toplaminda reel rakamlarla ADSM-ADSH’lerinde 4.510.868.500,45 TL tahakkuk
gerceklesmistir. Toplam rakamlar agisindan en fazla tahakkukun gergeklestigi bolge
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700.696.152,86 TL ile Bat1 Anadolu Bolgesidir. En az tahakkukun gerceklestigi bolge ise
121.360.171,72 TL ile Kuzeydogu Anadolu Bélgesidir. Incelenen 4 yilda tiim bolgelerde
reel rakamlarla toplam 4.510.868.500,45 TL tahakkuk gerceklesmis olup, en yiiksek
tahakkuk miktar1 700.696.152,86 TL ile Bat1 Anadolu, en distik tahakkuk miktar ise
121.360.171,72 TL ile Kuzeydogu Anadolu Bolgesinde gerceklesmistir. 2010-2013 yillari
arasinda en fazla artis % 117 ile Bat1 Marmara Bolgesinde gerceklesmistir. En az artis ise,
% 27 Ortadogu Anadolu Bolgesinde olmustur.

Tablo 4'te 2010 ve 2013 yillar1 arasinda ADSM-ADSH’lerinde ger¢eklesen hasta
bas1 tahakkuk rakamlari verilmistir. Nominal rakamlarla incelendiginde hasta basina en
yiksek tahakkuk miktarinin tim yillarda Bati Anadolu Bolgesinde gerceklestigi
gortilmektedir. En disiik hasta basi tahakkuk miktar: ise tiim yillarda Kuzeydogu
Anadolu boélgesinde gergeklesmistir. Yillara gore hasta basi tahakkuk rakamlarinin artis
trendine bakildiginda Istanbul’'da 2013 yilinda goriilen diisiis haricinde tiim bolgelerde
bir artis s6z konusudur. 2010-2013 yillar1 arasinda en fazla artis % 92 ile Bati Marmara
Bolgesinde gerceklesmistir. En az artis ise, %25 ile Ortadogu Anadolu Bolgesinde
olmustur.

Tablo 4. Yillara ve IBBS-1'e Gére ADSM-ADSH’lerinde Gerceklesen Hasta Basi Tahakkuk
Rakamlari, TL (Nominal Rakamlar)

Bolgeler 2010 2011 2012 2013 2010-20'3
Fark (%)
Akdeniz 48,72 55,10 64,89 65,94 35,34
Bat1 Karadeniz 47,08 65,99 72,23 75,77 60,94
Bat1 Anadolu 81,29 104,38 01,76 105,05 29,23
Kuzeydogu Anadolu 35,34 46,69 54,67 52,47 48,47
Gilineydogu Anadolu 45,43 55,52 58,42 62,70 38,01
Ege 62,66 75,92 78,43 80,03 27,72
Dogu Marmara 51,33 66,43 69,03 69,46 35,32
Bat1 Marmara 37,96 61,93 71,15 72,97 92,23
Dogu Karadeniz 53,59 65,97 66,50 72,64 35,55
Istanbul 65,74 71,02 84,17 83,50 27,02
Ortadogu Anadolu 58,58 72,48 72,31 73,26 25,06
Orta Anadolu 49,11 59,76 62,94 64,40 31,13
Toplam 54,36 68,12 71,17 73,97 36,07

Tablo 5'te 2010 ve 2013 yillar1 arasinda ADSM-ADSH’lerinde gerceklesen 2013 yili
baz alinarak enflasyondan arindirilmis rakamlarla hasta bagi tahakkuk rakamlar:
verilmistir. Reel rakamlarla incelendiginde hasta basina en yiiksek tahakkuk miktarinin
tim yillarda Bat1 Anadolu Bolgesinde gerceklestigi goriilmektedir. En diisiik hasta bagi
tahakkuk miktar1 ise tiim yillarda Kuzeydogu Anadolu bolgesinde gerceklesmistir.
Yillara gore hasta bagi tahakkuk rakamlarinin artis trendine bakildiginda genel olarak
tiim bolgelerde bir artis s6z konusu olmakla birlikte, 2013 yilinda Bat1 Anadolu ve Dogu
Karadeniz bolgeleri disinda kalan tiim bolgelerde hasta basina tahakkuk rakamlarinda
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bir diislis oldugu gortilmektedir. 2010-2013 yillar1 arasinda en fazla artis % 52 ile Bati
Marmara Bolgesinde ger¢eklesmistir. Ortadogu Anadolu Bolgesi'nde ise %0,69 oraninda

bir azalma yaganmustir.

Tablo 5. Yillara ve iBBS-1'e Gére ADSM-ADSH’lerinde Gerceklesen Hasta Bas1 Tahakkuk
Rakamlari, TL (2013 Yili Rakamlari ile Enflasyondan Arindirilmig Reel Rakamlar)

Bolgeler 2010 2011 2012 2013 201072013
Fark (%)
Akdeniz 61,36 62,83 69,69 65,94 7,46
Bat1 Karadeniz 59,29 75,24 77,57 75,77 27,80
Bat1 Anadolu 102,37 119,01 98,55 105,05 2,62
Kuzeydogu Anadolu 44,51 53,24 58,71 52,47 17,88
Gilineydogu Anadolu 57,21 63,31 62,74 62,70 9,60
Ege 78,91 86,56 84,24 80,03 1,42
Dogu Marmara 64,65 75,75 74,14 69,46 7,44
Bat1 Marmara 47,81 70,61 76,41 72,97 52,62
Dogu Karadeniz 67,49 75,22 71,43 72,64 7,63
[stanbul 82,79 80,97 90,40 83,50 0,86
Ortadogu Anadolu 73,77 82,64 77,66 73,26 -0,69
Orta Anadolu 61,85 68,14 67,60 64,40 4,12
Total 68,45 77,67 70,43 73,97 8,00

Tablo 6. Yillara ve IBBS-1e Goére ADSM- ADSH’lerinde Gerceklesen Hekim Bast
Tahakkuk Rakamlari, TL (Nominal Rakamlar)

Bolgeler 2010 2011 2012 2013 201g-20"3
Fark (%)
Akdeniz 15.264,05 20.311,88 23.222,97 24.565,09 60,93
Bat1 Karadeniz 17.214,68 23.893,97 23.494,64 24.636,68 43,11
Bat1 Anadolu 15.043,27 19.002,27 20.499,50 21.997,39 46,23
Kuzeydogu Anadolu 14.535,12 16.886,76 22.821,51 22.726,81 56,36
Gilineydogu Anadolu 17.787,19 23.972,64 26.399,41 24.463,62 37,54
Ege 15.857,97 21.441,33 23.453,14 24.537,32 54,73
Dogu Marmara 16.434,23 21.853,40 23.486,81 22.954,68 39,68
Bat1 Marmara 16.397,96 21.217,99 23.105,20 24.325,06 48,34
Dogu Karadeniz 16.829,35 23.184,87 22.727,22 22.125,44 31,47
Istanbul 17.771,62 24.235,39 23.459,87 22.179,03 24,80
Ortadogu Anadolu 23.050,29 27.705,80 28.011,47 25.277,86 9,66
Orta Anadolu 16.278,66 19.982,95 20.731,21 23.439,55 43,99
Toplam 16.695,18 21.816,57 23.430,59 23.733,42 42,16
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Tablo 6'da 2010 ve 2013 yillar1 arasinda ADSM-ADSH’lerinde ger¢eklesen hekim
basi tahakkuk rakamlar1 verilmistir. Nominal rakamlarla incelendiginde hekim basina
en yiiksek tahakkuk miktarinin tiim yillarda Ortadogu Anadolu Bolgesinde gerceklestigi
gortilmektedir. En diisiik hekim basi tahakkuk miktar: ise tiim yillarda Bati Anadolu
bolgesinde gerceklesmistir.  Yillara gore hekim bagi tahakkuk rakamlarinin artig
trendine bakildiginda Giineydogu Anadolu, Dogu Marmara, Dogu Karadeniz, Istanbul
ve Ortadogu Anadolu Bolgelerinde goriilen dalgali seyir disinda, tiim bolgelerde bir artig
s0z konusudur. 2010-2013 yillar1 arasinda en fazla artis %0173 ile Bat1 Marmara Bolgesinde
gerceklesmistir. En az artis ise, %60 ile Ortadogu Anadolu Bolgesi'nde olmustur.

Tablo 7. Yillara ve IBBS-1e Goére ADSM-ADSH’lerinde Gerceklesen Hekim Basi
Tahakkuk Rakamlari, TL (2013 Yili Rakamlar ile Enflasyondan Arindirilmis Reel
Rakamlar)

Bolgeler 2010 2011 2012 2013 201072013
Fark(%)
Akdeniz 19.222,55 23.159,69 24.941,57 24.565,09 27,79
Bat1 Karadeniz 21.679,04 27.244,01 25.233,35 24.636,68 13,64
Bat1 Anadolu 18.944,51 21.666,47 22.016,56 21.997,39 16,11
Kuzeydogu Anadolu 18.304,58 19.254,35 24.510,40 22.726,81 24,16
Giineydogu Anadolu 22.400,02 27.333,70 28.353,09 24.463,62 9,21
Ege 19.970,48 24.447,49 25.188,78 24.537,32 22,87
Dogu Marmara 20.696,20 24.917,34 25.224,94 22.954,68 10,91
Bat1 Marmara 20.650,52 24.192,84 24.815,09 24.325,06 17,79
Dogu Karadeniz 21.193,78 26.435,49 24.409,14 22.125,44 4,40
[stanbul 22.380,42 27.633,29 25.196,01 22.179,03 -0,90
Ortadogu Anadolu 29.028,03 31.590,27 30.084,44 25.277,86 12,92
Orta Anadolu 20.500,28 | 22.784,64 | 22.265,42 23.439,55 14,34
Total 21.024,82 24.875,35 25.164,56 23.733,42 12,88

Tablo 7de 2010 ve 2013 yillar1 arasinda ADSM-ADSH’lerinde gerceklesen 2013 yili
baz alinarak enflasyondan arindirilmis rakamlarla hekim bagi tahakkuk rakamlar:
verilmistir. Reel rakamlarla incelendiginde hekim basina en yiiksek tahakkuk miktarinin
Ortadogu Anadolu boélgesinde gerceklestigi goriilmektedir. Ancak ytlizdesel olarak 2010
yilina gore distis yasanmugtir. En diisitk hekim bagi tahakkuk miktar: ise 2010 ve 201
yillarinda Kuzeydogu Anadolu Bolgesinde, 2012 ve 2013 yillarinda ise Bati Anadolu
Bolgesinde gerceklesmistir. Yillara gore hekim basi tahakkuk rakamlarinin artis trendine
bakildiginda genel olarak tiim bolgelerde bir artis s6z konusu olmakla birlikte, 2013
yilinda Orta Anadolu Bolgesi disinda kalan tiim bolgelerde hasta basina tahakkuk
rakamlarinda bir diisiis oldugu goriilmektedir.

Tartisma

2002-2013 doneminde saglik harcamalar1 %349,5 artmis iken ayni donemdeki
agiz ve dis saglig1 harcamalar1 %403 oraninda artmaistir. 2002 yilina gore 2013 yilinda agiz
ve dis saglig1 harcamalarinda nominal olarak 4 kat, reel olarak ise 0,8 kat artmistir. Agiz
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ve dis saglig1 harcamalarinin saglik harcamalari i¢indeki pay1 2002 yilinda 4,8 iken 2013
yilinda 5,3%e ¢ikmistir. Tirkiye'de 2002 yilinda agiz ve dis sagligi hizmetlerinin
finansmamn biiytik 6l¢iide 6zel harcamalarla finanse edilirken, bu durum yillar itibariyle
¢ok onemli degisiklikler gostermistir. 2002 yilinda, agiz ve dis sagligi hizmetlerinin
finansmaninin %77’si 6zel sektor tarafindan karsilanirken, bu durum yillar itibari ile
¢ok onemli degisiklikler gostererek 2013 yilina gelindiginde 6zel sektor payr %49’a
gerilemis, kamu pay1 ise %s51’e yiikselmistir.9

2010-2013 yillar1 arasinda ADSM-ADSH’lerinde gerceklesen tahakkuk rakamlar:
incelendiginde reel rakamlarla 2013 yilina kadar Ortadogu Anadolu ve Dogu Karadeniz
bolgeleri disindaki tiim bolgelerde bir artis oldugu goriilmektedir (Tablo 3). Gerek
nominal rakamlarda olsun gerekse reel rakamlarda olsun, bolgeler arasindaki bu farklar
bolgelerin sosyo-ekonomik gelismislik endeks degeri ve gelismislik siralamasi ile
uyumludur.B

Yillara gore hasta basi tahakkuk rakamlarinin artig trendine bakildiginda genel
olarak tiim bolgelerde bir artig s6z konusu olmakla birlikte, 2013 yilinda Bat1 Anadolu ve
Dogu Karadeniz bolgeleri disinda kalan tiim bolgelerde hasta bagina tahakkuk
rakamlarinda bir disiis oldugu goriilmektedir. Bu distsiin ilgili yilin yilsonu enflasyon
endeksinin oOnceki yila gore daha yliksek diizeyde gerceklesmesiyle ilgili oldugu
distinilmektedir. 2010-2013 yillar1 arasinda en fazla artis %52 ile Bati Marmara
Bolgesinde gerceklesmistir. Ortadogu Anadolu Bolgesinde ise %0,69 oraninda bir
azalma yasanmustir (Tablo 5). Gerek nominal rakamlarda olsun gerekse reel rakamlarda
olsun, bolgeler arasindaki bu farklar bolgelerin sosyo-ekonomik gelismislik endeks
degeri ve gelismislik siralamasi ile uyumludur.

Saglik Bakanligina bagli saglik tesislerinde muayene basi agiz ve dis saglig
harcamalar1 nominal olarak 0,8 kat artarken reel olarak ise 0,3 kat diismistiir. Saglik
Bakanligina bagl saglik tesislerinde muayene basi agiz ve dis sagligi harcamalar reel
olarak 2002 yilinda 97TL iken 2013 yilinda 64TL’ye dismistiir.°

Yillara gore hekim basi tahakkuk rakamlarinin artis trendine bakildiginda
Giineydogu Anadolu, Dogu Marmara, Dogu Karadeniz, istanbul ve Ortadogu Anadolu
Bolgelerinde goriilen dalgal: seyir disinda, tiim bolgelerde bir artis s6z konusudur. 2010-
2013 yillar1 arasinda en fazla artis %173 ile Bat1 Marmara Bolgesinde ger¢eklesmistir. En
az artig ise, %60 ile Ortadogu Anadolu Bolgesinde olmustur. Nominal ve reel
rakamlarda goriilen bolgeler arasindaki farklar, bolgelerin sosyo-ekonomik gelismislik
endeks degeri ve gelismislik siralamasi ile uyumludur.B

Yillara gore hekim basi tahakkuk rakamlarinin artis trendine bakildiginda genel
olarak tiim bolgelerde bir artis s6z konusu olmakla birlikte, 2013 yilinda Orta Anadolu
Bolgesi disinda kalan tiim bolgelerde hasta bagina tahakkuk rakamlarinda bir distis
oldugu gorillmektedir. Bu dististin ilgili yilin yilsonu enflasyon endeksinin 6nceki yila
gore daha yiiksek diizeyde gerceklesmesiyle ilgili oldugu distiniilmektedir.

Gelismislik endeks degeri yiiksek olup, gelismislik siralamasinda 6n siralarda yer
alan illerin yer aldig1 bolgelerde dis hekimi sayisi goreceli olarak daha fazla oldugundan
dolay1 hekim basina diisen tahakkuk miktarlar1 da daha distik seyretmektedir.

Tirkiye'de, agiz ve dis sagligi harcamalar iginde cepten yapilan harcamalarin
oran1 OECD {ilkeleriyle karsilastirildiginda, OECD ortalamasi, %55,1 iken, Tiirkiye'deki
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oran %40,8'dir. Tiirkiye'de, agiz ve dis sagligi harcamalarinin gayri safi yurtici hasila
(GSYH) igindeki orani, Avrupa Birligi(AB) tilkeleriyle kargilastinldiginda, AB ortalamasi
%0,40 iken, Tiirkiye'deki oran %o,31dir. Tiirkiye'de, kisi basi agiz ve dis saglig:
harcamalarinin GSYH igindeki oraninin AB ortalamasi %257, Tiirkiye’deki oran %55'dir.°

Sonuc ve Oneriler:

Bu calismanin kapsadigi zaman dilimini de i¢inde barindiran, 2002-2013
doneminde yiiriitiilen Tiirkiye Saglikta Doniisiim Programu ile Tiirkiye, agiz ve dis sagligi
hizmetlerini de kapsayan saglik sistemi ve finansman yapisindan, hizmet anlayisina,
vatandasin beklentisinden, personel davraniglarina, ayrilan kaynak miktarindan,
finansal stirdiiriilebilirlige kadar oldukea farkl bir yere gelmistir. Bu program ile saglik
alaninda Tiirkiye'de 6nemli bir dontistim yasanmustir.'4 Agiz ve dis saglig1 hizmetlerinin
finasmaninda yagsanan gelismeler sayesinde her ile en az bir agiz ve dis sagligi merkezi
acilmistir. 2002 yilinda 14 olan agiz ve dis saglig1 merkezi sayisi 2013 yilinda 127'ye; 1 olan
dis hastanesi sayisi ise 5'e cikarilmistir. Dis hekimi istihdami bir katin {izerinde
arttirdmistir. Agiz ve dis sagligi hizmetlerinde ve finasmaninda boélgeler arasi bazi
farklar s6z konusu olsa bile, uygulanan vatandas odakli politikalarla hizmet sunum
kapasitesi artirilmig, hizmete erisim kolaylastirilmigtir.'4

Ag1z ve dis sagligr hizmetlerinde daha biiyiik ve kalic1 gelismeler yasanabilmesi
icin koruyucu agiz ve dis sagligi hizmetlerinin 6n plana alinmasi gerekliligi yadsinamaz
bir gercektir. Koruyucu agiz ve dis sagligi hizmetlerinin, tedavi edici agiz ve dis saglig
hizmetlerine gore cok diisiik saglik harcamalariyla finanse edilebilen hizmetler olmasi,
yapilan harcamalarin ¢ok kisa bir stirede kamu agiz ve dis sagligi harcamalarinda ciddi
indirimler saglamasi, daha otesinde genel saglik harcamalarinda da ciddi indirimlere yol
acmast nedeniyle, koruyucu agiz ve dis sagligi hizmetleri, tilkemizin saglik politikasinin
temel hedeflerinden biri olarak kabul edilmelidir. Gelismis tilkelerde 1980’lerden sonra
onem kazanarak hizla uygulamaya gegirilen koruyucu agiz ve dis sagligi hizmetleri, ne
yazik ki Turkiye'de halen sistematik bir bicimde sunulamamaktadir. Tirkiye'de agiz ve
dis sagligi hizmetlerinin sunumu daha cok tedavi edici agiz ve dis sagligi hizmetleri
agirliklidir. Koruyucu agiz ve dis sagligi hizmetleri sunumu, hem diistik maliyetleri hem
de genel saglik tizerindeki olumlu etkileri nedeniyle, agiz ve dis sagligi hizmetleri
sunumunda tedavi edici hizmetlere gore 6ncelikli olarak tercih edilmesi gereken yontem
olarak kabul edilmektedir. Koruyucu agiz ve dis saglig1 hizmetlerinin, tedavi edici agiz
ve dis saglhigr hizmetlerine gore oOncelikli olarak tercih edilmesi, toplam saglik
harcamalarindan agiz ve dis sagligi hizmetleri i¢in ayrilan paylar1 6nemli Olgiide
azaltacaktir. Yapilan arastirmalar, koruyucu agiz dis sagligi i¢in yapilan her 1 $
harcamanin; restoratif ve acil tedaviler ve potansiyel ¢cok sayida tibbi tedavi i¢in ileride
yapilacak 8 ila 50 $ arasindaki bir harcamay1 ortadan kaldirdigini ortaya koymaktadir.’>
Bugiin agiz dis saglig1 sorunlarina ¢6ziim getirebilmis olan gelismis iilkeler, bu basariya,
saglik hizmetlerini koruyucu agirlikli olarak planlamalari ve sunmalari sayesinde
ulagsmislardir.’s

Agiz ve dis sagligr hizmetlerinin hedefi, oncelikle bugtinkii durumu ve halkin
agiz, dis sagligi konusundaki saglik durumu ve bilincinin ortaya konulmasi gereklidir.
Halkin %go’inin agiz ve dis saglig1 sorunu yasadig1 bugiinkii ortamda, agiz ve dis sagligi
hizmetlerinde mevcut calisanlarin sayisinin arttirilmasi yaninda halkin agiz ve dis
sagligi konusunda ki bilin¢g diizeyini artiracak agiz bakimi konusunda farkindalik
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olusturacak faaliyetlerin ve politikalarin 6ncelenmesi, agiz ve dis sagligi hizmetlerinin
gelecegi agisindan elzemdir.9

Turkiye'de agiz ve dis sagliginin gelismis tilkeler seviyesine ulagabilmesi i¢in aile

dis hekimligi sistemi uygulamaya alinmalidir?. Aile dis hekimligi sistemi ile koruyucu
agiz ve dis sagligi hizmetlerinin yayginlastirilmasi, 2. ve 3. basamak agiz ve dis saglig:
hizmeti veren merkezlerdeki yogunlugun azaltilmasi ve ileri diizey tedavilerin
gerektirdigi daha ytliksek maliyetlerin 6nlenmesi hedeflenmektedir.9
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Role of Renal Resistive Index in Predicting the Severity of Coronary Artery
Disease in Patients with Mild to Moderate Renal Insufficiency
Renal Resistive Indeks’in Hafif Orta Bobrek Yetersizligi Olan Koroner Arter
Hastalarinda Hastalik Siddetini Belirlemedeki Yeri
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Abstract

Objectives: The aim of this study was to determine the renal resistive index (RRI) in patients with mild
to moderate renal insufficiency, and to investigate the relationship between RRI and the severity of
coronary artery disease (CAD) and renal function.

Materials and Methods: The study included 76 patients diagnosed with CAD on coronary
angiography. The patients comprised 41 males and 35 females. Renal resistive index was determined
using renal Doppler ultrasonography (RDU). Renal length, width, and parenchymal thickness was
measured. The severity of CAD was graded according to Gensini score, and the patients were divided
into two groups: mild atherosclerosis (Gensini score <20 points) and severe atherosclerosis (Gensini
score 220 points). The estimated glomerular filtration rate (eGFR) was calculated for each patient. Based
on GFR stage, the patients were divided into three groups, and the relationship between RRI and GFR
stage was investigated.

Results: Gensini scores indicated that the RRI was significantly higher in the patients with severe CAD
compared to those with mild CAD [0.62 (0.58-0.71)] vs. [0.71 (0.63-0.78)], p<0.001). No significant
differences were observed in renal length, width, and parenchymal thickness. The eGFR was
significantly lower in the patients with severe CAD compared to those with mild CAD (p=0.02). Grading
of the patients based on GFR values indicated a significant correlation between GFR and RRI. RRI was
[0.63(0.59-0.68)] in patients with stage 1 (GFR = 9o), was [0.77(0.71-0.84)] in patients with stage 2 (GFR
60-89) and was [0.81(0.73-0.85)] in patients with stage 3 (GFR 30-59) (p<o.001). The sensitivity and
specificity of RRI in the diagnosis of CAD severity were 80.60% and 66.70%, respectively.

Conclusion: RRI shows a parallel increase with the severity of CAD and with the severity of renal
insufficiency. RRI, as determined with non-invasive RDU, may provide additional information on the
severity of CAD, kidney function and microcirculation.

Key words: Renal resistive index, renal parenchymal thickness, coronary artery disease, Gensini score,
eGFR, chronic kidney disease

Oz

Amag: Calismamizda hafif orta renal vyetersizligi olan hastalarda renal resistive indeksini
(RRi)saptayarak bunun renal fonksiyonlar ve koroner arter hastaligimin (KAH) siddetiyle iligkisini
arastirdik.

Materyal ve Metot: Calismaya koroner angiografisi yapilarak KAH tamisi konmus 41 erkek,35 kadin
toplam 76 hasta alindi. Tiim hastalarda renal doppler ultrasonografi (US) ile RRI’ leri 6lciildii. Renal
parankim kalinligi, bobrek uzunluk ve genislikleri 6l¢iildii. Gensini risk skorlama sistemiyle KAH
siddeti skorlanarak hastalar hafif-KAH (Gensini skoru < 20) ve siddetli-KAH (Gensini skoru > 20) olmak
tizere iki guruba aymlarak kargilagtirildi. Ayrica tim hastalarda glomerular filtrasyon hizi (eGFR)
hesaplanarak 3 ayr1 sub gruba ayrildi ve RRI ile iliskisi arastirildi.

Bulgular: Gensini skoruna goére siddetli KAH olanlarda hafif KAH olanlara gore anlamli derecede
yiiksek RRI degerleri saptandi [0,62 (0,58-0,71)] kars1 [0,71 (0,63-0,78)], p < 0,01]. Bébrek uzunlugu,
bobrek genisligi, bobrek parankim kalinliklar: arasinda anlamli fark saptanmadi. eGFR, siddetli KAH' It
hastalarda hafif KAH grubuna gore anlaml derecede disiiktii(p= 0,02).

eGFR degerlerine gore evrelendirilen KAH’l1 hastalarda ,renal yetersizlik evresi ile RRI arasinda anlamli
iliski saptanmugtir. Evre 1 (GFR=9o0) olanlarda RI [0,63(0,59-0,68)], evre 2( GFR 60-59) olanlarda RI
[0,77(0,71-0,84)], evre 3(GFR 30-59) olanlarda ise RI [0,81(0,73-0,85)] idi, (p<0,01).

RRI degerinin hafif ciddi koroner arter hastalig1 tanisinda, sensivite % 77, spesifite % 66 bulundu.
Sonug: RRI degerleri KAH’ I hastalarda hastalik siddetine paralel sekilde artis gostermektedir. ilaveten
renal yetersizlik derecesi artikca RRI degerleri artmaktadir. Doppler US ile RRI 6l¢iimii KAH siddetini
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saptamada ayni zamanda bobrek fonksiyon ve mikrosirkiilasyonu hakkinda noninvaziv bir yontem
olarak ilave bilgiler saglayabilir.

Anahtar kelimeler: Renal resistive indeks, renal parankim kalinligi, koroner arter hastaligi, Gensini
skoru, eGFR, kronik bobrek hastalig:
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Introduction

Cardiovascular disease (CVD) is a major cause of mortality in Turkey and around the
world. Chronic kidney disease (CKD), which leads to increased risk of CVD, is
increasingly becoming an important public health problem. The convalescence of
patients with CVD is greatly influenced by renal function,’ and CKD is a key predictor
of CVD and cardiac mortality.*?

Renal Doppler ultrasonography (RDU) is a non-invasive tool used for the diagnosis of
renovascular disease and/or renal failure.*> Microvascular destruction in the renal bed
can be specifically evaluated through the indirect analysis of intrarenal circulation
based on an examination of arterial flow. Assessment of the renal resistive index (RRI)
on RDU allows for the evaluation of renal resistance and renal arteriolar damage.®

Analysis of macro- and microvascular circulation can be useful for early and effective
detection of CVD and relevant vascular damage, and may also support primary and
secondary prevention of CVD and identification of the most ideal treatments. Several
studies have shown that RRI determined by RDU correlates with the events and
outcomes related to CVD.”® However, to our knowledge, no study in the English-
language literature has documented the association between RRI and the severity of
CVD and microvascular changes in the renal bed.

In this study, we aimed to investigate the relationship between the severity of coronary
artery disease (CAD), as determined by Gensini score, and RRI.

Materials and Methods
Patients

This retrospective study evaluated 126 patients who were presented to the Dicle
University Medical School Cardiology Clinic with chest pain, and who were diagnosed
with CAD on coronary angiography, between August 2014 and May 2015. Of these, 50
patients with renal artery stenosis, obstructive uropathy, acute renal failure, end-stage
CKD, uncontrolled hypertension, and uncontrolled diabetes mellitus were excluded
from the study. Approval was obtained from the Dicle University Clinical Research
Ethics Committee, and written consent was obtained from each patient.

The 76 patients included in the study were 41 (53.90%) males and 35 (46.10%) females.
Body weight and heights were recorded, and body mass index (BMI) was calculated
(body weight [kg] / height [m]*) for each patient. Demographic characteristics,
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including age and gender, and clinical risk factors, including smoking status,
hypertension, diabetes, and hyperlipidemia, were recorded.

The glomerular filtration rate (GFR) was calculated with the abbreviated Modification
of Diet in Renal Disease (aMDRD): aMDRD = 186 x (serum creatinine, mg/dL) ~"* x
(age) ~*** x 0.742 (if female) x 1.210 (if African).’

Coronary angiograms and Gensini scoring

Selective coronary angiography was performed using the Judkins technique.” The
angiograms were recorded in multiple projections using a biplanar digital cardiac
imaging system (Philips Integris DCI, Eindhoven, NL). Cineangiograms were evaluated
by two experienced cardiologists. Each coronary angiogram was examined to
determine the localization of coronary artery lesions and the percentage of luminal
stenosis. According to the American College of Cardiology/American Heart
Association (ACC/AHA) lesion classification system, CAD is defined as a diameter
stenosis of 250%." The severity of CAD was graded according to the Gensini score,”
which is used to score and classify the extent and degree of coronary artery stenosis.
With this method, narrowing of the lumen was grade 1 for 1%-25% stenosis, grade 2 for
26%-50%, grade 4 for 51%-75%, grade 8 for 76%-90%, grade 16 for 91%-99% and grade
32 for total occlusion. This score was multiplied by a factor that accounted for the
importance of the lesion’s position in the coronary arterial tree: 5 for the left main
coronary artery; 2.5 for the proximal left anterior descending (LAD) coronary artery
and left circumflex artery (LCX); 1.5 for the mid-segment LAD and LCX; 1 for the distal-
segment LAD and LCX, first diagonal artery, first obtuse marginal artery, right
coronary artery, posterior descending artery, and intermediate artery; and o.5 for the
second diagonal and second obtuse marginal arteries. The patients were divided into
two groups: mild atherosclerosis (Gensini score < 20 points) and severe atherosclerosis
(Gensini score > 20 points), a classification consistent with the literature.”'*

Imaging techniques

Conventional ultrasonography (US) and Doppler US were performed using the Acuson
S2000 ultrasound system (Siemens, Mountain View, CA, USA) with a 4-MHz curved
array transducer. All images were obtained by a radiologist with 15 years of experience
in sonographic examination, who was blinded to the clinical data. Images were
obtained with the patient placed in the lateral decubitus position. Renal length and
width were measured in both kidneys, while parenchymal thickness was measured
between the thickest and thinnest sections, then averaged for each kidney. In the
supine position, intrarenal RI was measured three times at the interlobular arteries in
the upper, mid and lower poles of the kidneys using pulse-wave Doppler. The
measurements were averaged for each kidney, and the average RI values of both
kidneys were used for analysis. Intrarenal Doppler spectra were obtained and the RRI
was calculated according to the following formula: RRI = (peak systolic velocity - end
diastolic velocity) / peak systolic velocity.

Statistical analysis

SPSS (Statistical Package for the Social Sciences version 16.0 for Windows, SPSS Inc.,
Chicago, IL, USA) was used for the statistical analysis. The Kolmogorov-Smirnov test
was used to check the normality of the data. Parametric data were expressed as
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meanztstandard deviation, and non-parametric data were expressed as median. For
evaluation of the continuous variables, we used Student’s t-test for the parametric data
and the Mann-Whitney U test for the nonparametric data; the categorical valuables
were analyzed with the Chi-Square test. The relationship between the parameters was
analyzed with the Spearman and Pearson correlation tests. In order to predict the
severity of CAD, we calculated the areas under the ROC curves for the kidney shear
wave speed. A value of p<o.05 was accepted as significant.

Table 1. Comparison of Mann Whitney U Test Results for the patients with mild CAD
(Gensini score < 20) and Severe CAD (Gensini score >20)

Parameters Mild CAD* Severe CAD* Z pP**
Age, year 57 (49-65) 63(53-71) -1.335 | 0.232
BMI, kg/m* 26.3 (24.8-27.5) 26.6 (24.6-28.6) -0.531 | 0.630
RRI 0.62 (0.58-0.71) 0.71 (0.63-0.78) -2.298 | <0.001
Renal width,mm 44.5 (41.2-46-2) 42.5 (40-50) -0.262 | 0.468
Renal length,mm 103 (96.5-109.2) 106 (97.7-114.2) -0.727 | 0.499
ﬁleili Less, mmparenchymal 14.5 (13-16) 14 (13-17) -0.150 | 0.903
r]:;flt/lgiar:z.in . GER, 103.2 (79.8-121.8) | 89.3 (70.9-102.8) | -2.233 | 0.023
Serum creatinine, mg/dl 112.8 (96-125) 87.4 (72.6-111.5) -2.212 | 0.027
Urea, mg/dl 30 (25-40) 31.5 (28-43.7) -1.004 | 0.338
Albumine, gr/dl 3.7 (3.5-3.9) 3.7 (3.4-4) -0.2091 | 0.840
Total protein , gr/dl 6.9 (6.8-7.4) 7(6.6-7.4) -0.085 | 0.974
Uric acid, mg/dl 5.8 (3.8-6.5) 5.7 (4.3-7) -0.270 | 0.612
Triglyceride, mg/dl 196 (100-262) 148 (108.7-211.7) -0.744 | 0.407
T,Cholesterol, mg/dl 197 (160-225) 177.5(149.5-206.7) | -1.251 0.125
LDL, Cholesterol, mg/dl 123 (89-155.5) 112 (83-130) -1.485 | 0.150
HDL- Cholesterol, mg/dl 32 (30-39) 32.5 (30-36.7) -0.104 | 0.908
SBP, mmHg 120 (110-125) 122.5(110-130) -1.112 0.315
DBP,mmHg 75(70-85) 80 (75-85) -1.252 | 0.07

Values are Median*; Mann-Whitney U test**; NS: Not Significant, BMI: Body mass index, RRI: Renal
resistive index, GFR: Glomerular filtration rate, HDL: high-density lipoprotein; LDL: low-density
lipoprotein

Results

The 76 patients included 41 (53.90%) males and 35 (46.10%) females, The mean age of
patient with mild CAD was 57 (49-65) years, mean age of patient with severe CAD was
63(53-71). Between the patients with mild CAD and severe CAD, no significant
difference was observed with regard to age, BMI, urea, albumin, total protein, uric
acid, triglycerides, cholesterol, renal length and width, and renal parenchymal
thickness. However, the eGFR and serum creatinine levels were significantly lower in
the patients with severe CAD (p<o0.05). Moreover, RRI was significantly higher in the
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patients with severe CAD compared to the patients with mild CAD (p<o.001) (Table 1,
Figure 1).

Renal resistive index

0,50} ——

hatalctl C&TD Group Severe CLD Srowup
Gensini Group
Figure 1. Comparison of Renal resistive index between patients with mild coronary
artery disease (Gensini score < 20) and severe coronary artery disease (Gensini score
>20)

Grading of the patients based on the eGFR values indicated that RRI increased as eGFR
decreased, and a significant correlation was found between the two parameters. RRI
was [0.63(0.59-0.68)] in patients with stage 1 (GFR =90), [0.77(0.71-0.84)] in patients
with stage 2 (GFR 60-89), and [0.81(0.73-0.85)] in patients with stage 3 (GFR 30-59),
(p<o.001). (Table 2, Figure 2).

Table 2. Relationship between GFR and RI in patients with CAD

Stage Descriptive | GFR n RI* p**

1 Normal =290 37 0.63(0.59-0.68)

2 Mild 60-89 26 0.77(0.71-0.84) < 0.001
3 Moderately | 30-59 13 0.81(0.73-0.85)

*Values are Median (25%-75%); **Kruskal Wallis test

In all patients, the Gensini score established no significant correlation with age, BMI,
renal length and width, and renal parenchymal thickness (p>0.05), but there was a
significant correlation with the RRI (p=0.03) (Table 3). Similarly, a multivariate analysis
indicated no significant relationship the effect of gender, BMI, lipid parameters, blood
glucose level, blood pressure, diabetes mellitus and hypertension, except age and
smoking (Tables 4). Diagnostic performance of the RRI values in ROC analyses based
on gensini score; The Cut of value was 0.605, area under the ROC curve (AUC) was
0.706 (0.553-0.858) (CI: 95%) sensitivity was 80.60% and specificity was 66.70%
(Figure 3).
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Figure 2. Comparison of Renal resistive index based on GFR groups in coronary artery

disease

Table 3. Correlation between Gensini Score and RRI, age, BMI, Renal width, Renal
length, Renal parenchymal thickness

Parameters r p*
Age , year 0.068 0.633
BMI, kg/m* 0.171 0.280
RRI 0.357 0.016
Renal width,mmm 0.160 0.276
Renal length,mm 0.120 0.417
Renal arenchymal

thickness, mnl: Ym 0-042 0.693

Pearson correlation tests*,BMI: Body mass index, RRI: Renal resistive index, GFR: Glomerular filtration

rate, HDL - high-density lipoprotein; LDL - low-density lipoprotein

Table 4. The effect of parameters on RRI detected with multivariate analysis

Coefficients®
Unstandardized Standardized

Model Coefficients Coefficients |t Sig. F Sig.
B Std. Error |Beta

Regresion 6.100 |0.004"

(Constant) 0.455 |0.080

Age 0.004 |0.001 0.354 20.748 | 0.008

Smoking 0.064 |0.029 0.285 2.214 |0.032

a: Dependent Variable: RRI
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Figure 3. Performance of Renal resistive index for predicting coronary artery severity

Discussion

The RRI, determined by the non-invasive technique of RDU, has been shown to be a
useful predictor for the progression of renal dysfunction, providing information for the
diagnosis of various renal diseases.”® The presence of CKD leads to increased risk of
adverse outcomes and mortality in patients with CVD.>"”*® Mild renal insufficiency has
been reported to be a strong and independent risk factor for cardiac mortality, even
after controlling for all atherosclerotic risk factors.” These findings suggest that the
RRI values determined by RDU can be used to obtain useful information about renal
microvascularisation and function, which can be compared with the severity of CAD to
determine the effectiveness of RRI in predicting its progression. In our study, RRI was
significantly higher in the patients with severe CAD than in those with mild CAD. In a
cohort study, Pearce et al. found significant associations between renal Doppler
sonography parameters, including RRI, and CVD events after controlling for other
significant risk factors.® Calabia et al. also found a significant association between RRI
and arterial stiffness and carotid artery atherosclerotic burden, and suggested that this
association might provide useful information about micro- and macrovascular
impairment.* Similarly, Akgil et al. found a relationship between RRI and
cardiovascular risk factors and carotid intima-media thickness.” Based on these
findings and those obtained in our study, we suggest that RRI values determined by
RDU may provide useful information about the progression of CAD before the vascular
lesions become irreversible, and may also allow early treatment of CAD.

Alan et al. Ankara Med J, Vol. 16, Num. 2, 2016

188



Role of Renal Resistive Index in Predicting the Severity of Coronary Artery Disease in Patients with Mild
to Moderate Renal Insufficiency

In our study, eGFR was lower in the patients with severe CAD compared to the
patients with mild CAD. Grading of the patients based on eGFR values revealed that
RRI increased as eGFR decreased. It was also revealed that kidney function decreased
as the severity of CAD increased and, in a similar manner, RRI increased as the severity
of CAD increased, suggesting that RRI can be used to predict the severity of CAD.
Moreover, in light of the findings of this study, we believe that RRI may provide useful
information about GFR, as well. This suggestion is consistent with the findings of
Kawai et al. who reported that RRI is a more useful tool than GFR in the evaluation of
acute renal injury.*

Calabia et al. found high rates of sensitivity and specificity for RRI in the determination
of arterial stiffness.*® Similarly, we also found high rates of sensitivity and specificity
for RRI in the prediction of the severity of CAD (77% and 66%, respectively).

The present study was limited by two factors. First, it had a cross-sectional prospective
design. Therefore, longitudinal prospective studies are necessary to further investigate
the effects of RRI. Second, we had a small sample size, and thus further large-scale
studies are needed to substantiate these findings.

In conclusion, RRI shows a parallel increase with the severity of CAD and the severity
of renal insufficiency. Determination of RRI with non-invasive RDU may provide
additional information about the severity of CAD, kidney function and
microcirculation.
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Abstract

Objectives: Debates continue about the best screening and diagnostic method for Gestational Diabetes
Mellitus (GDM). However, the number of the studies investigating the awareness and related behaviors
of pregnant women about gestational diabetes mellitus screening tests are limited in the literature. This
study was planned to investigate the levels of knowledge about the glucose challenge tests, attitudes
towards agreeing to these tests and facts affecting their final decisions about having these tests done or
not of pregnant women.

Materials and Methods: This study is a survey, conducted among pregnant women admitted to our
obstetric outpatient clinic for pregnancy follow-up, between February 2015 and April 2015. A fourteen
items long questionnaire was administered to pregnant women who participated in the study.

Results: A total of 476 pregnant women participated in the study. The average age of the participating
women was determined to be 27.7 (17-42) years. We found a statistically significant difference between
having good knowledge and having the glucose challenge test done or considering to have it done in the
current pregnancy (p<o.05). A statistically significant difference was found between having glucose
challenge test done during the previous pregnancy and having the test done or considering to have it
done during the current pregnancy (p <o0.001). The difference between the level of education and having
a good level of knowledge was statistically significant (p <o0.001).

Conclusion: No scientifically confirmed complications related to the glucose challenge tests exist. We
believe that the pregnant women are misinformed about glucose loading tests and should be reeducated
to correct their knowledge through training programs.

Key words: Attitude, glucose challenge test, knowledge, pregnant

Oz

Amag: Gestasyonel diabetes mellitus (GDM) ile ilgili en iyi tarama ve tam1 yonteminin ne oldugu
konusundaki tartismalar devam etmektedir. Gebelerin gestasyonel diabetes mellitus tarama testleri ile
ilgili farkindaligi ve bunu etkileyen faktorlerle ilgili calismalar simirli sayidadir. Bu calisma gebelerin
glikoz yiikleme testleri konusundaki bilgi dizeyleri, bu testleri yaptirma konusundaki tutum ve
davraniglar1 ve bu testleri yaptirma konusundaki son kararlarini etkileyen faktorleri arastirmak igin
yapilmuistir.

Materyal ve Metot: Bu calisma Subat 2015 ve Nisan 2015 arasinda gebelik takibi ig¢in gebe
poliklinigimize basvuran gebeler arasinda yiritiilen bir anket ¢alismasidir. Calismaya katilan gebelere 14
soruluk anket uygulanmuigtir.

Bulgular: Calismaya toplam 476 gebe katilmistir. Katilan gebelerin ortalama yas1 27,7(17-42) yil idi. lyi
bilgi diizeyine sahip olma ile bu gebelikte glikoz testini yaptirma veya testi yaptirmayi diistinme arasinda
istatistiksel anlaml farklilik tespit edilmistir (p<o,05). Onceki gebelikte testi yaptirma ile bu gebelikte
testi yaptirma veya yaptirmayi diisiinme arasinda istatistiksel anlaml farklilik tespit edilmistir (p<o,001).
Egitim diizeyi ile iyi bilgi diizeyine sahip olma arasinda da istatistiksel anlamli farklilik tespit edilmistir
(p<o,001).

Sonug: Glikoz yiikleme testleriyle ilgili literatiirde hentiz tespit edilmis komplikasyon yoktur. Glikoz
ytikleme testleri konusunda gebe kadinlarin yanls bilgilendirildigine ve bilgilerini diizeltmek icin egitim
programlari ile yeniden bilinglendirilmeleri gerektigine inaniyoruz

Anahtar kelimeler: Tutum, glikoz yiikleme testi, bilgi, gebe
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Introduction

Gestational diabetes mellitus (GDM) is a glucose tolerance defect, first diagnosed
during pregnancy.” GDM may lead to polyhydramnios and macrosomia during
pregnancy; shoulder dystocia, bone fractures, nerve damage and associated permanent
deformities during delivery; and metabolic problems, such as hypocalcemia and
hypoglycemia during neonatal period.” The prevalence of GDM varies between 1% and
14% in different populations.? In Turkey, the prevalence of GDM is determined to be
between 1.2% and 4.5%.* It is believed that the rate of Gestational Diabetes Mellitus
increases in parallel with the increasing rate of obesity.

Diagnosis criteria for Gestational Diabetes Mellitus around the world is still unclear. In
the Hyperglycemia and Adverse Pregnancy Outcomes (HAPO) study, it has been noted
that high glucose values during pregnancy, even below the diagnostic values for GDM,
have been associated with maternal, fetal and neonatal adverse outcomes. Hence, a
decision to revamp the diagnosis criteria for GDM has been made.” On the other hand,
it has been suggested that screening based on risk factors can give diagnostic false
negatives for gestational diabetes mellitus in some patients.” In another study
comparing screening of pregnant women with risk factors and screening all of the
pregnant women suggested that screening of pregnant women regardless of risk
factors is associated with better perinatal outcomes.” Some authors suggest that the
importance of glucose challenge test in pregnancy in determining the risk for Type 2
Diabetes Mellitus is equivalent to that of pap smear screening to cervical cancer.®

Debates continue about the best screening and diagnostic method for GDM. However,
the number of the studies investigating the awareness and related behaviors of
pregnant women about gestational diabetes mellitus screening tests are limited in the
literature.”™ This survey study is planned for evaluating pregnant women’s level of
knowledge about glucose challenge tests, their attitude towards having these tests
done, and the reasons affecting the decision to have these tests done. Pregnant not
considering glucose load tests were asked about the reasons behind their decisions.

Materials and Methods

This survey study is conducted with patients who were admitted to our Obstetric
outpatient clinic for routine pregnancy follow-up in between February 2015 and April
2015. Board of ethics approval was obtained beforehand. Pregnant women who agreed
to participate and whose pregnancies were confirmed by fetal heart rate during
ultrasound examinations were included in the study. The ones at early weeks of
gestation with no discernable fetal heart rate and those going thorough labor were
excluded from the study. Following their informed consents, the 14 questions long
questionnaire was administered to the participants. Patients were seen only once.
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The questionnaire consisted of 14 questions seeking basic sociodemographic
information about pregnant women, measuring their levels of knowledge about
glucose loading test, attitudes towards accepting the glucose loading test, behaviours
towards agreeing glucose loading test and determining the reasons behind these
behaviours. The questions(Q) included in the questionnaire can be seen in Table 1.

Table 1. Survey Questions

Q1-Birth date of the pregnant women

Q2-When is the last menstrual period?

Q3-When is glucose loading test done? (Which week or month of the pregnancy?)

Q4-Why is glucose loading test done?

QQs5-Have you got diabetes mellitus diagnosis?

Q6-Have you got a relative who diagnosed with diabetes mellitus?

Q7-1If the answer of the previous question is “yes”what is the degree of relationship?

(Q8-What is your education level?

Qo-Is higher levels of glucose during pregnancy harmful to the mother and the baby?

Q10-What may be the harmful effects of high glucose levels during pregnancy for the
baby and the mother? You can choice more than one answer?

Qu-Did you have glucose loading test in the previous pregnancy?

Q12-Do you consider doing glucose loading test in the current pregnancy?

Q13-If your answer to the previous question is “yes” what are the reasons to consider
doing glucose loading test? You can choice more than one answer?

Q14-What are the reasons for not to consider doing the glucose challenge test?

The questionnaire included 4 questions to measure pregnant women’s level of
knowledge about glucose tolerance tests. Although the timing of glucose challenge test
is still controversial, the answers between 24-28 weeks or 6-7 months were thought as
right answer™" and assessed “1” point. Any other answers were accepted to be false and
received “0” point. Regarding the question “Why is glucose challenge test done?” the
answer “For monitoring of the baby during pregnancy and to identify the potential
postnatal risks” is given “1” point and the other choices are given“o” points. The
question, “Is higher levels of glucose during pregnancy harmful to the mother and the
baby?”, is another one to assess the pregnant women’s level of knowledge about
glucose tolerance test. The answer “Yes, there is” is given “1”point and the other choices
are given “0” point. The question “What may be the harmful effects of uncontrolled
high glucose levels during pregnancy to the baby and mother?” is a multiple choice
question and to select more than one item is allowed. The items “The baby might end

» o«

up being overweight”, “Sudden decreases may occur in blood sugar levels of the baby,
after delivery”, “The fluid of the baby may be more than normal”, “The mother may
experience problems due to difficult delivery” are established facts and each of them
were given 1 point. The other choices are not direct complications of gestational
diabetes mellitus and these items are marked with“o” points. The answers given to
these 4 questions were given a total score between “0” and “7”. Despite containing
different questions each other, similar to the study of Shriraa et al. the scores between

o and 4 were accepted to be poor level of knowledge and the scores between 5 and 7
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were accepted to be good level of knowledge because the number of the questions in
our study was less than that study.”

The pregnant women were grouped into two, based on their attitude towards and
behaviour about the glucose loading test and factors possibly interfering with these
attitudes and behavious are considered.

Group I: Pregnant women who have the test done or considering to have it done
during the current pregnancy

Group II: Pregnant women who don’t consider having glucose challenge test done in
the current pregnancy

Pregnant women who don’t consider having glucose challenge test done were asked for
their reasons. The choices included “because it is harmful to the baby”, “because it is
harmful to the mother”, “because it is harmful both for mother and the baby”, “being
already diagnosed with diabetes”, and “because of feeling discomfort during the test in
the previous pregnancy”. The reasons for thinking glucose challenge test is harmful for
mother and / or baby were inquired. The choices included “being influenced by radio
and television”, being influenced by internet”, “being influenced by the neighbors”,

» o«

“being influenced by reading”, “guidance of health care professionals”

IBM SPSS Statistics 21.0 (IBM Corp. IBM SPSS Statistics for Windows. Released 2012,
Versionz21.0. Armonk, NY: IBM Corp.) was used for statistical analysis and calculations.
The median, minimum and maximum values of age, educational status, gestational age
were expressed as numbers and percentage. The distribution of the number of chosen
items in the multiple choice questions was expressed as percentage. Chi-Square test
was used for the correlation between having glucose challenge test during the previous
pregnancy, having relatives with diabetes mellitus and level of education and level of
knowledge.

Results

A total of 476 pregnant women were included in the study. The mean age was 27.70
(17-42) years and the mean gestational age was 21.5 (6-41) weeks. The majority of the
participants were elementary school (n=176, 37%) and high school graduates (n=177,
37.20%). Twenty-six (5.50%) of the participants had already been diagnosed with
diabetes mellitus. The number of individuals with a relative with diagnosis of diabetes
mellitus had glucose challenge test in the previous pregnancy was 200 (42%).

The scores for pregnant women’s knowledge level about glucose tolerance tests were o
to 4 points for 381 (80%) pregnant women and 5 to 7 points for 95 (20%) pregnant
women. The detailed distribution of knowledge level of the pregnant women about
glucose loading tests who participated to the survey is demonstrated in Table 2.

The number of women who had glucose challenge test in the current pregnancy and
considering to have it (group I) was 238 (50%). The majority of women who don’t
consider to have glucose challenge test (group II), 220 (46%) of them thought that the
test is harmful for the baby and/or mother. The majority of group Il pregnant women
(n=153, 32.10%) stated that they have been influenced by radio and TV in making
decision to have glucose challenge test.
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Table 2. The level of knowledge distribution among the participating pregnant women
about the glucose loading tests

Number(%)
Timing of glucose challenge test
First 12 weeks 2(0.4)
13-23 weeks 48(10.1)
24-28 weeks 190(39.9)
29-36 weeks 1(2.3)
I don’t know 211(44.3)
No response 14(3)
Why is the glucose challenge test done
To predict the method of birth 21(4.4)
To follow-up the mother and the baby during the
pregnancy and to assess potential risks after birth 331(70)
There is no utility 49(10.3)
I have no idea 73(15.3)
No response 2(0.4)
Is higher levels of glucose during pregnancy harmful
to the mother and the baby
There is no harm. 15(3.2)
Yes, it is 287(60.3)
I have no idea 174(36.5)
What may be the harmful effects of high glucose
levels during pregnancy for the baby and the mother?
Baby might end up being overweight 127(26.7)
Baby can’t gain weight 17(3.6)
Sudden decreases of blood glucose may develop after | 141(29.6)
birth.
Amniotic fluid volume may be excessive 23(4.8)
Mother may experience complications due to the | 108(22.7)
difficulty in birth
Jaundice of mother 9(1.9)
I have no idea 51(10.7)
Full score of knowledge
Number of women scoring 0-4 points 381(80)
Number of women scoring 5-7 points 95(20)

Regarding the relationship between the educational level/ having relatives diagnosed
with diabetes mellitus and attitudes and behaviours about having the test done, we did
not find any statistically significant differences between the groups (p >0.05,p >0.05
respectively). Regarding level of knowledge, 60 (63.80%) pregnant women who have a
good knowledge had exhibit group I behaviour whereas 178 (50.70%) pregnant women
who have poor knowledge had exhibit group I behaviour. We found a statistically
significant difference between the two groups (p<o0.05). When 91 (60.70%) women in
their first pregnancy were excluded, 115 (60.2%) pregnant women who had the glucose
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challenge test in the previous pregnancy had exhibit group I behaviour, whereas 30
(30.30%) pregnant women who didn’t have the glucose challenge test in the previous
pregnancy had exhibit group I behavior. We found a statistically significant difference
between the two groups (p <0.001). None of the pregnant women who are illiterate or
just literate have a good level of knowledge whereas 30 (31.20%) of the college and
university graduates have a good level of knowledge; the difference between the level
of education and having a good level of knowledge was statistically significant (p
<0.001). The relation between attitude and behaviours of pregnant women about
glucose loading test and some meaningful possible factors that affecting them about
having the test done is shown on Table 3.

Table 3. The relation between attitude and behaviours of pregnant women about
glucose loading test and some meaningful possible factors that affecting them about
having the test done

To consider having | Not to  consider

Groups test done (Group I) | having test done |p
n(%) (GroupllI) n(%)
Full knowledge score
Good knowledge (5-7) | 60 (63.8) 34 (36.2)
Poor knowledge (0-4) | 178 (50.7) 173 (49.3) 0-024
Had the test during the previous pregnancy
Had 115 (60.2) 76 (39.8)
Didn’t have 30 (30.3) 69 (69.7) <0.001
First pregnancy 01 (60.7) 59 (39.3)
Discussion

In our study, statistically significant differences were detected between having a good
level of education and having the test done or considering to have it done during the
current pregnancy and between the education level and being well informed indicate
that the level of learning the established information, utilizing the available sources
more efficiently, and level of knowledge increase as the educational level increases. We
observed that the rate of decision to have glucose loading test done increases in
parallel with the level of good knowledge. In addition, we observed that the experience
gained by glucose tolerance test through previous pregnancies has been shown to play
a significantly positive role in deciding to have test during the current pregnancy.

Tighter criteria of the screening test resulted in raising GDM prevalence but reduction
of the GDM complications such as maternal weight gain, mean fetal birth weight, large
for gestational age fetus ."* There was an increase of normal postpartum maternal
screening test results and decrease of impaired fasting glucose. It has been noted that
high glucose values during pregnancy, even below the diagnostic values for GDM, have
been associated with maternal, fetal and neonatal adverse outcomes .” The glucose
challenge test can help identify the risk of fetal macrosomia and to take preventive
measures. It is shown that treatment of gestational diabetes mellitus in pregnant
women decreases the occurrence of perinatal morbidities such as perinatal death,
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shoulder dystocia, bone fractures and nerve damage and improves the mothers’ quality
of life . In our study, 287 (60.30%) pregnant women answered the question “Is high
levels of glucose during pregnancy harmful to the baby and the mother?” as “Yes, it is”.
It has been proven by numerous studies that high blood glucose levels lead to maternal
and fetal complications and the mothers should be alerted better about both.
However, increasing awareness can be achieved by education.

In our study 331 (69.50%) pregnant women answered the question “What is the
purpose of glucose challenge test?” as “To define potential risks for mother and child
during the pregnancy follow-up and post-delivery periods”. Indeed, glucose challenge
test in pregnancy not only detects the risks for the baby and the mother during
pregnancy but also defines the risk of developing diabetes mellitus for the baby and
the mother at later stages of their lives, and allows taking preventive measures. The
studies indicate that risk of developing prediabetes or diabetes mellitus increases 8-
fold in the infants of the mothers who developed gestational diabetes mellitus . On
the other hand, the risk of developing type 2 diabetes mellitus is higher for pregnant
women with gestational diabetes mellitus .*°

Given the significant correlation between having a good level of knowledge and having
glucose challenge test done, we suggest that educating pregnant women would provide
a better understanding of the benefits of identifying these risks. The majority of the
pregnant women participating in our study were elementary [n=176 (37%)] and high
school graduates [n=177 (37.20 %)], and the percentage of the pregnant women with a
good level of knowledge was only 20%. As the educational level of the pregnant women
increases, the potential risks caused by high glucose levels in pregnancy for both the
baby and the mother during pregnancy and postpartum periods would be understood
better.

Thirty-six (7.60%) pregnant women who don’t consider having glucose challenge test
done stated for their reason the discomfort they felt during the previous pregnancy.
The most common complaint during the test is nausea followed by vomiting.
Therefore, availability of alternative methods has been investigated. In a study, casual
plasma glucose, fasting plasma glucose, hemoglobin Aic, and 50g glucose challenge
test in the first and second trimesters were compared in terms of sensitivity, and 50 g
GCT was found to be the most sensitive test in the diagnosis of gestational diabetes
mellitus, in both trimesters ."” In the second trimester, the glucose challenge test was
again found to be the most sensitive test with 100% sensitivity, when the cut-off point
of 130 mg/dL was accepted, and 87.50% sensitivity, when the cutoff point 140 mg/dl
was accepted”’. The 50 g GCT has been suggested to be a more reliable test with high
sensitivity and specificity in gestational diabetes mellitus screening. In order to
overcome nausea and vomiting which may be experienced during test, 50 grams of
glucose may be diluted with 3 cups of water and lemon juice may be added. In many
studies, it has been shown that the level of insulin secretion depends on the amount of
carbohydrate taken with food ."® Therefore, if there is no carbohydrate metabolism
disorder, even large amount of glucose intake would not lead to irregularities in blood
glucose levels.

Regarding women who don’t consider to have GCT, 220(%46) of them stated that the
test is harmful for the baby and/or for the mother. A significant number of these
women (n=153, 32.10%) stated that their decision not to have the test done has been
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influenced by radio and television programs. In a previous study, pregnant women are
reported to receive 40% of the information on gestational diabetes mellitus from TV
and radio .” We believe that although our population of pregnant women receive most
of the information about gestational diabetes mellitus and glucose load tests from the
radio and television programs, they probably do not understand sufficiently or
misinterpret the information about alternative testing methods. There are also
pregnant women who don’t consider having the test done, because the result of the
test done in the previous pregnancy was normal and re-testing is thought to be
unnecessary during the current pregnancy. In our study, 76 (39.80%) of the pregnant
women, having had the test done in the previous pregnancy, are considered to be in
group II during this pregnancy. However, every pregnancy is different and given the
women's age, weight, etc. may change, a previously undiagnosed impairment of
glucose metabolism is likely to be manifested during the current pregnancy. We
suggest that the lesser ratio of acceptance of the glucose challenge test in our
population despite the widespread acceptance in the literature, is due to a lack of
sufficient exposure and awareness.

In conclusion, we believe that the glucose challenge test is useful both for pregnant
women and fetuses in terms of identifying potential risks during both the antenatal
and the postnatal development and taking preventive steps. No scientifically
confirmed complications related to the glucose challenge tests exists. We believe that
the pregnant women are misinformed and should be reeducated to correct their
knowledge through training programs. In this regard, national obstetricians and family
physicians, in direct contact with the pregnant women, have an important
responsibility.
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Oz

Amag: Bu calismada Tiirkiyenin Izmir ilindeki egitim arastirma hastanelerinde aile hekimligi uzmanlik
egitimi alan asistanlarin rahim igi ara¢ (RIA) hakkindaki bilgi, tutum ve gériislerini tespit etmek
amaglanmistir. Ayrica yapilan kadin dogum rotasyonunun bilgi dizeyine etkisi de bu kapsamda
irdelenmistir.

Materyal ve Metot: 2013 Haziran ve Temmuz aylarinda, Tiirkiye’'nin Izmir ilindeki tiim egitim ve
arastirma hastanelerinde egitim alan 61 aile hekimligi asistani ile ylizyiize gorisiilerek anket uygulandi.
Anket sorulari, bakirli ve hormonlu (levonergestrel) RiA’lar hakkinda bilgi diizeyini 6l¢gmek {izere,
Diinya Saglhik Orgiitii (DSO) kontraseptif kullanimi icin tibbi uygunluk kriterleri (4. baski) baz alinarak
hazirlandi. Bakirli ve hormonlu RiA’larin nulliparite, adolesan dénem, HIV pozitifligi, sigara igilmesi,
diyabet varligi, ektopik gebelik, pelvik inflamatuvar hastalik Gykisti varhigi, obezite, hipertansiyon,
menoraji, myom varligi, uterin kavite distorsiyonu, demir eksikligi anemisi, derin ven trombozu, meme
kanseri oOykiisi varligi, triner sistem hastaligt ve epilepsi durumlarindaki kullanilabilirligini
sorgulayacak 16 soru hazirlandi. Kullanilabilirlik durumunun cevaplari da 4 secenekli DSO kontraseptif
kullanimi i¢in tibbi uygunluk kriterleri (4.baski) esas alinarak degerlendirildi. Arastirmaya katihmda
gonulliliik kriteri esas alindi.

Bulgular: Arastirmaya 61 aile hekimligi asistami katildi. Asistanlardan kadin hastaliklar1 ve dogum
rotasyonu yapanlarin orani %63,9, RIA uygulamas! yapmis olanlarin orani ise %45,9 olarak saptandu.
Asistanlardan daha 6nce RIA uygulamasi yapma, kadin hastaliklar1 ve dogum rotasyonunu tamamlama
ve meslekteki tecriibe siiresinin sorulara dogru cevap verme ile iligkisi incelendi. Kadin dogum
rotasyonu yapanlarin bakirli RiA sorularina dogru cevap verme orami istatiksel olarak anlamli sekilde
yiiksek idi (p<o,05). Aile hekimligi asistanlarinin ¢ogu bakirh rahim i¢i araglarin nullipar kadinlarda,
demir eksikligi olan kadinlarda ve obez kadinlarda dogru kullanim endikasyonlarini bilmislerdi. Aile
hekimligi asistanlarinin ¢ogu hormonlu rahim i¢i araglarin meme kanseri olanlarda, diyabetik
kadinlarda ve nullipar kadinlarda dogru kullanim endikasyonlarini bilmislerdi.

Sonug: Aile hekimligi ihtisasinda kadin hastaliklar1 ve dogum rotasyonunun asistanlarin rahim ici
araclar ile ilgili bilgi diizeyleri tizerine olumlu etkisi bulunmaktadir.

Anahtar kelimeler: Rahim igi araglar, aile hekimligi asistanlari, kadin hastaliklar1 ve dogum rotasyonu

Abstract

Objective: This study aims to determine the knowledge, attitudes and opinions of family medicine
residents about intrauterine contraceptive devices (IUD) in training and research hospitals in Izmir,
Turkey. The effect of obstetrics and gynaecology rotation on the level of knowledge is discussed in this
context.

Materials and Methods: A face to face interview questionnaire was applied to total of 61 family
medicine residents from all the training and research hospitals in Izmir between June and July 2013.
Merely volunteers were included in the study. Questions to measure the level of knowledge about
copper and levonorgestrel IUD were prepared based on the WHO medical eligibility criteria for
contraceptive use (fourth edition). Sixteen questions were constructed to examine the availability of
copper and levonorgestrel IUD in nulliparity, adolescence, presence of diabetes, ectopic pregnancy,
history of pelvic inflammatory diseases, obesity, hypertension, menorrhagia, uterine fibroids, uterine
cavity distortion, iron deficiency anemia, deep vein thrombosis, history of breast cancer, urinary tract
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disease, epilepsy, HIV positivity and smoking presence. Answers of the availability states were
presented as 4 multiple choices based on the WHO medical eligibility criteria for contraceptive use
(fourth edition).

Results: Of the 61 family medicine residents included in this study, 63.9% of the residents have been
on obstetrics and gynaecology rotations and 45.9% have previously practiced an IUD application. The
association of correct answers with previous IUD application, obstetrics and gynaecology rotation and
length (years) of professional experience has been investigated. Those who have been on obstetrics and
gynaecology rotations had a statistically significant rate of correct answers about copper IUDs (p<0.05).
Family medicine residents were able to identify the right indications of copper IUDs in nulliparous,
obese and women with iron deficiency anemia, as well as hormonal [UDs in diabetic, nulliparous and
women with breast cancer.

Conclusion: Obstetrics and gynecology rotation in Family Medicine specialization has positive effect
on the residents’ knowledge level about intrauterin devices.

Key words: Intrauterine devices, family medicine residents, obstetrics and gynaecology rotation
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Giris

Gliniimiizde kontrasepsiyon yontemlerinin kullaniminin yayginlagmasina
ragmen, bircok tilkede gebeliklerin bir kismi istem disi olusmaktadir. Bu gebelikler
ozellikle erken yasta oldugunda tibbi yonden bir¢ok probleme neden olmaktadir.”* Bu
sebeple fertilitenin kontrol edilebilmesi ailelerin sosyal, ekonomik ve psikolojik olarak
hazir olduklarinda ¢ocuk sahibi olmalarini1 saglayacaktir.> Ureme cagindaki kadinlar
birgok tibbi bilgide oldugu gibi kontrasepsiyonla ilgili bilgilerini de aile hekimlerinden
almaktadir.* Bu sebeple aile hekimlerinin hastalarina dogru ve uygun kontraseptif
yontemleri sunabilmeleri i¢in bu konuda yeterli egitimi almalar1 6nem tasimaktadir.

Bircok kontraseptif yontem arasinda rahim ici araclar (RIA) en etkili
kontraseptif yontemlerden birisidir. Tipik kullanimda etkinligi %gg’lara kadar
cikmaktadir.>® Etkili bir yontem olmasina ragmen RIA kullamimi Avrupa’da %:2,4,
Amerika Birlesik Devletleri'nde %s, Tiirkiye'de ise %16.8’lerde seyretmektedir.””

Aile hekimlerinin RIA hakkindaki bilgi diizeylerinin yetersiz oldugunu ve bu
durumun RIA kullanimim kisitladigini  gosteren calismalar mevcuttur.®™  Aile
hekimlerinin bircok durumda RIA kullaniminda cekimser kalmalarina ragmen,
Amerika Birlesik Devletleri Hastalik Kontrol ve Onleme Merkezi Kontraseptif Kullanim
Uygunluk Kriterleri 2010 ve DSO kontraseptif kullanimi icin tibbi uygunluk kriterleri
(4.baski) 2013 gibi kilavuzlar; adolesanlarda, dogum yapmamis kadinlarda, ektopik
gebelik gecirenlerde, sigara kullanan kadinlarda RiA kullaniminin giivenli oldugunu
belirtmislerdir."*"

Bu calismada Tiirkiye'nin izmir ilindeki egitim arastirma hastanelerinde aile
hekimligi uzmanlik egitimi alan asistanlarin RIA hakkindaki bilgi, tutum ve gériislerini
tespit etmek amaclanmistir. Ayrica yapilan kadin hastaliklar1 ve dogum rotasyonunun
bilgi diizeyine etkisi de bu kapsamda irdelenmistir.
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Materyal ve Metot

Tiirkiye'nin [zmir ilindeki tiim egitim ve arastirma hastanelerinde egitim alan 72
aile hekimligi asistaninin c¢alismaya dahil edilmesi amaclandi. Aile hekimligi
asistanlarindan 11'i ¢alisgmaya katilmayr kabul etmedi, 61 aile hekimligi asistani
calismaya dahil edildi. Hazirlanan anket, 2013'in Haziran ve Temmuz aylarinda,
katilimcilarla yiiz ylize goriismek suretiyle arastirmacilar tarafindan dolduruldu.
Gonulliliik kriteri esas alind1.

Aragtirmacilar tarafindan hazirlanan ankette; asistanlarin yas ve cinsiyet gibi
demografik o6zelikleri sorgulandiktan sonra, ka¢ yillik hekim oldugu, asistanlikta
kaginci yili oldugu, en sik 6nerdigi dogum kontrol yontemleri, daha 6nce rahim igi ara¢
uygulamasi yapip yapmadigi ve kadin hastaliklar ve dogum rotasyonu yapip yapmadigi
soruldu. Bakirli ve hormonlu rahim i¢i araglar hakkinda bilgi diizeyini 6l¢gmek tizere
sorular, DSO kontraseptif kullanimu icin tibbi uygunluk kriterleri (4.baski) baz alinarak
hazirland1.”® Bakirli ve hormonlu RiA’larin nulliparite, adolesan dénem, HIV pozitifligi,
sigara icilmesi, diyabet varligi, ektopik gebelik, pelvik inflamatuvar hastalik oykiisii
varligl, obezite, hipertansiyon, menoraji, myom varligi, uterin kavite distorsiyonu,
demir eksikligi anemisi, derin ven trombozu, meme kanseri Oykiisti varligi, triner
sistem hastalig1 ve epilepsi durumlarindaki kullanilabilirligini sorgulayacak 16 soru
hazirlandi. Kullanilabilirlik durumunun cevaplar1 da 4 secenekli DSO kontraseptif
kullanimu1 igin tibbi uygunluk kriterleri (4.baski) esas alinarak hazirlandi (Tablo 1).
Seceneklerden 1ve 2 cevaplar1 dogru, 3 ve 4 cevaplar1 yanlis olarak degerlendirildi.

Tablo 1. DSO niin kontraseptif kullanimi acisindan kategorizasyonu

. . . y . o ps e Sinirhl klinik
Kategori Klinik degerlendirme ile birlikte degerlendirme ile birlikte
1 Metot her durumda kullanilir.
: Evet (Metodu kullan)

2 Metot genellikle kullanilir.

Metodun kullanimi 6nerilmemekle
3 birlikte, daha uygun bir metot yoksa

kullanilabilir. Hayir (Metodu kullanma)

4 Metot kullanilmaz

Calismada elde edilen bulgular degerlendirilirken istatistiksel analizler i¢in SPSS
Windows 11.5 programi kullanildi. Calisma verileri degerlendirilirken tanimlayici
istatistiksel metotlarin (ortalama, standart sapma, frekans) yani sira niceliksel verileri
karsilastirllmasinda normal dagilim gostermeyen parametrelerin gruplar arasi
karsilagtirmalarinda Kruskal Wallis testi kullanildi. Normal dagilim gosteren
parametrelerin iki grup arasi kargilastirmalarinda Student t test, normal dagilim
gostermeyen parametrelerin iki grup arasi karsilastirmalarinda Mann Whitney U test
kullanildi. Niteliksel verilerin karsilastirilmasinda ise ki-kare testi ve Fisher’s Exact ki-
kare testi kullanildi. %95’lik gliven araliginda p<o,05 olan degerler istatistiksel olarak
anlaml kabul edildi.
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Bulgular

Calismaya katilan aile hekimligi asistanlarinin demografik 6zellikleri Tablo 2’de
gosterilmistir. Asistanlarin %36,7’inin en sik 6nerdigi kontrasepsiyon yonteminin RIA
oldugu saptandi. Diger yontemlerle ilgili oranlar Sekil 1'de gosterilmistir.

Tablo 2. Calismaya katilan aile hekimligi asistanlarinin demografik 6zellikleri

n %
Yas
<30Yyas 32 52,5
30-35Yyas 21 34,4
=35 yas 3 13,1
Cinsiyet
Erkek 30 49,2
Kadin 31 50,8
Meslekte gecirilen stire
<5 yil 40 65,6
5-10 y1l 15 24,6
>10 y1l 6 9,8
Asistanlik Siiresi
1yl 26 42,6
2yl 16 26,2
3yl 19 311
Kadin hastaliklar1 ve dogum Rotasyonu
Yapmis olanlar
Evet 39 63,9
Hayir 22 36,1
Daha 6nce RIA uygulayanlar
Evet 28 45,9
Hayir 33 54,1

OKS; Oral kontraseptif RIA; Rahim i¢i arag

Calismaya katilan asistanlara rahim ici araglarin, DSO kontraseptif kullanimi
i¢in tibbi uygunluk kriterlerine(4. baski) gore birgok farkli tibbi durumda kullanimu ile
ilgili sorulan sorular ve alinan dogru cevaplarin oranlar1 Tablo 3’de verilmistir.

Asistanlarin daha énce RIA uygulamasi yapmis olmalari, kadin hastaliklar1 ve
dogum rotasyonunu almis olmalar1 ve meslekteki tecriibeleri ile sorulara dogru cevap
verme iliskisi incelendi. Kadin hastaliklar1 ve dogum rotasyonu yapanlarin bakirh RiA
sorularina dogru cevap verme orani istatistiksel olarak anlaml sekilde yiiksek bulundu.

(p=0,004).
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Sekil 1. Asistanlarin hastalarina en sik 6nerdigi kontraseptif yontemleri

Tablo 3. RiA’larin farkli durumlardaki kullanimlarina yénelik sorulara verilen dogru
cevaplar.

Kritelot (1. boska) RIA Kallars iin BakarliRIA | Hormonlu RiA
tanimlanan durumlar n /o n /o

Nullipar 26 42,6 30 49,2
Ergen 18 29,5 22 36,1
HIV pozitif 23 37,7 19 31,1
Sigara icen 22 36,1 13 21,3
Diabetes Mellitus 19 31,1 34 55,7
Ektopik gebelik sonrasi 9 14,8 7 11,5
PID oykiisii 9 14,8 10 16,4
Obezite 24 39,3 14 23,0
Hipertansiyon 20 32,8 24 39,3
Menoraji 20 32,8 20 32,8
Uterin kavite distorsiyonu yoksa 12 19,7 9 14,8
Demir eksikligi anemisi 24 39,3 25 41,0
DVT veya Pulmoner emboli 6ykiisii 23 37,7 17 27,9
Meme kanseri 21 34,4 32 52,5
Epilepsi 19 31,1 9 14,8
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Tartisma

Ginimiizde kontrasepsiyonla ilgili bilgilendirmede aile hekimleri etkin bir rol
oynamaya baglamigtir.* RIA uygulamasi aile sagligi merkezlerinde ve aile planlamasi
merkezlerinde sik yapilmasmna ragmen bazi calismalarda, aile hekimlerinin RIA
hakkindaki bilgi diizeylerinin yetersiz oldugu ve bilgi eksikliklerinden dolay1 baz: tibbi
durumlarda RIA uygulamasini tercih etmedikleri belirtilmektedir.'™ Tiirkiye'de RIA
efektif bir yontem olmasina ragmen kullanimi diger Asya iilkelerine oranla diisiik
seyretmektedir.”® Tiirkiye'de yapilan bir calismada aile hekimlerinin RIA uygulama
oran1 %28,8 olarak bulunurken, diger iilkelerde ise %45-65 arasinda degismektedir.'®™
Yaptigimiz calismada da benzer sekilde RIA uygulamasi yapan hekimlerin orani %45,9
olarak bulunmustur. Her ne kadar tilkemizde bu konuda yapilan ¢aligmalar az olsa da,
bu oran iilkemizdeki ve diger tilkelerdeki oranlara benzer sekilde seyretmektedir.

DSO niin 6nerilerine ragmen, hekimler bilgi eksikliginden veya ényargilarindan
dolay1 o6zellikle adolesanlarda RIA kullaniminda cekimser kalmaktadirlar.>**
Yaptigimiz calismada da benzer sekilde aile hekimligi asistanlarinin bakirli RIA'nin
adolesanda kullaniminda ¢ekimser kaldig1 izlenmektedir.

DSO kontraseptif kullanimi icin tibbi uygunluk kriterleri (4.baski) gibi
kilavuzlarda, ektopik gebelik ve pelvik inflamatuvar hastalik (PID) gecirenlerde
RiA’'larin rahatlikla kullamilabildigi vurgulanmaktadir.”® Literatiirdeki calismalarda
hekimlerin az bir kismi ektopik gebelik ve PID hikayesi olanlarda RiA’larin
kullanilabildigini belirtirken, hekimlerin bir c¢ogu RIA’larin enfeksiyona neden
oldugunu diisiinmektedirler.*'®***3 Yaptigimiz calismada da benzer sekilde aile
hekimlerinin biiyiik bir kisminin bu iki durumda RiA’larin kullanilmamasi konusunda
goriis bildirerek sorulara yanlis cevap verdikleri goriilmiistiir. Bakirli RIA larda ektopik
gebelik ve pelvik inflamatuvar hastalik (PID) gegirenlerde kullanim ile ilgili verilen
dogru cevap oran1 % 14,8 idi, Levonergestrelli RiA’larda ise PID de kullanim i¢in dogru
cevap orant % 16,4 ektopik gebelikte kullanim i¢in ise dogru cevap oram %15 idi.

Hormonlu RiA’lar, yogun menstruel kanamalarda, anemisi ve myomu olan
hastalarda bakirli RiA’lara gére daha kullanish olduklar icin bu durumda tercih
edilmektedirler.” Literatiir incelendiginde 6zellikle miyom ve yogun menstruel
kanamasi olan hastalarda hormonlu RiA’larin kanamay: azalttigina yonelik bulgular
mevcuttur.***> Yaptigimiz calismada, hormonlu RiA’larin miyomlarda kullanimi
konusunda dogru cevap verme orani %i14,8’dir ve bilgi diizeylerinin ¢ok yetersiz oldugu
izlenmektedir.

Galismamizda, kadin hastaliklar1 ve dogum rotasyonu yapan asistanlarin
istatistiksel olarak anlaml bir sekilde bakirli RiA’lar ile ilgili sorulara daha dogru cevap
verdikleri saptanmis olmakla birlikte literatiirle karsilastirildiginda bir¢ok tibbi
durumda RiA’larin kullanimina verilen dogru cevap oranlar diisiik izlenmektedir. >

Aile hekimligi uygulamasi yayginlastikca aile planlamas: ile ilgili
bilgilendirmede aile hekimlerine daha ¢ok gorev diismektedir. Bu baglamda Aile
Hekimligi mifredatinda klinik rotasyon olarak yer alan kadin hastaliklar1 ve dogum
rotasyonu, aile hekimligi asistanlarinin kontrasepsiyon yontemleri ile ilgili teorik ve
pratik egitimleri a¢isindan 6nem arz etmektedir.
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Oz

Toplum ruh saghigi merkezleri, agir ruhsal bozuklugu olan hastalara, toplum temelli ruh sagligi modeli
cergevesinde bireysel islevi iyilestirmeye doniik etkin tedaviler sunulmasi, psikososyal destek
hizmetlerinin verilmesi, takip ve tedavilerinin yasadiklar1 ortamda, birinci basamak saglik hizmetlerine
entegre bicimde sunulabilmesi i¢in gerekli hizmetlerin yiirttildagi merkezlerdir.

Bir iilkede ruh saghgi hizmetlerinin etkinligini saglayabilmek icin, bu tilke bireylerinin ruh saghg:
yoninden korunmasi, riskli gruplarin belirlenmesi, erken tani ve tedavisinin saglanmasi, saglkta yasam
kalitesinin artirilabilmesi i¢in egitim ve danmismanlik adimlarindan olusan toplum ruh saghg: ve
rehabilitasyon hizmetlerinin sunulmasi gerekmektedir.

Bu calisma iilkemizde hentiz gelismekte olan toplum temelli ruh sagligi hizmetlerinde hemsirelik
hizmetlerinin gelistirilmesi i¢in arastirma sonuglarini1 derlemek amaciyla yapilmisgtir.

Calismada, toplum temelli ruh sagligi hizmetlerinin gelisimi, toplum ruh saghg: merkezlerinin
kurulmas: ve iglevleri ile ruh saghigi hemsirelerinin toplum ruh saghgi merkezlerindeki etkinliklerini
degerlendirmek i¢in PsychINFO, PsychARTICLES, MEDLINE, PubMED, The COCHRANE LIBRARY,
CINAHL veri tabanlarinda 1999-2014 yillar1 arasina yayinlanan makaleler taranmisgtir

Anahtar kelimeler: Toplum ruh sagligi, toplum ruh sagligi merkezi, toplum ruh saghg: hemsireligi

Abstract

Community mental health centers are centers where patients with heavy mental disorders are provided
with not only treatments in order to develop individual functioning, but also psychosocial support
services, follow-up and treatment services in their own environment integrated with their primary
healthcare services in accordance with the community-based mental health model.

In order to provide an efficient mental health care service in a country, first the citizens of that country
should be protected in terms of mental health, then the risky groups should be determined, early
diagnosis and treatment methods should be provided and to increase the quality of healthy life ,mental
health and rehabilitation services which are composed of education and consultancy steps, should be
offered.

This study has been conducted in order to compile the research results for the development of nursing
services in community-based mental health services in our country, which are still in development stage.
In order to assess the development of community-based mental health services, the founding and
functioning of community health service centers and the efficiency of community mental health nurses
in those centers, PsychINFO, PsychARTICLES, MEDLINE, PubMED, The COCHRANE LIBRARY,
CINAHL databases have been scanned for articles published between the years 1999 and 2014.

Key words: Community mental health, community mental health center, community mental health
nursing
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Giris

Toplum ruh sagligi hizmetleri; toplumun ruhsal sagligi i¢in gerekli olan biitiin
hizmetleri igeren bir kavramdir. Toplum ruh sagligi programlarinin amaglar; acil
bakim, kismi hastane tedavisi, ayaktan tedavi, hastanede tedavi, konsiiltasyon ve
egitim, tarama hizmetlerini gerceklestirmektir."* Bu hizmetler; ruh saglhigin1 korumak,
ruhsal hastalik olusumunu 6nlemek, ruhsal hastaliklarin erken tanisi, tedavisi ve
bakimini saglamak, ruhsal hastaliklarin rehabilitasyon ve bakiminin devamliligini
saglamak amaciyla bir sistem olusturmay1 amaglamaktadir.">™

Diinyada toplum ruh sagligi hizmetleri doért ana model ile hizmetini stirdirmektedir;
Halk saghigi modeli, ruh hastaliklar1 yoniinden toplumdaki riskli gruplara yoneliktir.
Yaygin bir model olan biyomedikal model, organik kokenli ruh hastaliklarina tani1 koyma
ve onleme odakli calismaktadir. Uciinciisii sistem modeli, kapsamli bakim saglama ve
bedensel-ruhsal biitiinliik iginde rehabilitasyonu gerceklestirme odaklidir. Sistem
modeli, toplum ruh saglig: ile ilgili gereksinmeleri karsilamaya ¢alismasina karsin bazi
alanlarda yetersiz kalmistir. Bu nedenle karmasik yapidaki ruhsal sorunlu bireyler i¢in

diger modellerden faydalanarak olusturulan doérdiinci model ise hasta merkezli
model'dir."°™

Diinyada 1960'larda baslayan toplum ruh sagligi hizmetleri ve koruyuculugun 6n plana
¢ikmasi ile hastalarin miimkiin olan en kisa zamanda hastaneden topluma gegislerinin
saglanmasi amaclanmustir.®”” Toplum temelli ruh saghgi modeli 1961 yilinda Italya'da
ruh sagligi reformuyla baslamis ve son 30 yilda Avrupa iilkelerinin hemen hepsinde
uygulamaya geg¢ilmigtir.

Tiirkiye’'de ise Tuirk Rehabilitasyon Dernegi 1962’de kurulmus olmasina ragmen toplum
ruh saghgt hizmetleri ger¢cek anlamda 201 yilindan sonra agilan Toplum Ruh Saglig:
Merkezleri (TRSM) ile verilmeye baslanmstir.® Ulkemizde Saglik Bakanlig
tarafindan 2006 yilinda hazirlatilan ulusal ruh sagligi politika metninde toplum temelli
modele gecis tavsiye edilmis ve bakanlik ruh sagligi politikasinda hastane temelli
modelden toplum temelli modele ge¢me karar1 almistir. Bu modelin ilk basamag:
olarak da TRSM a¢ma karar1 Saglik Bakanlig: tarafindan Nisan 2009'da alinmis ve pilot
¢aligmalarin sonuglar1 degerlendirilerek ilgili yonerge Subat 201m'de yayinlanmis ve
uygulamasi baglamistir. Ulkemiz icin merkez niifusu 100 bin ve iistii olan her yerlesim
alaninda bir merkez olmak tiizere, toplam 236 TRSM acilmasi hedeflenmistir. Bu
merkezlerin temel amaclarinin agir ruhsal bozuklugu olan hastalara, toplum temelli
ruh sagligi modeli cercevesinde bireysel islevi iyilestirmeye dontik etkin tedavinin
sunulmasi, psikososyal destek hizmetlerinin verilmesi, izlem ve tedavilerinin
yasadiklar1 ortamda, birinci basamak saglik hizmetlerine entegre bicimde
sunulabilmesi i¢in gereklionemlerin alinmasi seklinde belirlenmistir.”™

Ulkemizde toplum temelli ruh saghg: modeline ge¢cme calismalari cercevesinde, 2006
yilinda Elazig Ruh ve Sinir Hastaliklar1 Hastanesi korumali ev projesi baglatilmigtir.
Bakirkdy Ruh ve Sinir Hastaliklar1 Hastanesinin yiriittiigii Bahgelievler projesi ve
hastane biinyesinde kurulan giindiiz hastanesi ve Akdeniz, Ankara ve Kocaeli
Universiteleri biinyelerinde kurulan rehabilitasyon merkezleri ve giindiiz hastaneleri
onemli gelismelerdir. Tiirkiye'de ilk merkez Bolu Ruh Sagligi Hastanesine bagli Bolu
Toplum Ruh Sagligi Merkezi Mayis 2008'de agilmustir.>™ Tiirkiye'de ilk kez acilmus
olan Bolu Toplum Ruh Sagligi Merkezi hizmetlerinin kronik psikiyatrik hastalik tanisi
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konmus hastalarinin yasam kalitesini artirmada, yeti kaybimi azaltmada ve
islevselliklerini artirmada olduke¢a yararli oldugu tespit edilmistir. Toplum ruh saglig:
merkezlerinin tim Tirkiye'ye yayginlastirilmas: ve iglevselliklerinin artirilmasinin
faydali olacagi 6nerilmigtir.” ™

Toplum Ruh Saglig1 Merkezlerinde Toplum Ruh Sagligi Hemsireliginin Rolii

Toplum Ruh Sagligi Hizmetleri'nin saglikli bir bicimde yiiritiilebilmesi i¢in ekip
onemli bir yere sahiptir.*® Ozellikle alanda yapilan ev ziyaretleri ile ailelere en yakin
ortamlarda, yani ev ortaminda bulunan toplum ruh sagligi hemsirelerine bu konuda
onemli gorevler diismektedir. Toplum ruh saghigi hemsiresi (TRSH); toplumun diger
tiyeleri ile birlikte ruhsal hastaliklarin birincil, ikincil ve ti¢linciil 6nleme asamalarinin
stirekliligini saglayan ruh sagligi hizmetlerinde tanilama, planlama, uygulama ve
degerlendirmeye katilmaktadir.”

Toplum ruh saghgi sisteminde hemsirenin rolii, diger ruh sagligi uzmanlarinin
geleneksel rolleri ve fonksiyonlar: ile ne yazik ki karigmis durumdadir. Toplum ruh
sagligi hemsireleri toplum sagligi merkezleriyle sinirli olmayan giinlilk bakim
merkezleri, evsizler i¢cin siginma yerleri ve okullarda c¢alismaktadirlar. Bu farkl
ortamlarda hemsireler cesitli direkt ve indirekt rollerde fonksiyon goriirler. Direkt
rolleri; Klinisyen, Terapist, Egitici, Vaka Yoneticisi. indirekt roller; Danmisman, Vaka
Y6netimi, Arastirmaci, Egitici, Degisim Ajani.**

Giiniimiizde  Ingiltere'de ~TRSH'in  gorevleri bolgeden  bolgeye  farklilik
gosterebilmektedir. Bazi bolgelerde aile hekimlerine, hastalar hakkinda danismanlik
yapip tedavi protokol ve hasta sunumlarinin organizasyonunda gorev alirken, diger
bazi bolgelerde psikiyatrik goriismeler yaparak hastalar i¢in damigmanlik ve biligsel
davranigsal terapi uygulanmasinda sorumluluk almak zorunda kalmiglardir. Son
zamanlarda ise sinirlandirilmis oranda antidepresif ilaclar1 recete etmelerine izin
verilmigtir. Bazi toplum ruh sagligi hemsireleri kendi firmalarini1 kurarak danigsmanlik
hizmetleri de verebilmektedir.*

Tiirkiye'de TRSM' lerde ¢alisan hemsireler icin psikiyatri kliniginde ¢alisma deneyimi
aranmamakta ve psikiyatri dig1 kliniklerde ¢alismis hemsirelerde gorev alabilmektedir.
Psikiyatri hemsgireligi lisanstistii egitimi almis hemsirelerin de ¢alistigi ancak sayica
oldukea az oldugu soylenebilir.

Tirkiye'de Hemsirelik Yonetmeliginde Degisiklik Yapilmasina Dair Yonetmelik
19.04.2011 tarihinde 27910 say1 onayz ile ytriirliige girmis, bu yonetmelikte Toplum Ruh
Saghgi Merkezi Hemsiresi: Birey, aile ve toplumun ruh sagligini koruma, gelistirme ve
sirdiirmede gorev yapan saglik ekibi tiyesi olarak tanimlanmigtir. Tim bu bilgiler
1s1g1nda, llkemizde yiritiilmekte olan toplum ruh sagligi hemsirelerinin c¢aligsma
sekillerinin diger tilke kosullar1 gibi olmasi istense de mevzuatlarin sundugu sinirlarda
diger tiilkelerle paralel gitmedigi sOylenebilir. Ancak merkez hemsirelerinin var olan
hemsirelik mevzuat1 dogrultusunda rollerinigergeklestirmesi gerektigi soylenebilir.**

Bu ¢alisma, toplum temelli ruh sagligi hizmetlerinin gelisimi, toplum ruh saglig:
merkezlerinin kurulmasi ve islevleri ile ruh sagligi hemsirelerinin toplum ruh saglig:
merkezlerindeki etkinliklerini degerlendirmek icin bu konuda yapilan ¢aligmalarin
sonugclarini incelemek amaciyla yapilmuistir.
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Tartisma

ABD’de yapilan bir ¢alismada, toplum ruh sagligi merkezinde g¢alisan personelin daha
iyi hizmet verebilmesi icin egitim ve Ogretim i¢in daha fazla zaman ayirmalar ve
kendilerini gelistirmelerini vurgulamaktadir. Ayrica bu merkezlerde hemsirelerin
hastalarin fiziksel saglik bakimlarini denetlemekten sorumlu vaka yoneticisi olarak
¢alismalarinin toplum ruh sagligi merkezlerine biiytik katki saglayacag: belirtilmistir.
Bu ¢alisma, gelismis hasta bakim ve is doyum yansimalar1 6nermektedir.

TRSM'’ lerde kardiyovaskiiler rahatsizliklar, HIV, sizofreni, madde bagimliligi, obezite
gibi kronik rahatsizliklara neden olan risk faktorleri konularinda egitimli personel
(hekim, toplum ruh saglhigi hemsgiresi) gorev almaktadir. Bu personel tarafindan,
merkez bolgesinde bulunan kisilere danigsmanlik, koruyucu bakim, terapi ve tedavi
verilmesi ile hastalarin saglik durumlarinda iyilesmelere destek saglamaktadir.”*5

Ayrica TRSM’ler hizmet alanlarinda, ozellikle erisim, kalite, tedavi planlamasina
katilim ve iyilesme faktorlerini gelistirmek i¢in diger kurumlarla isbirligi yapabilirler.
TRSM’ ler gerekirse her bireye 6zel miidahale teknikleri gelistirerek birey ve toplum
ruh saghigi tzerinde koruyucu ve destekleyici etki olusturarak toplumda genel
memnuniyet diizeyini artirabilirler,>+'¢343%

Toplum ruh saglig merkezlerinin tim Turkiye’de vyayginlastirilmast ve
islevselliklerinin artirilmasi i¢in diinyadaki diger uygulama ornekleri dikkatlice
incelenip analiz edilmeli ve tiilkemizde heniiz gelisme asamasinda olan TRSM
uygulamalari i¢in etkin modeller olusturulmalidir.**3*4°

TRSM’ lerin psikiyatrik hastaliklarin tedavindeki etkilerinin incelendigi bir diger
calismada; Tirkiye'de ilk kez acilmis olan Bolu Toplum Ruh Sagligi Merkezi
hizmetlerinin sizofreni tanist konmus hastalarinin yasam kalitesini artirmada, yeti
kaybini azaltmada ve islevselliklerini artirmada oldukg¢a yararh oldugu gorilmdastir. "

Toplum Temelli Ruh Saglig: Sistemi cer¢evesinde hizmet veren Bakirkdoy Toplum Ruh
Saglhigi Merkezinden (BTRSM) vyararlanan sizofreni hastalarinin tedavi siirecinin
incelendigi c¢alismada; sizofrenide ila¢ tedavilerinin, belirtilerin denetim altina
alinmasinda biiytik 6l¢lide yardimci olmakla birlikte toplumsal ve mesleki islevsellik,
yasam kalitesi gibi alanlarda sinirli etkiye sahip oldugu belirtilmektedir. Bu yiizden
giincel yaklagim bir¢ok alanda sorun ve yetersizlige yol acan bu hastaligin tedavisinde,
ilaca ek olarak psikososyal girisimlerin de kullanilmasi yoniindedir. Bu model ¢ok
sayida hasta i¢in olumlu olanaklara kap1 a¢acaktir.>*

TRSM’ lerde HIV egitim ve Onleme programinin uygulanabilirliginin arastirildig:
calismada, katilimcilarla yapilan goriismeler sonucunda HIV 6nleme programinin
doktor ve hemsireler tarafindan ruhsal problemi olan hastalara da uygulanabilecegi
sonucuna varilmigtir.”’

Afetlerde toplum ruh saghigi hizmetleri konulu yapilan ¢alismada, 1999 Marmara
depremi, sonrast gelisen ruhsal sorunlarin olduk¢a yaygin oldugu ve yillar boyu
siirebildigi gosterilmistir. Ayrica gerek toplumun, gerekse gesitli kurum ve meslek
calisanlarinin egitimden psikolojik destege kadar farkli ihtiyaclarinin olabilecegi
gorilmektedir.>*
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Universiteler ile TRSM’ lerin isbirliginin etkilerinin arastirldig1 ¢alismada ampirik
temelli uygulamalarin gercek diinyaya uygulanmasinda isbirliginin etkili olacag:
belirlenmigtir."*

Bir diger ¢alismada tniversite ile iki TRSM arasinda yiriittilen ortak uygulamalar
sonucunda otizm spektrum bozuklugu olan ¢ocuklarin egitim, bakim sosyal beceri
kazandirma faaliyetlerinde bagarili sonuglar elde edilmistir.”

Sohn ve ark. tarafindan toplumun TRSM’ lere bakis agisinin ve memnuniyetinin
arastirildigir calismada, toplumun merkezler tarafindan verilen hizmetlerden genel
anlamda memnun olduklar1 ancak 6zellikle erisim ve tedavi planlamalarinin artirilmasi
ile memnuniyet diizeyinin daha da arttirilabilecegi tespit edilmistir."®

Asya-Pasifik bolgesi 14 tlilke veya bolgeyi kapsayan bir arastirmada, TRSM’ lerin toplum
temelli tedavi modelleri i¢in yenilikgi, kiiltiirel duyarlikli bolgesel ¢6ztim iiretebilecek
ozellikte olduklar1 vurgulanmigtir.®

TRSM’ lerde hemsirelerin roliiniin incelendigi bir ¢alismada; 6rnek olarak incelenen
Ingiliz saglik sisteminde TRSM’ lerin hastane yatis sikligini1 azaltmada yararl oldugu ve
bakim yoneticisi olarak calisan toplum ruh sagligi hemsiresinin hastanin yasadig:
ortamda tedavi ve bakimini istelenmesinin dogrudan koruyucu etkisinin oldugu
gercegine vurgu yapiumistir. Bu bagarili model uygulamalari, tilkemizdeki heniiz
emekleme asamasinda olan TRSM ve toplum ruh sagligi hemsireligi uygulamalari i¢in
iyi bir model olusturacaktir.”

TRSM’ lerde fiziksel saglik bakimlarinda hemsirelerin vaka yoneticisi olarak
¢aligmalarinin etkilerinin incelendigi bir diger c¢alismada, bir yil boyunca merkezde
tedavi goren fiziksel rahatsizlig1 olan hastalarda hemsire destekli tedavi ile hemsiresiz
tedavinin sonuclar1 karsilastirildiginda, hastalarin yillik hastalik oykiilerinde azalma
gortiliirken fiziksel aktivitelerinde artis gorilmugtiir.*

TRSM’ lerin kronik hastaliklarin tedavilerindeki etkinliginin arastirildigr diger bir
¢alismada; merkeze diizenli olarak gelen 28 hastaya kisa psikoterapiler uygulanmis, bu
hastalara psikososyal destek saglanmasi ile hastaligin alevlenme ve yatis oranlarinda
azalma gorilmdstir. *

Etkin toplum tedavi yonteminin ruh sagligi miidahalelerinde etkilerinin arastirildig:
calismada, Etkin toplum tedavi hemsirelerinin rollerinin genisletilerek yeniden
tanimlanmas: vurgulanmistir.3®

TRSM'’ lerin hastaneye yatis siklig1 tizerine etkilerinin arastirildigi bir diger calismada;
TRSM'’ lere devam eden hastalarin hastaneye yatis sayilarinda azalma meydana geldigi
ve ayrica depresif belirtiler ile sosyal islevsellikte diizelme gerc¢eklestigi goralmustiir. *°

TRSM’ lerin toplumsal etkilerinin arastirildig: bir diger benzer ¢alismada; Zeytinburnu
ilcesinde bir yilda 41 orta ve ileri derecede daginik ¢6p eve ulasilmis ve bu evlerde 103
kisinin yasadig1 saptanmistir. Cop evler diger iilkelerde oldugu gibi Tirkiye'de de
onemli bir ruh sagligi ve toplum sagligi sorunudur. TRSM’ lerin ¢6p evler icinde
yasayan psikiyatri hastalarini belirleyecek ve gerekli girisimleri yapacak sekilde
orgiitlenmesi gerekmektedir.3®

TRSM’ lerin kronik hastaliklar1 dnleyici faaliyetlere etkilerinin belirlenmesi amaciyla
yapilan bir ¢alismada, toplum ruh saghg: klinisyenlerinin (doktor ve hemsire) kronik
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hastaliklar, obezite, diyet, egzersiz, sigara birakma konularinda egitim ve danismanlik
verdigi bunun sonucunda da danigmanlik alan hastalarda olumlu degisimlerin
meydana geldigi gorilmistiir.>

Sonuc

Ulkemizde toplum ruh saghgi hemsireliginin gelisimi, toplum ruh saghg
merkezlerinde yiiriitiilecek hizmetlerin gelistirilmesinde 6nemli rol oynayacaktir.
Heniiz yeni olusmaya baglamis olan toplum temelli ruh sagligi modeline gegis ve
toplum ruh sagligi merkezlerinin kurulum asamalarinda ciddi arastirma ve planlamalar

yapilarak bilimsel temele dayandirilarak gelistirilecek bir faaliyet programinin takip
edilmesi onerilebilir.

Kaynaklar
1. Cam O, Engin E. Ruh Saghg ve Hastaliklar1 Hemsireligi. istanbul: Istanbul Tip Kitapevi;
2014:891-8.

2. Ruiz MJ. Community Mental Health. In: Johnson BS (editor).Psychiatric Mental Health Nursing.
Philadelphia: JB Lippincott; 1993:748-55.

3. Buzlu S, Kiiciik L. Psikiyatride rehabilitasyon. 34. Ulusal Psikiyatri Kongresi Ozet Kitabi, 29
Eyliil-3 Ekim 1998, [zmir; 1998: 250.

4. Celikkol A. Koruyucu Ruh Saghgi, Ege Universitesi Tip Fakiiltesi Psikiyatri Anabilim Dali Ders
Notlar1. Izmir: Ege Universitesi Yayin Biirosu; 2001:151-2.

5. Ogel K. Toplumsal Psikiyatri. Psikiyatri Temel Kitabi, 2.basim, Giile¢ C, Kéroglu E (editor),
Ankara: Hekimler Yayin Birligi; 1998:322-5.

6. Pasqual EA, Amald HM. Mental Health Nursing, A Holistic Approach. St. Louis: The C.V. Mosby
Company; 198s5.

7. Pektas I, Cam O. Psikiyatrik rehabilitasyon ve hemsirelik. Hemsirelik Yiiksekokulu Dergisi
2002;18:153-62.

8. Sundeen §J. Psychiatric Rehabilitation. In: Principles and Practice of Psychiatric Nursing, Stuart
G, Laraia MT (eds), Mariland; 1998:243-63.

9. Tabak RS, Sarlak K. Ambulatuar Psikiyatrik Bakim Hizmeti Sunanlarin ileri Egitimi Projesi,
Hayat Boyu Ogrenme Programi, Hayat Boyu Ogrenme Alaninda Toplumsal Eylem Programi,
2007-2013 Cok Ortakli Yenilik Transferi Projeleri, Mugla/Fethiye/ Ankara; 2008:5-6.

10. Worley NK. Community Psychiatric Nursing Care.Principles and Practice of Psychiatric Nursing,
Stuart G, Laraia MT (eds). South Carolina; 1998:716-33.

u. Ensari H, Giltekin BK, Karaman D, Kog¢ A, Begkardes AF. The effects of the service of
community mental health center on the patients with schizophrenia - evaluation of quality of
life, disabilities, general and social functioning- a summary of one year follow-up. Anadolu
Psikiyatri Dernegi Dergisi 2013;14(2):108-14.

12. Talbot NL, Conwell Y, O'Hara MW et al. Inter personal psychotherapy for depressed women
with sexual abuse histories: a pilot study in a community mental health center. The Journal of
Nervousand Mental Disease 2005;193(12):847-50.

13. Ulusal Ruh Sagligi Eylem Plani. Ankara: Saglik Bakanligy; 2011;29-34.

14. Abdul-Adil ]J,Drozd O, Irie I et al. University-community mental health center collaboration:
encouraging the dissemination of empirically-based treatment and practice. Community Ment
Health ] 2010;46(5):417-22.

15. Bryson SA, Ostmeyer KF. Increasing the effectiveness of community mental health center social
skills groups for children with autism spectrum disorder: a training and consultation example.
Adm Policy Ment Health 2014;41(6):808-21.

16. Sohn M, Barrett H, Talbert J. Predictors of consumer satisfaction in community mental health
center services, Community Ment Health ] 2014;50(8):922-5.

17. Yurt V. Psikiyatride Rehabilitasyon, Kum N (editor), Psikiyatri Hemsireligi El Kitabi. 1. Baski,
Istanbul: Birlik Ofset; 1996:254-63.

1(;e1 ve ark. Ankara Med ], Vol. 16, Num. 2, 2016

213


http://www.scopemed.org/?jid=91&iid=2013-14-2.000
http://www.ncbi.nlm.nih.gov/pubmed/19847648
http://www.ncbi.nlm.nih.gov/pubmed/19847648
http://www.ncbi.nlm.nih.gov/pubmed/24389835
http://www.ncbi.nlm.nih.gov/pubmed?term=Sohn%20M%5BAuthor%5D&cauthor=true&cauthor_uid=24477511
http://www.ncbi.nlm.nih.gov/pubmed?term=Barrett%20H%5BAuthor%5D&cauthor=true&cauthor_uid=24477511
http://www.ncbi.nlm.nih.gov/pubmed?term=Talbert%20J%5BAuthor%5D&cauthor=true&cauthor_uid=24477511
http://www.ncbi.nlm.nih.gov/pubmed/24477511

Toplum Ruh Sagligi Merkezlerinde Hemsirenin Roli

18.

19.

20.

21.

22,

23.

24.

25.

26.

27.

28.

29.

30.

3L

32.

33.
34.

35

36.

37
38.
39.

40.

Bayiilkem F. Tiirkiye'de Noroloji-Nérosirurji ve Psikiyatrinin Tarihgesi, Istanbul: Arbos Ltd. Sti.;
1998.

Tirkiye’de Ulusal Ruh Sagligi Programi Gelistirme Calismalari, Toplum ve Hekim 1987:5-38.
Ozaltin G. Psikiyatride Disiplinlerarasi Yaklasimlar ve Ekip Calismasi, Kum N (editor), Psikiyatri
Hemsireligi El Kitabu. 1.Baski, Istanbul: Birlik Ofset; 1996: 181-213.

Keltner LN. Introduction to Psychiatric Nursing, Philadelphia: Mosby-Year Book; 1995: 3-15.
Kum N (editor). Psikiyatri Hemsireligi Uygulama Standartlari, In: Psikiyatri Hemsireligi El
Kitabi,1. Bask, Istanbul: Birlik Ofset; 1996: 4-8.

Bag B. Toplum ruh sagligi merkezlerinde hemsirenin rolii: Ingiltere 6rnegi. Psikiyatride Giincel
Yaklagimlar 2012;4(4):465-85.

Pektas I, Bilge A, Ersoy MA. Toplum ruh saghgi hizmetlerinde epidemiyolojik calismalar ve
toplum ruh sagligi hemsireliginin rolii. Anadolu Psikiyatri Dergisi 2006; 7(1):43-8.

Miller C, Martinez R. Shifting physical health care responsibilities at a community mental health
center. Issues in Mental Health Nursing 2003;24(4):441-56.

Bastiaens L. Response to antidepressant treatment in a community mental health center.
Community Ment Health ] 2004;40(6):561-7.

Solomon PL, Tennille JA, Lipsitt D, Plumb E, Metzger D, Balank MB. Rapidassessment of
existing HIV prevention programming in a community mental health center. Journal of
Prevention & Intervention in the Community 2007;33(1-2):137-51.

Maki M, Bjorklund P. Improving cardiovascular diseases creening in community mental health
centers. Perspectives in Psychiatric Care 2012;48:179-86.

Mc Donell MG, Srebnik D, Angelo Fet al. Randomized controlled trial of contingency
management for stimulantuse in community mental health patients with serious mental illness,
Am ] Psychiatry 2013; 170:94-101.

Arslan M, Kurt E, Eryildiz D, Yazicr A, Can A, Emul M. Effects of a psychosocial rehabilitation
program in addition to medication in schizophrenic patients: a controlled study, Klinik
Psikofarmakoloji Bulteni 2014;24(4):360-7.

Chwastiak L, Cruza-Guet MC, Carroll-Scot A, Seryak M, Ickovics J. Preventive counseling for
chronic disease: missed opportunities in a community mental health center, Psychosomatics
2014; 54(4):328-35.

Delice MA, Akgiil SM, Yildiz M. Effect of the integrated approach to prognosis for schizophrenic
patient who has been served in the community mental health center. Journal of Marmara
University Institute of Health Sciences 2014;4(2):122-5.

Giil EU, Can DO, Sahin EHK, Sahin S, Simsek E. Kirikkale toplum ruh sagligi merkezi'nde takip
edilen sizofreni hastalarinin degerlendirilmesi. KU Tip Fak Dergisi 2014;16(2): 15-9.

Aker AT 1999 Marmara depremleri: epidemiyolojik bulgular ve toplum ruh sagligi uygulamalan
izerine bir gozden gegirme. Tiirk Psikiyatri Dergisi 2006;17(3):204-12.

Sherman ML, Barnum DD, Buhman-Wiggs A, Nyberg E. Clinical intake of child and adolescent
consumers in a rural community mental health center: does wait-time predictattendance?,
Community Mental Health Journal 2009;45(1):78-84.

Weinstein LC, Henwood BF, Cody JW, Jordan M, Lelar R. Transforming Assertive Community
Treatment Into an Integrated Care System: The Role of Nursing and Primary Care Partnerships.
J Am Psychiat Nurses Assoc 2011;17(1):64-71.

Dieren Q, Rijckmans MJN, Mathijssen JJP, Lobbestael ], Arntz AR. Reducing no-show behavior
at a community mental health center. Journal Of Community Psychology 2013;(41)7:844-50.
Aydin E, Konkan R, Alatas G, Tabo A, Yigit S, Gontlli OG. Cop evler ve DSM-5 yeni tam
kategorisi biriktirme bozuklugu: Sinirli alan ¢alismasi. Anadolu Psikiyatri Dergisi 2014;5:289-95.
Chee NG, Herrman H, Chiu E, Singh B. Community mental health care in the Asia-Pacificregion:
using current best-practice models to inform future policy. World Psychiatry 2009;8:49-55.
Aydin E, Tabo A, Karamustafalioglu KO, Alatas G, Yigit S, Erkus GH.Doner kap olgusu: Toplum
temelli ruh sagligi hizmetmodeline gecisin psikiyatri servisine yatis {izerine etkisi. Anadolu
Psikiyatri Dergisi 2014;15:185-91.

1(;el ve ark. Ankara Med ], Vol. 16, Num. 2, 2016

214


http://www.ncbi.nlm.nih.gov/pubmed?term=Miller%20C%5BAuthor%5D&cauthor=true&cauthor_uid=12746184
http://www.ncbi.nlm.nih.gov/pubmed?term=Martinez%20R%5BAuthor%5D&cauthor=true&cauthor_uid=12746184
http://www.ncbi.nlm.nih.gov/pubmed/12746184
http://www.ncbi.nlm.nih.gov/pubmed?term=Bastiaens%20L%5BAuthor%5D&cauthor=true&cauthor_uid=15672694
http://www.ncbi.nlm.nih.gov/pubmed/15672694
http://www.ncbi.nlm.nih.gov/pubmed?term=Solomon%20PL%5BAuthor%5D&cauthor=true&cauthor_uid=17298936
http://www.ncbi.nlm.nih.gov/pubmed/18807182

Ankara Med J, 2016;16(2):215-9
DOI: 10.17098/amj.17706

Zika Viriis Salginlar1 ve Viriisiin Gebelikte Fetal Anomalilerle iliskisi
Zika Virus Outbreaks and its Relation to Fetal Abnormalities in Pregnancy
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Oz

Bu derleme, 6zellikle 2015 yilinin son aylarindan itibaren salgin yapan ve konjenital anomalilerle
iligkilendirilen Zika viriis (ZV) enfeksiyonu ve korunma yollarini degerlendirmektedir. ZV, ilk kez 1947'de
Uganda’da tanimlanmustir. Birkag lokal salgin yapsa da, 2015 yilina kadar adindan ¢ok s6z edilmemistir.
Brezilya’da ZV salgini olan bolgelerde artan mikrosefali olgu sayisi, enfeksiyon ile ndrolojik anomalilerin
iliskisine dikkatleri yonlendirmistir. Ayni1 bolgede mikrosefali ve baska norolojik anomalili dogum yapan
annelerin serum ve amniyon sivilarinda Revers Transkripsiyon Polimeraz Zincir Reaksiyon (RT-PCR)
testleri ile ZV RNA’sinin tespit edilmesi, dinyanin dikkatini bu yone ¢ekmistir. Yerel ve global saghk
orgiitleri, gebe olan ve gebelik planlayan kadinlarla ilgili bazi 6nlem ve Onleme stratejileri
yaymlamaktadirlar. Biz de derlememizde iilkemiz ve diinyanin diger tilkelerinde bu hastalik hakkindaki
literatiir bilgisini arastirmak ve ZV enfeksiyonlarini 6nleme stratejileri hakkinda farkindalik olusturmak
istedik.

Anahtar kelimeler: Zika viriss, gebelik, mikrosefali

Abstract

This review evaluates current knowledge related to Zika virus (ZV) infection, disease outbreaks which
particularly began at the end of 2015 and ZV related congenital anomalies, and prevention methods of
the disease as well. ZV was first described in Uganda in 1947. Although several local outbreaks occurred,
it was out of the knowledge until 2015. The increased incidence of microcephaly cases in regions of the
disease outbreaks in Brazil let people focus on the relationship between the infection and neurological
abnormalities. In the same region, the detection of virus RNA by using reverse transcription PCR (RT-
PCR) in blood and amniotic fluid of a woman who gave a birth to a baby with microcephaly and
neurological abnormalities has attracted the attention of the world. Local and global health
organizations release disease-prevention strategies in succession for pregnant women and the women
who plan to conceive. In this review, we aimed to search the literature regarding this disease in our
country and other regions of the world and we wanted to create awareness about the prevention
strategies of ZV infections.
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Giris
Zika viriis (ZV) enfeksiyonu endemik bolgelerde biiyiik salginlar yapmasi ve olasi

fetal anomalilerle iligkili olmasi nedeniyle diinyanin giindemini mesgul etmektedir. Bu
derlemede, gebelikteki ZV enfeksiyonlar: ve korunma yollar1 anlatilmaktadir.

ZV Flaviviris genusundan, flaviviridea ailesinden sivrisinek kaynakli bir
arbovirastir. Klinik 6zellikleri ani baglayan ateg, dokiinti, artralji ve konjonktivittir.'

Epidemiyoloji

[k kez, 1947'de Uganda’da kendisine de ismini veren Zika ormanlarinda Rhesus
maymunundan izole edilmistir.* Daha sonra 1960’ yillarda Afrika ve Asya’da sporadik
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insan vakalar1 bildirilmistir. ilk biiyitk ZV salgim1 2007de Yap Adas’'nda rapor
edilmistir. En biylk salginini ise 2013 yili Ekim ayinda Fransiz Polinezyasi'nda
yapmustir.?

Bulasma Yollan

ZV genellikle sivrisineklerle; 6zellikle Aedes tiirii ile bulasir. Direkt insandan
insana bulagma seksiiel yolla olmaktadir.* Colorado eyaletinde ZV testi pozitif olan ve
salgin olan bolgelerden donen bir hastanin esinde, eve doniisiinden 9 giin sonra ZV
enfeksiyonu tespit edilmesi sekstiel yolla bulastigini gostermistir. Evdeki ¢ocuklarin
enfekte olmamasi nedeniyle diger bulas yollar diisiiniilmemistir.* Bagka bir calismada
ise viriisiin semen ile tagindig1 gosterilmistir.> Diger arboviriislerde oldugu gibi ZV'de
de perinatal bulagsma tamimlanmistir. Muhtemel perinatal transmisyon yollar:
transplasantal gecis, dogumda gecis, emzirme ile gecis ve anne ile yenidogan arasindaki
yakin iliski ile olabilir.®

Klinik Ozellikler ve Fetal Etkiler

Hastalarin %80’inden fazlasinda asemptomatik seyretse de en sik semptomlar:
ates, dokuntd, artralji ve konjonktivittir." Semptomlar genelde hafif seyreder. Viriisiin
inklibasyon stiresi, 3-12 giin arasindadir. Hastalik bir haftada kendini sinirlar hafif
siddette seyreder.” Gebelikte tiim trimesterlerde ZV ile enfeksiyon tanimlanmistir.®™
Gebelikteki ZV siklig: ile ilgili veriler sinirlidir. Gebelikte hastaligin klinik seyrinin nasil
etkilendigi de bilinmemektedir.” ZV'nin prenatal ve perinatal komplikasyonlar ile ilgili
literatiirde vyeterli bilgi yoktur.” Hastaligin 2007de Yap Adasi’'ndaki salgininda
konjenital anomali tanimlanmamistir. 2013'te Fransiz Polinezyasinda perinatal
transmisyon siiphesi ile bir yenidogan tamimlanmistir. Annesinde 2 hafta 6nce ZV
benzeri semptomlari tariflenen yenidoganda makiilopaptiler dokiintii izlenmistir, fakat
viral aragtirmalara ait bulgu yoktur.® Fransiz Polinezya’sinda 2013 Aralik ve 2014 Subat
aylarinda 2 anne ve fetiistinde ZV'ye ait stipheli bulgular izlenmis olup her iki anne ve
fetiisin serumunda dogum sonu ZV igin yapilan serolojik ¢alismalarda pozitiflik
izlenmistir.® Brezilya’da ZV’den etkilenen bélgelerde, 6zellikle Pernambuco eyaletinde
2015 yili Eylil ayindan itibaren mikrosefali (bas ¢evresi <5. persentil) ile dogan fetiis
sayisinda artma izlenmesi tizerine bu konuda Brezilya Saglik Bakanligi ve Pan
Amerikan Saghk Orgiitii (PAHO) tarafindan yaymlar yapilmistir.™ Brezilya’nin bazi
eyaletlerinde mikrosefalili fetiis ve yenidogan sikliginda beklenmedik artis goriilmesi
pek cok saglik orgiitiinii harekete gecirmistir. Ulkede 2014 yilinda 100.000 canh
dogumda 5,7 siklikta olan mikrosefali 2015 yilinda 99,7’ye ¢ikmuistir. Bir nevi mikrosefali
salgini olarak tanimlanan bu durum, Mayis 2015'teki ZV salgini ile iligkilendirilmistir.”
Agustos 2015 ile Ekim 2015 tarihleri arasinda ZV’den etkilenen Brezilya eyaletlerinde
dogan fetiislerin incelenmesi ile elde edilen verilerde ultrasonografide mikrosefali
bulgusu olan iki annenin amniyon sivisinda Revers Transkripsiyon ile ZV RNA’s1 elde
edilmistir(RT-PCR).”®  Gebelerden biri 30, digeri 29. gebelik haftasinda
degerlendirilmistir. Ikisinde de mikrosefali ile beraber intrakraniyal kalsifikasyonlar
izlenmigtir. Mikrosefali ile dogan ve kisa siirede oOlen fetiislerden birinin beyin
dokusunda da ZV RNA’s1 elde edilmistir. Ayn1 zaman araliginda, ayni bolgede annesi
ZV semptomlar1 gosteren alti yenidoganda daha mikrosefali rapor edilmistir. Bu
zamana kadar ZV ile ilgili konjenital enfeksiyon bildirilmemis olmas1 agiklanamasa da,
viriisin genomik degisiklik gecirdigi raporlanmistir.”* Ayrica salgin olan bolgelerde
konjenital anomalilerin kayit dis1 tutulmasi ve endemik bolgelerde 6nceden immiin bir
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cevabin gelismis olabilecegi de distiniilmektedir.” ZV’ye bagh Kasim 2015te Guillain-
Barre sendromu (GBS) tanimlanmustir.” Fransiz Polinezyasi'nda ZV salgini ile beraber
yillik beklenen GBS sendromu riskinin 20 kat arttigi bildirilmistir.”® Fransiz
Polinezyasi'nda iki annenin serum orneklerinde ZV gosterilene kadar da vertikal gecis
tanimlanmamustir.® Yukarida sayilan verilere dayanarak, Amerikan Hastalik Kontrol ve
Onleme Merkezi (USACDC) ve Avrupa Hastalik Kontrol ve Onleme Merkezi (ECDC)
ZV enfeksiyonunun muhtemel mikrosefali nedeni olabilecegi ile ilgili endiselerini dile
getirmiglerdir.”"”

Tam

ZV'nin retrospektif olarak serolojik tani testi miimkiin degildir. Semptomlarin
baslangicindan 4 giin sonrasinda immiinglobiilin M seviyesi bakilabilse de diger
flaviviris ailesinden olan virislerle (Dengue viriis, Yellow fever, vb..) ¢capraz reaksiyon
siktir.’ Laboratuvar testleri ZV agisindan pozitif olan gebelerde, seri ultrasonografik
takiplerle fetiistin gelisimi ve anatomisi degerlendirilmeli ve gerekli durumlarda imkan
ve kabiliyetleri daha ileri saglik kuruluslarina refere edilmelidir.® ZV, RT-PCR testi
amniyon sivisinda da bakilabilmektedir. Konjenital enfeksiyonu gosterme agisindan
spesifite ve sensitivitesi net olarak bilinmemektedir. Ozellikle, erken amniyosentez (<14
hafta) komplikasyonu fazla oldugu igin 6nerilmez. Amniyon testinde pozitiflik olan
gebelerde, testin intrauterin enfeksiyon agisindan tani degeri hasta ile tartisilmalidir.
ZV testleri pozitif olan ve canli dogan bir yenidoganda, plasenta ve kordonun
histopatolojik incelenmesi 6nerilir.” Eger ZV salgini olan bélgelere seyahat dykiisii varsa
veya hastalik semptomlar1 olup, 6li dogum yapan gebelerde de fetiisiin ve plasenta ile
kordonun histopatolojik incelenmesi 6nerilmelidir.” ZV igin kullanilan testler ticari bir
test olmayip tilkelerin saglik orgiitleri tarafindan saglanmaktadir.

Tedavi

Hastaligin spesifik bir antiviral tedavisi olmadig1 icin enfekte gebeler
semptomatik tedavi edilebilir. Ates disiirticli, analjezik verilmeli ve sivi replasmani
yapilmahdir.® Asetil salisilik asit, hemorajik komplikasyonlara yol agabilecegi i¢in
Dengue atesi ekarte edilmeden kullanilmamalidir. Asetaminofen agr1 kesici ve ates
diisiiriicii olarak uygun bir ajandir.”

Korunma ve Onlemler

Maternal enfeksiyonlarla konjenital anomaliler arasindaki iligki bilinmektedir.
Ozellikle ilk 12 haftada gecirilen enfeksiyonlar fetiiste multiorgan anomalilerine yol
acabilmektedir. ZV i¢in de yeni tanimlanan ve devam eden calismalar ile fetal etkiler
tam olarak ortaya konulmaya c¢alisilmaktadir. Hastaliktan korunmada asilamanin
olmamasi nedeniyle, sivrisinek ile isirilmanin 6ntine gecilmesi ve sivrisineklere karsi
miicadele hastalikla miicadelede en 6nemli asamalardir. Tim gebeler riskli bolgelere
seyahat Oykiisti agisindan sorgulanmalidir. CDC, gebelere miimkiinse bu bolgelere
seyahatlerini ertelemelerini 6nermektedir. Fakat bunun saglanamadigi durumlarda
sivrisinek 1siriklarindan korunma amaci ile ¢ok ciddi tedbirler alinmasi 6nerilir."®"
Bunlar arasinda kollar1 ve bacaklari tam kapatan giysiler giyilmesi, odalarin pencere
korunaklarinin saglanmasi ve sineklerin yasam alanlarinin kurutulmasi gibi énlemler
vardir. Ayrica kontamine olabilecek su kaynaklar ilaclanmaktadir. ZV potasyum
permanganat, eter ile muamele edildiginde ve 60°C'nin {zerindeki sicaklikta
olmektedir. Alkol ile efektif olarak notralize edilememektedir.*
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CDC, ZV salgini olan bolgelere seyahat eden gebelerde semptom olup olmamasina
dayal bir algoritma yaymlamistir.” Bu algoritmaya gore semptomatik olan gebelerde
hemen, semptomatik olmayanlarda ise fetal bir bulgu olmasi durumunda maternal
serumda RT-PCR yapilmasini onerir. Asemptomatik gebelerde fetal mikrosefali ve
intrakraniyal kalsifikasyon yoklugunda test 6nerilmez.

Diinya saglk orgiitii (DSO) ve yerel saglk orgiitleri konuyla ilgili art arda uyari
bildirileri yayinlamaktadir. Bazi tilkelerde hastalik salgini olan boélgelerde gebelik
distinen kadinlara bunun ertelenmesine kadar varan ciddi uyarlar yapilmaktadir.”
DSO ve diger orgiitler, asilama ve antiviral tedavi gelistirilmesi icin Ocak 2016'dan
itibaren acil olarak toplantilar diizenlemektedir.

Hastaligin Avrupa’da da gortilmesi, tilkemiz icin de tehdit olarak algilanmasina
neden olmustur. Mart 2016 itibariyle ilkemizde bildirilen ZV vakasi yoktur.* Yine de
tilkemizde bu hastalik ile ilgili 6zellikle gebe ve gebelik planlayan kadinlarin korunmasi
icin tedbirler alinmaktadir. Saglik Bakanligi 25/12/2015'te yayinladigi basin bildirisinde
riskli bolgelere gidecek vatandaglarimizi uyararak, 7/24 hizmet veren seyahat
danigsmanhg: hattindan( 444 77 34) bilgi alinabilecegini duyurmustur®. Saglik Bakanligi
ayrica seyahat zorunlulugu olanlara enfeksiyondan korunmak icin klimali,
sivrisineklerden korunmus mekanlarda kalmaya 6zen gosterilmesini, agikta kalan cilt
i¢in sivrisinek kovucular kullanilmasini, kapali giysiler (uzun kollu gomlek ve uzun
pantolon gibi) giyilmesini 6nermektedir. Hastalik olan bolgeye ziyarete giden gebelerde
ates, artralji, dokiintii ve konjonktivit bulgular1 olmasi halinde, ZV de akla gelmelidir.
Mevsimsel grip ile karisabilecek bazi semptomlar1 oldugu icin akla getirilmedigi
durumlarla sik karsilasilabilir. Ozellikle fetal ultrasonografik degerlendirmede
mikrosefali, intrakraniyal kalsifikasyon gibi norolojik bulgular izlenen fetiislerde anne
adayi geriye dontik olarak sorgulanmalidir.
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Proloterapi: Kronik Agr1 Yonetiminde Etkili Bir YOntem
Prolotherapy: A New Method for Chronic Pain Management in Family Medicine
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Oz

Proliferatif ve irritan (dekstroz, gliserin, fenol v.b) soliisyonlarin sorunlu bag ve kiris dokularina enjekte
edilmesi ile olusan inflamasyona kars: viicut iyilestirici bir savunma mekanizmasi gelistirir. Proloterapi
bu esasa dayanan bir tamamlayic1 tip yontemidir. Tendinopati, gonatroz, bel agrisi, epikondilit gibi kas
iskelet sisteminin degisik bolgelerinde kronik agriya neden olan sorunlarda irritan sivilarin kisinin
gereksinimi ve yasina gore degisen miktarlarda sorunlu bodlgeye enjekte edilmesi ile uygulanan ve
yaklagik yarim asirdan fazla stiredir kullanilan bir ydntemdir. Konu ile ilgili yapilan c¢alismalarin
sonuglar gibi, tedavi yontemleri ve siireleri de farkliliklar gostermektedir. Sternoklavikiiler instabilitede
agrida azalma ve tam aktiviteye dontis saglanmig olup mikroperforasyon yontemi Onerilmektedir.
Kronik bel agrilarinda proloterapinin baska modaliteler ile birlikte kullanildig: takdirde, yakinmalar: ve
engelliligi azaltabilecegi bildirilmektedir. Osteitis pubis ile ilgili bir vaka serisi son derece basarili
bulunmus, ¢ogu sporcu agrilarindan kurtulmus ve tamamu spora donebilmistir. Gonartroza iligkin bir
calismada proloterapi uygulama oncesi duruma gore agri ve islevsellige dair Olgiilerde iyilesme
saglarken, kontrol grubuna goére anlaml fark elde edilememistir. Asil tendinitinde, proloterapinin agriy1
azaltip hasta memnuniyetini artirdig1 gosterilmistir. Proloterapiyi destekleyen kamit diizeyi yiiksek
calismalara gereksinim siirmektedir. lyi yetistirilmis ellerde proloterapi, uygun hastalarda iyi neticeler
vermesi beklenilen bir tamamlayici tip yaklasimidir. Kas iskelet sorunlarinin yaygin oldugu giindelik aile
hekimligi pratiginde medikal tedavilerin yararli olmadig1 ya da yan etkilerinden ¢ekinildigi durumlarda
maliyet etkin destekleyici bir uygulama olarak son derece yararl bir tedavi yontemidir.

Anahtar kelimeler: Proloterapi, aile hekimligi, kronik agr1

Abstract

Prolotherapy is a complementary medicine method which is based on the principle of healing body
defence against the inflammation caused by injecting a proliferative and irritant (dextrose, glycerin,
phenol, etc.) solution into the problematic tissue, ligaments and tendons. In problems like
tendinopathy, gonarthrosis, lumbago, epicondylitis etc. which cause chronic pain in different regions of
the musculoskeletal system, various irritant liquids injected to the problematic area varying to the
requirements and the age of a person. In sternoclavicular instability, microperforation method is
recommended to achieve pain reduction and returning to full activity. There is no clear superiority
among the preferred methods of non-surgical treatment of lateral epicondylitis. Prolotherapy can
reduce symptoms of chronic low back pain and disability if it is used in conjunction with other
modalities. Successful case series have been reported related to osteitis pubis, in many athletes pain
liberated and all were able to return to full fitness. In a study of gonarthrosis, improvement in pain and
function were provided. It has not been possible to obtain a significant difference compared to the
control group. Prolotherapy has reduced the pain and has improved patient satisfaction in achilles
tendinitis. The need for evidence-based studies on behalf of prolotherapy are still needed. Proloterapy
is a complementary medicine approach and in trained hands, it is expected to give good results on
appropriate patients. Musculoskeletal problems are common in family practice. If medical treatment is
not useful or in cases where side effects are of concern, proloteraphy is a cost-effective supportive
therapy method.

Key words: Prolotherapy, family medicine, chronic pain
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Giris

Proloterapi, yeni hiicrelerin proliferasyonunun saglanarak sorunlu bir bag ya da
kirisin esenlendirilmesi olarak ifade edilir ve yarim asirdan fazla siiredir uygulanan bir
yontemdir." Kronik kas iskelet sorunlarinda enjeksiyon yoluyla tendinopati, gonartroz
ve bel agrisi gibi agr ile giden durumlarda tamamlayict tip yontemi olarak
kullanilmaktadir.

Hassas bag ve kiris baglantilar1 ve eklem bosluklarina yapilan iritan soltisyon
enjeksiyonlarinin dejenere dokularda yangi olusturarak doku biiytime faktorlerini
endiikte ettikleri, vaskiiler skerozan olarak etki ettikleri, fenol gibi iritanlarin denerve
edici etkileri ve merkezi agr modiilasyonu da yaptiklar1 distintilmektedir.>* Ancak
Jensen ve ark. ratlarda yapmis olduklari ¢aligmalarda mediyal kolateral baglarda (MCL)
enjeksiyon sonrast laksite ve mekanik oOzellikler bakimindan degisiklik
gormemiglerdir.? Bu hususta yapilmig olan ge¢mis ¢alismalar 6rneklem azhigi, kontrol
grubunun yetersizlikleri ya da sonucglarin ¢eligkili olmalar1 nedeniyle yeterli
bulunmamiglardir.”

Bel agrisi olan 3 hastada yapilan bir ¢alismada ise posterior sakroiliyak bagindan
alinan biyopside (1 spinal manipiilasyon, tekrarlayan gévde fleksiyon aligtirmalar1 ve 6
hafta boyunca haftalik enjeksiyonlar neticesinde) bag liflerinde %60 oranlarina varan
¢ap artisi g('jzlenmistilr.6

Stein ve ark’nin calismasindaki mikroperferason yontemi proloterapide,
enjeksiyon islemi akut, kontrolli yerel inflamasyon ve hiicreler iizerinde ozmotik tip
bir zedelenme olusturur. Enjeksiyon islemi ile yaratilan inflamasyon sonucu 3-5 giinliik
evrede doku debridmani olur. Sonraki proliferasyon evresinde yeni kolajen yararh
bolgeye dosenir bu evre 3 ay kadar siirer. Son evre olan remodeling evresi 2 yil kadar
siirer, bu evrede kolajen olgunlasir ve nihayetinde baglarda arzu edilen kalinlagsma ve
¢ekme kuvvetinde yeterlilik normale doner.”

Proloterapide farkli iritan ve soliisyonlar hassas bag ya da kirise enjekte edilmek
ve ilgili anatomik insersiyon bdélgesinin igne ile agindirilmasi (peppering) ve eklem
icine enjeksiyon yapilmasi kosuluyla tatbik edilir. Enjeksiyonlarda ortalama o,2-0,5 cc
soliisyon doku icine uygulanir. Tercih edilen soliisyon genelde yiiksek derece
konsantre dekstroz, %o0.9 serum fizyolojik ve %2 lidokainden hazirlanmaktadir.
Enjeksiyon ise hastanin gereksinimi ve yasina gore belirlenmektedir.**

Geg¢miste yapilmis olan 31 klinik ¢alismada muhtelif soltisyonlar kullanilmistir.
Calismalarin ¢ogunda lokal anestezik olarak lidokain kullanmislardir. Dokuz ¢alismada
ise P2G soliisyonunu (%12,5 dekstroz, %12,5 gliserin, %u,25 fenol ve %0,25 lidokain)
kullanmuglardir.’

Proloterapinin uygulanabilecegi klinik durumlara iliskin ise asagidaki deneyimleri
paylagsmak miimkiindiir:

1. Sternoklavikiiler Eklem instabilitesi

Hafif sternoklavikiiler eklem instabilitesinde agrida azalma elde edilmis ve tam
aktiviteye doniis saglanmistir. Mikroperforasyon proloterapinin o bdélgenin bag
yaralanmalarinda kullanilmasi tavsiye edilmektedir.”
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2. Lateral epikondilit

Proloterapi, serum fizyolojik enjeksiyonlarindan daha istiin ancak steroid ya da
lidokain enjeksiyonlarina benzer etkide bulunmustur. Lateral epikondilit 12-18 ayda
kendisini sinirlayan bir sorundur. Steroidler kisa erimli rahatlatici etkiler saglamakla
birlikte, proloterapi de agr1 kontroltiinde yararli olabilmektedir. Bu sorunun cerrahi
tedavisinin haricinde, tercih edilecek yontemler arasinda net bir sttnlik
bulunmamustir. Ancak botulinum toksin A enjeksiyonlarinin yan etki riski dikkate
alinmalidir.® Baska bir meta-analiz ise proloterapinin plaseboya gére daha etkin
oldugunu gostermistir. Ancak analize dahil edilen calismalarinin kiigiik olmalari
nedeniyle bulgularinin temkinle yorumlanmalar gerektigi bildirilmistir.°

3. Bel agris1

Rabago ve ark.’nin hazirlamis olduklar1 bir derlemede, 1937den derlemenin
yaymnlandigi yila kadar 42 adet proloterapi ile ilgili ¢alisma tespit edilmigtir.”
Calismalarin ¢ogu vaka sunumu-serisi bigiminde olup, agirlikli spesifik olmayan bel
agrilarinin yani sira bagka anatomik bolgelere iliskin endikasyonlar icermekteydi.
Calismalarin kanit diizeyleri giicli olmamakla birlikte yeni g¢alismalar icin zemin
olusturmaktaydilar. Yapilan randomize kontrolli c¢alismalardan ikisinde spesifik
olmayan bel agrilarinda anlamli bulgular rapor edilmistir;** ancak steroid
enjeksiyonlari, spinal manipiilasyon ya da alistirma gibi ek miidahalelere yer verildigi
icin proloterapinin net etkilerini gostermek miimkiin olmamustir.

2007 yilinda yapilan sistematik derlemeye gore ise kronik bel agrilarinda
proloterapinin bagka modaliteler ile birlikte kullanildigi takdirde, yakinmalar1 ve
engelliligi azaltabilecegi bildirilmektedir.”

Son yillarda yapilan calismalarda agrili ve disfonksiyonel sakroilyak ekleme
yapilan hiperosmolar dekstroz enjeksiyonlarinin agri ve engelliligi giderdigi ve
triamsinolon enjeksiyonlarina goére etkilerinin daha uzun stirdigt gosterilmistir.'*"
Koksidini’de yapilan enjeksiyonlarin 37 hastadan 30’unda agriy1 azalttigi ° ve kronik
ilerlemis diskojenik alt ekstremite agrilarinin %43,4’tinde 18 aya varan iyilesme oldugu
bildirilmistir."” Bu calismalar bel agrisinda proloterapi i¢in umut vericidir.'®

4. Osteitis pubis

Topol ve ark.’nin yayinlamis olduklar: bir vaka serisinde, pubik ramide bulunan
hassas bolgelere yapilan ¢oklu enjeksiyonlar son derece bagarili bulunmus; cogu sporcu
agrilarindan kurtulmus ve tamama yakininin ortalama 9 hafta icerisinde spor yapmaya
dontsti saglanmistir.” Kasik agrilarina iliskin bu umut verici bulgularin randomize
kontrollii ¢aligsmalarla teyit edilme gereksinimi bulunmaktadir.*

5. Gonartroz

Gonartroza iliskin kanitlar yeterli degildir. Bir ¢alismada proloterapi, uygulama
oncesi duruma gore agr ve islevsellige dair Olciilerde iyilesme saglarken kontrol
grubuna gore anlamh fark elde edememistir.”® Baska bir pilot ¢alismada ise orta-
siddetli gonartrozda bir yilin sonunda yasam kalitesinde %36 oraninda iyilesme
saglanmigtir.*** Rabago ve ark.’min yapmis oldugu diger bir calismada ti¢ kollu
randomize kontrol ¢alisma deseni kullanilmistir. En az {i¢ aydir dizi agriyan hastalarin
agri, sertlik ve fonksiyon alt 6lcekleri kullanilarak osteoartrit siddetini degerlendiren
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gecerliligi onaylanmis bir anket olan Western Ontario McMaster University
Osteoarthritis Index'i (WOMAC) ile 6l¢iilen dize 6zgli yasam kaliteleri artmustir.

Dekstroz enjeksiyonu yapilanlarin WOMAC puanlar salin ya da alistirma
yapanlara gore daha yiliksek bulunmustur. Bu yiikseklik 52. haftaya kadar sebat
etmigtir, 52 hafta sonunda dekstroz grubunun yasam kaliteleri artmig ve agr siddet
sikliklar1 azalmigtir.”

5. Asil Tendinopati ve plantar fasciit

Asil tendinitte proloterapinin agriyr azaltip hasta memnuniyetini artirdigi
gosterilmigtir.***> Kronik plantar fasciiti olan hastalarda uygulanan proloterapi, agri
algisin1 gerek istirahatte gerekse giindelik isler ve bedensel etkinlik sonrasi
azaltmustir.>

Sonuc

Guniimiuizdeki  uygulama  bicimiyle  proloterapi  1950’lerden  beri
uygulanmaktadir. Ulkemizde ise bu uygulama, 27 Ekim 2014 tarih ve 29158 sayili
“Geleneksel ve Tamamlayici Tip Uygulamalar1 Yonetmeliginde tanimlanan 15
uygulamadan birisi olarak kabul gérmektedir. Saglik Bakanlig1 biinyesinde gorev yapan
bilim kurulu marifetiyle egitim programlar1 hazirlanarak hekimlere egitimler
verilecektir. Her ne kadar proliterapi uygulamasinda ciddi bir deneyim ve tip
literatiirinde proloterapiyi destekleyen calismalar bulunsa da, kamit diizeyi yiiksek
¢alismalara iligkin gereksinim siirmektedir.”” Caligmalarda gerek metodolojik sorunlar,
gerekse vaka sayisinin azligi dikkat ¢ekmektedir. Randomize kontrollii ¢alismalara
ihtiya¢ bulunmaktadir.

Proloterapi, iyi yetistirilmis ellerde, basarili olunamayan konservatif tedavi
siirecinden sonra acil cerrahi endikasyonu olmayan hastalarda iyi neticeler vermesi
beklenilen bir tamamlayic1 tip yaklagimidir. Kas iskelet sorunlarinin yaygin oldugu
giindelik aile hekimligi pratiginde, medikal tedavilerin yararli olmadigi ya da yan
etkilerinden c¢ekinildigi durumlarda maliyet etkin destekleyici bir uygulama olarak son
derece yararh bir tedavi yontemidir.
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The Use of Herbal Supplements in Pregnancy
Gebelikte Bitkisel Uriinlerin Kullanimi1
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Abstract

The use of herbal products is becoming a more popular way of treating diseases due to the assumption of
being natural, safe, and thereby harmless, relative to other prescribed medicines. However, most of these
herbal substances have not been thoroughly evaluated so far. The overwhelming increase in interest to
traditional and complementary medicine amongst pregnant women rises the safety concerns related to this
treatment options in pregnancy.

In this review, we put the most commonly used herbs in pregnancy in the spotlight and gave particular
attention to their potential adverse reactions and teratogenic effects.

Key words: Herbal medicine, pregnancy, adverse effects, safety

Oz

Bitkisel tirtinlerin kullanimi bu triinlerin giivenilir, ve diger recete edilen ilaclara gore daha zararsiz oldugu
varsayildigindan hastaliklarin tedavisinde artan bir popiilariteye sahip olmaktadir. Bununla beraber,
simdiye kadar bu bitkisel irtinlerin biiyiik bir kismi etraflica incelenmemistir. Gebe kadinlardaki bu
geleneksel ve tamamlayic1 tibba olan asiri ilgi, bu tedavi segeneginin gebelikte kullanimi ve giivenilirligi ile
ilgili endiseleri de artirmistir.

Bu derlemede, gebelikte siklikla kullanilan bitkileri mercek altina aldik ve o6zellikle de bu bitkilerin
potansiyel ters reaksiyonlar: ve teratojenik etkilerine dikkat ¢ektik.

Anahtar kelimeler: Bitkisel ilag, gebelik, advers etki, giivenlik
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Introduction

The use of natural health products, especially herbal supplements is becoming a more
popular way of treating disease all over the world.' According to the 2002 National Health
Interview Survey in the United States, an estimated 38 million US adults per year use
herbal medicines * and the use of herbal supplements is more prominent among women. *
This demand is likely to be due to the assumption of being natural, safe, and thereby
harmless relative to other prescribed medicines.> However, most of these herbal
substances have not been thoroughly evaluated, concerning whether they are safe and free
from adverse effects or not. According to the World Health Organization, approximately
80% of the people around the world use a variety of herbal medicines in order to prevent
or treat the certain diseases and improve the general well-being.* In another study, it is
reported that about half of reproductive aged women (48.9%) use herbal medicine for any
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reason.” Therefore, it is possible that a great number of women will conceive, while they
are using herbal remedies.

The prevalence of the use of herbal medicine amongst pregnant women is reported to be
between 18% and 56 % during pregnancy and it varies across different geographical areas
as in 22.3% to 82.3% in the Middle East region.®®

The fear that prescribed medications may pose a significant hazard to a fetus during
gestation may lead pregnant women to opt for presumably safe and harmless natural
herbal medicines during pregnancy.”” Aside from being preferable by pregnant women,
traditional and complementary medicines are also of common practice among health-care
providers in developed countries.” However, many pregnant women begin the use of
herbal health products without the advice or guidance of a health-care professional.”
Concerns related to the use of herbal remedies during pregnancy are particularly due to
inadequate data regarding their potential teratogenic or adverse effects on pregnancies.
Therefore, throughout questioning of the expectant mother regarding the use of herbal
supplements becomes extremely crucial during prenatal visits in order to identify adverse
effects and the drug interactions of these natural products.

The most commonly used herbs during pregnancy may vary from region to region, as
peppermint, ginger, thyme chamomile, sage, aniseeds, fenugreek, green tea, and garlic are
popular natural supplements around middle east region,” raspberry, fennel, and St. John’s
wort are most commonly used herbs in Australia, Norway, and Tuscany, ® and the most
common reasons for use herbs are the treatment of gastrointestinal complaints such as
nausea, vomiting, bloating, and stomach aches followed by cold and flu symptoms.>"**

The overwhelming increase in interest to traditional and complementary medicine
amongst pregnant women rises the safety concerns related to this treatment option in
pregnancy.

In this review, we have put the spotlight on the most commonly used herbs in pregnancy
and tried to shed light on their potential adverse reactions and teratogenic effects.

The Use of Specific Herbal Medicine Products in Pregnancy
Ginger

Hyperemesis gravidarum (HG) is severe and intractable vomiting during pregnancy,
which can cause dehydration, electrolyte disturbances, and possible fetal damage.” Even
the presence of persistent vomiting, many expectant mothers choose not to use
conventional medicine owing to the fear of possible teratogenic side effects to the fetus. In
these circumstances, ginger (Zingiber officinale Roscoe) may represent an alternative way
of treatment for HG."® The effect of ginger is via local gastrointestinal anti-cholinergic and
antihistaminic actions. There is a conflicting evidence regarding the use of ginger in
HG.”® High doses of concentrated ginger may increase bleeding risk by decreasing
platelet aggregation, and also increase stomach acid production.” The ingestion of oral
ginger may cause an increase in gastro-duodenal motility in some patients.”” There is
conflicting findings regarding the benefits of ginger treatment in HG comparing to
vitamin B treatments . One study showed a significant advantage of ginger treatment over
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vitamin B6 treatment in pregnant women with HG.** However, in another study, ginger
failed to significantly decrease nausea and vomiting symptoms when compared to vitamin
B6.” When it comes to comparing the effectiveness of ginger with dimenhydrinate in
patients with HG, ginger treatment relieved the nausea and vomiting symptoms as
effective as dimenhydrinate did.** Although ginger treatment is considered a harmless
and possibly effective alternative option for women suffering from nausea and vomiting,
one of the old studies argued that ginger treatment could be related to spontaneous
abortions in ginger user pregnant women® and it was found to be associated with an
increased risk of belching.** However, other studies did not support this argument.

Echinacea

Echinacea (Echinacea angustifolia, Echinacea purpurea) is one of the most widely used
herbal supplements across the world. It is commonly used for its immunostimulatory,
anti-inflammatory, antibacterial and antiviral effects and the prevention and treatment of
common infections, such as common cold, flu and lower respiratory tract infections.>> *°A
prospective controlled study completed by the Motherisk Program in Canada
demonstrated that use of echinacea during the first trimester particularly during
organogenesis is not associated with increased risk for major malformations. ** In another
study, it was proved that no significant differences of major or minor birth defect,
pregnancy outcome, delivery method, maternal weight gain, gestational age, infant birth
weight and of fetal distress rate were observed among the echinacea using pregnant
women and non-users.?® In addition, echinacea does not seem to cause any serious risks
for drug interactions in humans.*’

Chamomile

Chamomile, a beautiful white flower, (Matricaria recutita) is usually used for its calming
and relaxing effects. A recent study consisted of 392 pregnant women showed that the
higher incidence of threatening miscarriages and preterm labours was observed among
regular chamomile users during their pregnancies and the study of Moussally et al.
supported these findings.***® Another study acclaimed that chamomile may also contain
coumarins which may exert an anticoagulant effect in pregnant women.>° Furthermore, an
excessive use of chamomile has to be considered potentially harmful in pregnancy due to
its contraction-inducing properties.> In recent study, regular users of chamomile showed
a higher risk of low birth weight infants when compared with non-users in the study.*
Chamomile should not be used during pregnancy due to not only aforementioned
reasons, but also to its possible menstruation and abortion stimulating effects.*

Peppermint

Peppermint leaf and oil are used for traditional medicines as flavoring agents, and in
cosmetic and pharmaceutical products. This herb has been used since antiquity to treat a
variety of diseases such as gastrointestinal (GI) disorders, common cold and respiratory
conditions, muscle pain, and headache during pregnancy.?* It can be considered an
antiseptic, antipruritic, antispasmodic, antiemetic stimulant.>> Although peppermint
together with ginger can be used for relieving nausea and vomiting in pregnancy,
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excessive usage is found to be related to induce uterine bleeding in early pregnancy thus it
is contraindicated during organogenesis and accepted as unsafe during pregnancy.3®

Fenugreek

Fenugreek is particularly used in middle east region.”” It should be consumed with caution
due to its hypoglycemic effect during pregnancy, it can stimulates oxytocin secretion
causing uterine contractions and fastens labor process3® Fenugreek can be helpful in
inducing childbirth. Fenugreek should not be used during the first trimester.

Garlic

Garlic (Allium sativum) has antibacterial and antifungal properties and it supports
maternal immune system during pregnancy.*® A randomized controlled study showed
that taking garlic during pregnancy can help reducing the risk of pre-eclampsia during
pregnancy.®® The studies failed to demonstrate the increased risk of spontaneous
abortions or major or minor malformations in fetuses.*’

Dates

Dates are excellent source of carbohydrates, fiber, glucose, iron, potassium, copper,
manganese, and magnesium. Dates have effects on oxytocin receptors and induce earlier
uterine contractions and improve response to syntocino.* Data regarding the usage of
dates basically belong to third trimester of gestations.* There is no data regarding the
usage of dates during the first trimester in pregnancies. Pregnant women with the
consumption of date fruit in the third trimester of pregnancy especially in the last 4 weeks
before labor were found significantly less need for induction and augmentation of labor.*

Almond Oil

Almond oil contains high levels of oleic and linoleic acids and in some formulations,
traces of arachidonic acid which may cause the production of prostaglandins known to
induce uterine contractions are found.*” Since almond oil is frequently used for
preventing or reducing stretch marks, rubbing the skin with this product may increase its
skin penetration and trigger the uterine contractions. Another study found that regular
almond oil users were at a higher risk of preterm birth when compared with non-users in
the study.*” Recent study advocated that a 15-minute massage applied with almond oil
during pregnancy reduced the development of striae gravidarum. Therefore, pregnant
women should be informed about the positive effects of massaging applied with almond
oil early during their pregnancy.*

Licorice

Licorice (Glycyrrhiza glabra) is used to treat liver illness, lung ailments, dyspepsia,
bronchitis, rheumatoid arthritis etc. However, licorice can cause hypochalemia, fluid
retention, and hypertension.** Maternal intake of licorice has been associated with
adverse maternal and fetal outcomes.® In the study of Choi et al. they found that the rate
of stillbirths among pregnant women who took licorice for the treatment of cough and
cold was significantly higher compared to control group.” However, the authors failed to
demonstrate that there was increase in major malformations in the licorice user group.*
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Licorice also contains a natural constituent called glycyrrhiza. This substance has an
ability to inhibit placental 11-beta-hydroxysteroid dehydrogenase type 2 which play an
important role in regulation of feto-placental and maternal cortisol levels*® that are
essential for brain development of fetu.*” Elevated levels of glucocorticoids are crucial,
affecting neuronal division, maturation, migration, interactions, and apoptosis.*’ High
doses of licorice consumption may promote the negative impact on the development of
the limbic system causing the disruption in the maintenance of cognitive and behavioral
functions especially in early life of the fetus.** Animal studies showed that licorice
consumption inducing placental 11b-HSD2 deficiency had deleterious effect on cognitive
functions in rodent.** Children of mothers who consumed licorice in their pregnancies
are shown to exhibit a significantly poor performance in the vocabulary and the narrative
memory tests and higher rates attention problems.** Furthermore, prenatal exposure to
licorice containing a high level of glycyrrhiza was found to be associated with a shorter
duration of gestation in pregnant women.” In summary, the consumption of licorice
during pregnancy is contraindicated owing to its adverse effects on fetal cognitive
development and its relation to still births and shortening of gestation.

Ginseng

Ginseng is a herbal medicine that has been used to treat various ailments such as
insomnia, fatigue, memory impairment, confusion, and decreased libido etc.” Fatigue is a
common symptom of pregnancy with multifactorial reasons including stress, anxiety, and
immunological changes in pregnancy. Taking ginseng by pregnant women with fatigue
promoted significantly increased energy levels during pregnancy.” Although several
studies reported that ginseng use during pregnancy did not exhibit any adverse effects on
pregnancy outcome, animal model studies demonstrated that ginseng exerted direct
teratogenic effects on rat embryos.”*>> Moreover, a case report found a potential link
between ginseng use during pregnancy and fetal androgenization.>® Since the safety of
ginseng use during pregnancy has not been well documented, it is considered potentially
harmful during this time.

In conclusion, the studies with respect to the safety of herbal medicines used during
pregnancy have not been convincing so far and there is still a lack of evidence-based data
on this issue. Herbs may not be harmless as they seem to be, in daily practice.
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Gastroenteroloji Alaninda Farmakogenetik Bilginin Kullanilmasi
The Use of Pharmacogenetic Knowledge in Gastroenterology
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Oz

llaglara karsi elde edilen yamitlarin bireyler veya etnik gruplar arasindaki farkliliklarinin nedenini
acgiklayan arastirma alami farmakogenetik bilimidir. Genetik farkliliklar nedeniyle ilaglardan istenen
yanit elde edilemeyecegi gibi, bir takim yan etkiler de ortaya c¢ikabilir. Hekim olarak en ¢ok arzu
ettigimiz konularin baginda, hastamizin dogru ilagla, dogru siirede tedavisinin gergeklesmesini saglamak
gelmektedir. Fakat bu her zaman miimkiin olmamaktadir. Bu basarisizligin en 6nemli sebeplerinden biri
de ilaglarin metabolizmasinda rol alan sitokrom P450 (CYP) enzimlerindeki genetik degisikliklerdir.
Dolayisiyla hastalara uygulayacagimiz ilaglarin hangi enzimler aracilig: ile metabolize edildigini ve
hastalarin genetik 6zelliklerini bilmek 6nem kazanmaktadir. Bu makalede 6zellikle gastroenteroloji
alaninda kullanilan proton pompa inhibitdrlerinin CYP2Cig gen polimorfizminden nasil etkilendigi ve
klinik yansimalar1 tartigilmistr.

Anahtar kelimeler: Lansoprazol, CYP2Ci9, genotipleme

Abstract

Pharmacogenetic is the science explaining inter-individual variability and variability among ethnic
groups for drug responses and the related reasons. Genetic variances might lead side effects besides
improper drug response or failed treatment. All clinicians aim to apply correct treatment to patients
using correct medication for proper period. However this is not always possible. This failure may be
mostly caused by genetic variations in P450(CYP) that coordinates the metabolism of drug. Therefore,
enzymes that play role in the metabolism of drugs applied to patients and genetic variations of the
patients should be known. In this paper, we aimed to discuss how the proton pump inhibitors are
affected by CYP2Cig gene-polymorphisims and its clinical aspects.
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Giris

Peptik ilser, mide ve duodenumda gozlenen, pepsin ve asitle temas eden bolgelerde
muskularis mukozaya kadar ilerlemis olan yaralar olarak tanimlanir. Toplumun
yaklasik %10’u peptik iilser hastaligina sahiptir. Peptik tilser hastaliginin olugsmasinda
en 6nemli faktor antrum mukozasina yerlesen Helikobakter pilori (H.P.)'dir." Gastrik
tlserli hastalarin % 601 ve duodenal ilserli hastalarin %90t H.P. (+) vakalardur.
Helikobakter pilori disinda peptik tlser hastaliginin etyopatogenezinde stres,
nonsteroid antienflamatuar ila¢(NSAII) kullanimi gibi pek cok etken bulunur.” Diinya
niifusunun neredeyse yarisini enfekte etmis olan H.P. dispepsi, peptik iilser, MALToma
(Mucosa  Associated  Lymphoid  Tumor/Gastrik  Lenfoma) ve  gastrik
adenokarsinomalara kadar degisen gastroduodenal hastaliklara yol agan bir
mikroorganizmadir.>” Gelismekte olan tlkelerde H.P. prevelansi semptomatik ve
asemptomatik gruplar arasinda farkliliklar gosterse de % 60-85 oraninda
gozlenmektedir. Ulkemizde gelecek 10 yil icerisinde en az 10 milyon hastanin iilser
tedavisine ihtiya¢ duyacagi tahmin edilmektedir. H.P.’ye bagli peptik iilser tedavisinde
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proton pompa inhibitérleri (PPI) ile birlikte antibiyotik tedavisinin oldukca etkili
oldugu yapilan calismalarda gosterilmistir.® Tedavide sadece PPI veya H, reseptor
blokorlerinin  kullanilmasi gecici olarak bir iyilesme saglasada bakteriyolojik
eradikasyon saglanmadigi icin kisa siireli remisyondan sonra reaktivasyonlar
goriilmiistiir. Bu nedenle tedavi protokolii etkili bir PPI ile birlikte asit salgilanmasinin
inhibisyonu  ve antibiyotiklerle =~ de  mikroorganizmanin  eradikasyonudur.’
Gastroduodenal yakinmasi olan vakalarda PPi kullanimi ile asit sekresyonun
azaltilmasi ve etkili antibiyotiklerin segilmesi ile tedavide basar1 orami artig
gostermistir.

Peptik iilser tedavisinde sodyum bikarbonat ve kalsiyum karbonat gibi antiasit ilaglar,
prostaglandin analoglar1 ve bizmut bilesikleri gibi mukoza koruyucu ajanlar, ranitidin,
famotidin ve nizatidin gibi histamin tip 2 (Hz2) reseptor blokorleri, omeprazol,
lansoprazol, rabeprazol, pantoprazol ve esomeprazol gibi PPI'ler kullanilmaktadir.®9
Klinikte PPI'ler 1980 yilindan bu yana kullanilmaktadir. PPi’ler parietal hiicrelerin
H'K*-ATPaz enzimine geri dontisimsiiz bir sekilde baglanarak mide asit sekresyonunu
azaltan ila¢ grubudur.® PPI'ler inaktif olarak bulunan 6n ilaclardir. Oral olarak alinan
tablet ve kapstil formlariaside dayanikhidir. Lipofilik ve zayif bazik ilaglardir. Lipid
membrandan gectikten sonra parietal hiicrelerde iyon tuzagina uygun olarak
konsantre olurlar. PP’lerin yarilanma émrii yaklagik olarak 1.5 saat olup oral olarak
alindiktan sonra H'K® ATPaz enzimlerinin yaklastk % 70’ini inhibe ederler.”
Gastroozofageal reflii, peptik ilser, eroziv, eroziv olmayan veya o0zofageal
komplikasyon gelismis reflii hastalarinda ve H.P. iliskili {ilserlerin tedavisinde PPI’ler
yaygin olarak kullanilmaktadir. Son zamanlarda basta H.P. ile iligkili iilserler ve diger
asit Uretiminin arttig1 vakalarda tedavi basarisinin azaldig1 yapilan ¢alismalarda ifade
edilmektedir." Bunun sebepleri arasinda H.P. ile iligkili tlserlerin tedavisinde
antibiyotik direncinin artmasi yani sira genotip farkliliklarinin da tedavide basar:
oranini azalttigini giindeme getirmistir. Tedavide basarinin azalmasina neden olan en
onemli faktor ilaglarin metabolizmasinda rol alan sitokrom P450 enzimlerinde
gozlenen genotip/fenotip farkliligi oldugunu belirten ¢alismalar bulunmaktadir.”

Hastalarini tedavi ederken hekimlerin oncelikli amaci hastaya zarar vermemek
olmalidir. Uygulamada ise bu durum her zaman mimkiin degildir. A.B.D."de yapilan
bir arastirmada ila¢ yan etkilerinden dolay1 yilda 100 binin iizerinde 6liim vakasi
bildirilmigtir.” Farmakogenetik disiplini, ilaglarin hastalar i¢in yararl olup olmadigini
inceleyen aragtirma alamidir. Farmakogenetik bilgi sayesinde hastalar i¢in daha iyi
sonuglarin elde edilmesi, yan etkilerin azaltilmasi ve saglik hizmetlerinde ekonomik
tasarruf yapma imkani elde edilebilir. Farmakogenetik calismalarin esas amaci
kisisellestirilmis ila¢ tedavisine katki sunmaktir. Ilaclarin metabolizmasinda rol alan
enzimlerin genetik yapisinin bilinmesi ile ila¢ dozlarininkisiye gore ayarlanmasi
ilerleyen zamanlarda giindeme gelebilecek konular arasindadir. ila¢ metabolizmasinda
rol alan en 6nemli enzim grubu CYP (Sitokrom P450)’dir. Bu enzimlerde gozlenen
genetik polimorfizmler enzim aktivitesinde degisiklige neden olabilir. Boylece ilaglarin
metabolizmasinda degisikliklere neden olarak tedavi yanitinda istenmeyen etkiler
gozlenebilir.® Ilaclarin metabolizmasinda goézlenen bu degisikliklerin nedenini
inceleyen aragtirmalar farmakogenetik calismalardir. flaglarin metabolizmasinda gorev
alan enzimlerin aktivitesi yavag metabolizér (YM), normal metabolizér (NM), hizh
metabolizor (HM) ve ¢ok hizli metabolizérler (CHM) olarak simiflandirilir. CHM
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bireylerde ilaclarin metabolizmasi hizlanirken, YM bireylerde ila¢ eliminasyon hizi
azalir ve yan etki goriilme ihtimali artar."*® Bireysellestirilmis ila¢ tedavisinde,
hastalarin hangi ilaci, hangi dozda alacagi belirlenmektedir. ilaci kullanan birey cok
hizli metabolizor ise standart dozlarda (eger 6n-ilag degilse) kullandig: ilagtan fayda
gormeyecektir. Yavas metabolizor bireylerde ise ila¢ kolaylikla toksik doza
ulagilabilecektir.

PPI’lerin eliminasyonu esas olarak karacigerde sitokrom P450 enzim sisteminin iiyeleri
olan CYP2C1g ve CYP3A4 tarafindan gerceklestirilir (Sekil 1.)*

CYP2C19 CYP3A4
Pantoprazol
CYP3A4
5-Hidroksi- Pantoprazol Pantoprazol
pantoprazol sulfon sulfit
sulfotransferaz
Pantc; — Pantoprazol Pantoprazol
sijlfatp(MZ) sulfat stlfat
CYP3A4 Sulfon (M1) sulfit (M3)
CYP3A4

Sekil 1. Pantoprazoliin metabolizmasinda rol alan sitokrom P 450 enzimleri ve
metabolitleri

CYP2Cig ve CYP3A4 enzimlerinde gozlenen genetik polimorfizmler ila¢ tedavi
etkinliginde degisiklige, yan etki gbzlenmesine veya istenmeyen ila¢ etkilesimlerine yol
acabilir.” Klinikte kullanilan pek ¢ok ilacin metabolizmasindan CYP2Cig enzimi
sorumludur. Basta PPI'ler (omeprazol, lansoprazol, pantoprazol, rabeprazol,
esomeprazol) olmak t{izere B-reseptor blokeri propranolol, antimalaryal ilag olan
proguanil gibi bir ¢ok ilacin metabolizmasinda CYP2Cig enzimi rol alir. CYP2Cig
enzimi tarafindan metabolize edilen ilaglar Tablo 1’de verilmistir.

PPI'ler genel olarak CYP2Ci9 enzimi tarafindan s5-hidroksi metabolitine
donistiirilirken, CYP3A4 tarafindan siilfon metabolitlerine donistiirilmektedir.
Ayrica rabeprazol gibi non-enzimatik yolla metabolize edilen PPi’ler bulunmaktadir.
PPI’lerin metabolizmasinda her ne kadar farkli enzimler rol alsa da farmakokinetik ve
farmakodinamik ozelliklerinden CYP2Cig enzim aktivitesi ile kuvvetli iligkili
olduklarini gosteren ¢alismalar bulunmaktadir. Bu gruptan olan lansoprazol’iin tedavi
yanitinda 6zellikle CYP2C1g polimorfizminden etkilendigi bildirilmistir.”® Lansoprazol
farmakokinetigini etkiledigi diisiiniilen bagka bir parametrede enerji bagimli membran
transportoric olan ABCB1/MDR1 (ATP-Binding Cassette, Sub-Family B/Multi-Drug
Resistance Gene) genindeki varyasyonlardir. Kodaira ve arkadaglar tarafindan yapilan
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bir calismada MDR1 C3435T polimorfizminin CYP2Cig hizli metabolizor bireylerde
degistigini rapor etmislerdir.”

Tablo 1. CYP2Ci1g enziminin metabolize ettigi ilaclar

CYP 2C19 substratlan

PPi Digerleri
Lansoprazol Klomipramin Varfarin
Omeprazol Siklofosfamid Sitalopram
Pantoprazol Heksobarbital Progesteron
Rabeprazol Imipramin Propranolol

Indometasin Teniposid
Antiepileptikler R-mefobarbital Karisoprodol
Diazepam Primidon Kloramfenikol
Fenitoin Nilutamid Proguanil
S-mefenitoin Nelfinavir
Fenobarbiton Maklobemid

CYP2(C19 Genetik Polimorfizmleri

ilk defa 1970’lerin sonunda debrizokin metabolizmasinda ki farkliliga bagl olarak
sitokrom P450 genetik polimorfizmi giindeme gelmistir.*® Sonraki yillarda Kupfer ve
arkadaslar1 tarafindan da mefenitoin metabolizmasinda genetik bir defektten
bahsedilmistir.* Epilepsi tedavisi amaciyla kullanilan mefenitoin alan bazi bireylerde
asir1 derecede sedasyona kaldiklar: tespit edilmis olup bu bireylerin yavas metabolizor
bireyler oldugu literatiire ge¢mistir.** 1994 yilinda Goldstein ve arkadaslar tarafindan
gerceklestirilen arastirmada ise mefenitoin metabolizmasindan sorumlu olan enzimin
CYP2C19 oldugu bildirilmistir.* Elde edilen bu bilgiler neticesinde CYP enzimlerindeki
polimorfizmlerin klinik agidan 6nemli olabilecegine isaret etmektedir. CYP enzim
polimorfizmlerinin glinimize kadar tespit edilen formlar
(http://www.cypalleles.ki.se/) web sitesinden takip edilebilmektedir. Giiniimiize kadar
CYP2Ci19 geni icin 35 farkli alel tanimlanmustir (http://www.
cypalleles.ki.se/cypz2c19.htm, erisim o4Mart 2016). Makalenin bu kisminda CYP2Cig
geninde gozlenen bazi polimorfizmlerin ne anlama geldigi, hekim olarak bizlerin
ozellikle hangi polimorfizmlere dikkat etmemiz gerektigi tartisilacaktir. Ozellikle
klinik acidan 6nemli olabilecek polimorfizmler ele alinacaktir.

CYP2C19*1: Enzimin normal aktiviteye sahip oldugunu ifade eder. Literatiirde bu
bireyler yabanil tip (wild type) olarak adlandirilir.** Bazi varyant alelleri tasiyan
bireylerde enzim aktivitesi tamamen kaybolmaktadir. Bu bireyler CYP2Cg*2-*8
arasinda ki genotipe sahip kisilerdir. Bu kisiler fenotip olarak yavas metabolizor
bireylerdir.*

CYP2C19*2: Komplementer DNA'nin (cDNA) 681 numarali baz ciftinde tek bir baz
degisimi sonucu olusur (Guanin yerine Adenin). Bunun sonucunda fonksiyonunu
kaybetmis sitokrom P450 proteini meydana gelir.>
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CYP2(19*3: Bu varyantta ekzon 4 tizerinde cDNA {izerinde 636 numaral baz ¢iftinde
Guanin yerine Adenin gelmesi sonucu stop kodonu meydana gelir. Boylece yeterli
miktarda sitokrom P450 protein olusamayacaktir.*”

CYP2C19*17: Cok hizli metabolizorlerden olan aleldir. Bu polimorfizm ilk defa 2005
yilinda tanimlanmustir.*® Bu polimorfizme sahip bireylerde trankripsiyon artis1 sonucu
¢ok fazla miktarda enzim sentezlenir.*® Literatiirde ¢ok hizli metabolizor (ultra-rapid
metabolizor) olarak belirtilmektedir.CYP2C19*2, *3 ve*1; polimorfizmleri ile ilgili
olarak yapilmis pek ¢ok calisma bulunmaktadir. Diger polimorfizmlere gore bu ii¢
alelin tedavi yanitini en fazla etkiledigi belirtilmektedir. CYP2C9 *2 ve *3 aleline sahip
bireylerde yetersiz enzim sentezi meydana gelir. Bu iki alel YM’lerin %99 unu
olusturur. Ulkemizinde icinde bulundugu beyaz irkta YM siklig1 %3-5 iken Asyalilarda
bu oran %12-23"tiir.3* 3

CYP2(C19*4: Ekzon 1 lizerinde Adenin yerine Guanin gelmesi sonucu ortaya c¢ikar. Bu
degisim sonucu enzim sentezi yeterli oranda gerceklesmez. Ulkemizde yapilan bir
calismada CYP2C19 *4 ve *5 alelleri saptanmamigtir.

Ifade edilen bu polimorfizmler disinda farkli polimorfizmlerde bulunmaktadir.
Fakat bu polimorfizmlerin fonksiyonel 6nemi ile ilgili yeterli miktarda calisma
bulunmamaktadir (http://www.cypalleles.ki.se/) .

CYP2C19 Genetik Polimorfizmlerinin Klinik Onemi

CYP2C enzim ailesi klinikte recete edilen ilaglarin %20’sinin eliminasyonundan
sorumludur. Bu enzim ailesinden ozellikle CYP2Cg9 ve CYP2Cig polimorfik 6zellik
gostermekte olup tedavi basarisini etkilemesi agidan 6nem tagimaktadir.® Literatiirde
yapilan pek c¢ok arastirmada CYP2Cig polimorfizmlerinin klinikte yaygin olarak
kullanilan  polimorfizmlerinin ~ PPI'lerin farmakokinetik o6zelliklerini etkileyip
etkilemedigi incelenmistir>* Makalemizin bu béliminde CYP2Ci9 gen
polimorfizminin PPI'lerin farmakokinetik 6zelliklerine ve tedavi yanitina etkisinin olup
olmadig: tartisilacaktir.

CYP2C19 enzimi aktivitesine gore yavag (YM), normal (NM), hizli (HM) ve ¢ok hizli
metabolizorler ((HM) olarak smiflandirlir. Klinikte ila¢ metabolizma hizina gore
tedavi yanitinda farklhiliklar gézlenmesi beklenir. PPI’lerin klinikte en énemli kullanim
alanlarindan birisi de H.P. enfeksiyon tedavisidir. H.P. tedavisi ile hastaliktan
kaynaklanan pek ¢ok gastrointestinal sikayetler ortadan kalkabilecegi gibi olusabilecek
farkl klinik tablolarin da 6niine ge¢ilmis olacaktir.®® Dolayisiyla H.P. eradikasyonunun
saglanabilmesi icin CYP2Cig genotipinin bilinmesi hastaya dogru ilaci, dogru dozda
verme imkani saglatacaktir. Boylece tedavide basar1 sansinin arttigi gézlenecektir. YM
bireylerde PP kullanan hastalarda H.P. eradikasyon tedavisi ve gastrodzofageal reflii
hastalig1 tedavisi HM ve CHM bireylere gore yiiksek oldugu bildirilmistir. Lansoprazol
tedavisi alan bu hastalarda genotipe gore iyilesme; YM bireylerde %8s-100 iken
HM’lerde %68-95 ve CHM’lerde %46-77 oranindadir.>® Tek doz omeprazol kullanimi
sonrasi plazma omeprazol ve metabolitlerinin CYP2Cig genotipine gore karsilastirildig:
calismada anlaml farkliliklar elde edilmistir.Ayrica intragastrik pH degeride CYP2Cig
genotipine bagl olarak farklilik gostermektedir. Bu ¢alismaya gore omeprazol plazma
konsantrasyonu yavas metabolizor bireylerde hizli metabolizorlere kiyasla 13 kat
yiiksek bulunmustur. Intragastrik pH degeride hizli metabolizér grupta daha diisiik
oldugu gozlenmistir.>”
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Gastroenteroloji Alaninda Farmakogenetik Bilginin Kullanilmas:

Proton pompa inhibitorlerinin yaygin olarak kullanildigi gastroozofageal refli
hastaliginin tedavi yanitinda da CYP2Cig gen polimorfizminin etkili oldugu yapilan
calismalarla ifade edilmistir.3® Lansoprazol tedavisi alan reflii hastalarinda mukoza
iyilesme oraninin yavas metabolizor bireylerde yiiksek; hizli metabolizor bireylerde ise
disiik oldugu rapor edilmistir.?* Toplumumuzda hizli metabolizor frekansinin yiiksek
oldugu goz oniinde bulunduruldugunda boéyle hastalarda ila¢ dozunun ve tedavi
sikliginin artirilmasi tavsiye edilmistir.*

Sonug olarak, her gecen giin farmakogenetik bilgi hizli bir sekilde artis gostermektedir.
Yakin bir gelecekte hastalara tedavi secenekleri diizenlenmeden 6nce ila¢ metabolize
eden enzimlerin genetik yapisinin bilinmesi ve tedavisinin buna gore diizenlenmesi
daha da bir 6nem kazanacaktir. Gastroenteroloji alaninda ¢alisan hekimlerin 6zellikle
CYP2C19 enzimine ait her tiirlii bilgiye sahip olmalar1 gerekmektedir. Ulkemizde
CYP2Ci9 hizli metabolizor birey sayisinin yiiksek olmasinin, tedavideki basar1 sansinin
azalmasinda en 6nemli etken olabilecegi mutlaka g6z 6niinde bulundurulmalidur.

Kaynaklar

1. Vakil N, Megraud F. Eradication therapy for Helicobacter pylori. Gastroenterology
2007;133(3):985-1001.

2. Smalley WE, Griffin MR. The risks and costs of upper gastrointestinal disease attributable to

NSAIDs. Gastroenterol Clin North Am 1996;25(2):373-96.

Suerbaum S, Michetti P. Helicobacter pylori infection. N Engl ] Med 2002;347(15):1175-86.

Forman D. Helicobacter pylori and gastric cancer. Scand ] Gastroenterol Suppl 1996; 220:23-6.

5. Unidentified curved bacilli on gastric epithelium in active chronic gastritis. Lancet
1983;1(8336):1273-5.

6. O'Connor A, Molina-Infante ], Gisbert JP, O'Morain C. Treatment of Helicobacter pylori
infection 2013. Helicobacter 2013;18(1):58-65.

7. Dixon MF. Pathology of Gastritis and Peptic Ulceration. in Helicobacter pylori: Physiology and
Genetic. Mobley HLT, Mendz GL, Hazell SL (Editors),Washington (DC): ACM Press; 2001.

8. Baron JH. The history of acid inhibition. Yale ] Biol Med 1994;67(3-4):97-106.

9. Shin JM, Kim N. Pharmacokinetics and pharmacodynamics of the proton pump inhibitors. ]
Neurogastroenterol Motil 2013;19(1):25-35.

10. Shin JM, Sachs G. Pharmacology of proton pump inhibitors. Curr Gastroenterol Rep
2008;10(6):528-34.

1. Ozden A. Hp'nin 30. Yilh (1983-2013) Helicobacter pylori Eradikasyonunda Proton Pompa
Inhibitorlerinin Yarattigi Mucize!! Giincel Gastroenteroloji 2013; 17(2): 119-131.

12. Lazarou ], Pomeranz BH, Corey PN. Incidence of adverse drug reactions in hospitalized patients:
a meta-analysis of prospective studies. JAMA 1998;279(15):1200-5.

13. Kirchheiner ], Seeringer A. Clinical implications of pharmacogenetics of cytochrome P450 drug
metabolizing enzymes. Biochim Biophys Acta 2007;1770(3):489-94.

14. Zhou SF. Polymorphism of human cytochrome P450 2D6 and its clinical significance: Part I. Clin
Pharmacokinet 2009;48(11):689-723.

15. Klotz U. The role of pharmacogenetics in the metabolism of antiepileptic drugs:
pharmacokinetic and therapeutic implications. Clin Pharmacokinet 2007; 46(4): 271-9.

16. Shi S, Klotz U. Proton pump inhibitors: an update of their clinical use and pharmacokinetics.
Eur J Clin Pharmacol 2008;64(10):935-51.

17. Goldstein JA. Clinical relevance of genetic polymorphisms in the human CYP2C subfamily. Br ]
Clin Pharmacol 2001;52(4):349-55.

18. Hunfeld NG, Mathot RA, Touw D], van Schaik RH, Mulder PG, Franck PF, et al. Effect of
CYP2C19*2 and *17 mutations on pharmacodynamics and kinetics of proton pump inhibitors in
Caucasians. Br ] Clin Pharmacol 2008;65(5):752-60.

W

Kara ve ark. Ankara Med J, Vol. 16, Num. 2, 2016

237



Gastroenteroloji Alaninda Farmakogenetik Bilginin Kullanilmas:

19.

20.

21.

22.

23.

24.

25.
. Ibeanu GC, Goldstein JA, Meyer U, Benhamou S, Bouchardy C, Dayer P, et al. Identification of

27.

28.

29.

30.

3L

32.

33.
34.

35

36.

37.

38.

39.

40.

Kodaira C, Sugimoto M, Nishino M, Yamade M, Shirai N, Uchida S, et al. Effect of MDR1 C3435T
polymorphism on lansoprazole in healthy Japanese subjects. Eur ] Clin Pharmacol
20009;65(6):593-600.

Eichelbaum M, Spannbrucker N, Steincke B, Dengler H]J. Defective N-oxidation of sparteine in
man: a new pharmacogenetic defect. Eur ] Clin Pharmacol 1979;16(3):183-7.

Kupfer A, Preisig R. Pharmacogenetics of mephenytoin: a new drug hydroxylation
polymorphism in man. Eur ] Clin Pharmacol 1984;26(6):753-9.

Ward SA, Goto F, Nakamura K, Jacqz E, Wilkinson GR, Branch RA. S-mephenytoin 4-
hydroxylase is inherited as an autosomal-recessive trait in Japanese families. Clin Pharmacol
Ther 1987;42(1):96-9.

Goldstein JA, Faletto MB, Romkes-Sparks M, Sullivan T, Kitareewan S, Raucy JL, et al. Evidence
that CYP2Cig is the major (S)-mephenytoin 4-hydroxylase in humans. Biochemistry
1994;33(7)1743-52.

Romkes M, Faletto MB, Blaisdell JA, Raucy JL, Goldstein JA. Cloning and expression of
complementary DNAs for multiple members of the human cytochrome P450IIC subfamily.
Biochemistry 1991;30(13):3247-55.

Wedlund PJ. The CYP2Ci9g enzyme polymorphism. Pharmacology 2000; 61(3): 174-83.

new human CYP2Cig alleles (CYP2C19*6 and CYP2C19*2B) in a Caucasian poor metabolizer of
mephenytoin. ] Pharmacol Exp Ther 1998;286(3):1490-5.

Hu LM, Dai DP, Hu GX, et al. Genetic polymorphisms and novel allelic variants of CYP2Cig in
the Chinese Han population. Pharmacogenomics 2012;13(14):1571-81.

Sim SC, Risinger C, Dahl ML, Aklillu E, Christensen M, Bertilsson L, et al. A common novel
CYP2Ci19 gene variant causes ultrarapid drug metabolism relevant for the drug response to
proton pump inhibitors and antidepressants. Clin Pharmacol Ther 2006;79(1):103-13.

Sibbing D, Koch W, Gebhard D, Schuster T, Braun S, Stegherr ], et al. Cytochrome 2C19*17 allelic
variant, platelet aggregation, bleeding events, and stent thrombosis in clopidogrel-treated
patients with coronary stent placement. Circulation 2010;121(4):512-8.

Gumus E, Karaca O, Babaoglu MO, et al. Evaluation of lansoprazole as a probe for assessing
cytochrome P450 2Ci9 activity and genotype-phenotype correlation in childhood. Eur J Clin
Pharmacol 2012;68(5):629-36.

Hirota T, Eguchi S, Ieiri I. Impact of genetic polymorphisms in CYP2Cg9 and CYP2Cig on the
pharmacokinetics of clinically used drugs. Drug Metab Pharmacokinet 2013;28(1):28-37.
Aynacioglu AS, Sachse C, Bozkurt A, Kortunay S, Nacak M, Schroder T, et al. Low frequency of
defective alleles of cytochrome P450 enzymes 2Ci9 and 2D6 in the Turkish population. Clin
Pharmacol Ther 1999;66(2):185-92.

Rosemary ], Adithan C. The pharmacogenetics of CYP2Cg and CYP2Cig: ethnic variation and
clinical significance. Curr Clin Pharmacol 2007; 2(1): 93-109.

Furuta T, Shirai N, Sugimoto M, Ohashi K, Ishizaki T. Pharmacogenomics of proton pump
inhibitors. Pharmacogenomics 2004;5(2)181-202.

Kurzawski M, Gawronska-Szklarz B, Wrzesniewska ], Siuda A, Starzynska T, Drozdzik M. Effect
of CYP2C19*17 gene variant on Helicobacter pylori eradication in peptic ulcer patients. Eur ] Clin
Pharmacol 2006;62(10):877-80.

Klotz U. Clinical impact of CYP2Cig9 polymorphism on the action of proton pump inhibitors: a
review of a special problem. Int ] Clin Pharmacol Ther 2006;44(7):297-302.

Shirai N, Furuta T, Xiao F, et al. Comparison of lansoprazole and famotidine for gastric acid
inhibition during the daytime and night-time in different CYP2Cig genotype groups. Aliment
Pharmacol Ther 2002;16(4):837-46.

Saitoh T, Otsuka H, Kawasaki T, et al. Influences of CYP2Cig polymorphism on recurrence of
reflux esophagitis during proton pump inhibitor maintenance therapy. Hepatogastroenterology
2009;56(91-92):703-6.

Furuta T, Shirai N, Watanabe F, et al. Effect of cytochrome P4502C19 genotypic differences on
cure rates for gastroesophageal reflux disease by lansoprazole. Clin Pharmacol Ther
2002;72(4):453-60.

Sugimoto M, Furuta T, Shirai N, et al. Different dosage regimens of rabeprazole for nocturnal
gastric acid inhibition in relation to cytochrome P450 2Ci9 genotype status. Clin Pharmacol
Ther 2004;76(4):290-301.

Kara ve ark. Ankara Med J, Vol. 16, Num. 2, 2016

238



Ankara Med J, 2016;16(2):239-41
DOI: 10.17098/am;j.69012

Ulusal Erken Tan1 ve Tarama Programa: Kistik Fibrozis
National Early Diagnosis and Screening Program: Cystic Fibrosis
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Oz

Kistik Fibrozis (KF) otozomal resesif gegis gosteren kalitsal metabolik bir hastaliktir. Cocukluk ¢aginda,
siklikla ilerleyici akciger ve ekzokrin pankreas bez yetersizligi bulgular ile ortaya ¢ikar. Yenidoganlarda
toplumlara gore sikhigi 1/2500 ile 1/20000 arasinda degismektedir. KF taramasi ile tanimmin erken
konulmasi, tedaviye erken baslanmasi organlarin hasarini 6nleyebilir/geciktirebilir. Yenidogan dénemi,
KF icin en uygun tani1 donemidir. Ulkemizde, 1 Ocak 2015'de tarama programina dahil edilmistir. Dogum
sonrasi topuk kan 6rneginde, immunoreaktif tripsinojen (IRT) 6l¢iimii, tarama amach kullanilmaktadir.
Yiiksek degerler saptanmasi durumunda ter testi ve takibinde gen mutasyon analizi yapilmaktadir.
Anahtar kelimeler: Kistik fibrozis, tarama programi

Abstract

Cystic Fibrosis (CF) is an inherited autosomal recessive metabolic disorder. In childhood, it is often
manifested by progressive lung and pancreatic exocrine gland failure symptoms. The frequency with
regard to newborns ranges from 1/2500 to 1/20000. If diagnosed with early CF screening, early treatment
can prevent damage/delay to organs. Newborn period is the most suitable period for CF diagnosis. In
our country, it has been included in the screening program on January 1%, 2015. Immunoreactive
trypsinogen (IRT) sample measurement is fulfilled in heel blood for the screening after birth, If high
values are detected, the sweat test and later gene mutation analysis are performed.

Key words: Cystic fibrosis, screening program
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Tanim

KF otozomal resesif gecis gosteren kalitsal metabolik bir hastaliktir. Cocukluk
¢aginda, siklikla ilerleyici akciger bulgular1 ve ekzokrin pankreas bez yetersizligi
bulgusu (kronik steatore gibi) ile ortaya ¢ikar."* Tani, terdeki klor 6l¢timii ile, sonraki
asamada ise gen mutasyon testi ile teyid edilir."*>

Epidemiyoloji ve Etiyoloji

KFnin yenidoganlarda toplumlara gore sikligi 1/2500 ile 1/20000 arasinda
degismektedir.”* Mukoz membranlarda, klor iyonlari kanallarn ile sivi miktarini
diizenleyen genlerin mutasyonu sonucu ortaya ¢ikar.™* Yeni dogan doneminden
itibaren mukus miktarinin azalmasi/koyulasmasi ile basta solunum yolu (epitel
hiicrelerinin siliyer fonksiyonu bozulur) olmak {izere bir¢ok organi etkiler. Direng
azalir. Bu da enfeksiyonlara a¢ik hale getirir. ™

Klinik
KF’de klinik, mutasyonun derecesine bagl olarak, genis spektrumdadir. Akciger,
bagirsak, karaciger ve safra yolu, pankreas ve tireme organlam siklikla etkilenir.*>

Solunum bulgular1 bebeklik doneminde ortaya ¢ikar ve ilerler. Tekrarlayan kronik
oksiiriik ilk belirtidir. Tekrarlayan ilerleyici akciger enfeksiyonlari, kalici hasarlara
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neden olur.*> Bagirsakta obstriiksiyon (mekonyum tikaci ile) siktir. Rektal prolapsus ile
bagvurabilir. Obstriiktif hepatit gelisebilir.*> Biylime geriligi, kronik steatore
(yagli/koti kokulu) ve emilim bozuklugu(pankreas yetersizligi nedeniyle) sonucu
geligir. Vitamin eksikliklerine(A, D, E, K) bagh belirtiler ortaya ¢ikabilir.*> Metabolik
alkaloz (agir1 terleme ile tuz kaybi) ve 6dem (hipoalbuminemi) gelisebilir.*> Kronik
siniizit, nazal polip, diyabet siklig1 yasla birlikte artar.*> Infertilite gelisebilir.

Tarama Program

Ulkemizde, 1 Ocak 2015'de tarama programma dahil edilmistir.® Ozel filtre
kagidina dogumun 3. ya da 5. gilinii i¢cinde alinan topuk kani ile konjenital hipotroidi,
fenilketoniiri, biotinidaz eksikligi ve kistik fibrozis® taramas yapilir. Tarama sonuclari
bir haftada alinir. Prematiirelerde, daha 6nce antibiyotik alan bebeklerde testin 15.
giinde tekrar1 istenir. Topuk kanlar1 gerektiginde ileri metabolizma kliniklerine
gonderilir.

KF Taramasi

Dogum sonrasi topuk kanindan alinan 6rnekte, IRT 6l¢timii yapilir. Sonucu esik
degerin tstiinde saptanan yenidoganlar, 2. kez topuk kanindan IRT 6l¢iimii i¢in davet
edilir.>” Yine yiiksek bulunmasi halinde, ter testi yapan merkeze yonlendirilir. >

Ter testi (ter kloriir konsantrasyonu) altin standart olarak amilmaktadir. Olciim
sonuclari:

<30 mmol/L ise; normal
30-59 mmol/L ise; stipheli

> 60 mmol/L ise KF tanisini gii¢li bir sekilde destekler. Bu durumda gen
mutasyon analizi yapilir.>”

Takip

KF hastalara, tim agilar ve yillik grip asist yaptirilir. 7 Sigarasiz ortam
saglanmalidir. > Bir ekip ile 6miir boyu destek ve tedavi gormelidir. Yasam siiresini ve
kalitesini etkileyen en 6nemli organ akcigerlerdir. Akciger bakimi (koyu balgamin
akcigerlerden fizyoterapi ile atilmasi, inhalasyon tedavisi) verilmelidir.>® Beslenmenin
diizeni (pankreas enzim, vitamin, oral tuz replasmani ve yiiksek enerjili diyet) ve
durumu, biiyiime kontrolii ile yakin takip edilmelidir.>7?

Yenidogan doneminde tarama testi sonucu pozitif belirlenir ise ¢ocuk gogiis
hastaliklar1 ve/veya gastroenteroloji klinigine sevk edilir. KF’li ¢ocugu olan annede,
gebelik durumunda, bilgilendirilerek amniyosentez agisindan degerlendirilmek tizere
sevk edilir.
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Dikkat: Takayasu Cikabilir
Attention: It May Be Takayasu
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Ozet

Takayasu Arteriti (TA) temelde aorta, aortanin ana dallar1 ve pulmoner arterler gibi elastik arter
tutulumu ile karakterize, kronik seyreden bir biiyilk damar vaskiilitidir. Hastaligin yillik insidansi
2.6/milyon olup, ¢ogunlukla 20-30 yaslarinda kadin cinsiyette goriilmektedir. Hastaligin morbiditesi
arteriyal stenoz sonucu organ iskemisi gelismesiyle ilgilidir. Akut donemde sistemik belirtiler, kronik
donemde ise tutulan damarlarin lokalizasyonuna goére farkli semptomlar ortaya ¢ikmaktadir. Bu
derlemede, 20 yasinda bir erkek olgumuz tzerinden kendisini sirt ve omuz agrsi seklinde gosteren
TA’ya deginmeyi amagcladik.

Anahtar kelimeler: Takayasu arteriti, sirt agrisi, kas agrisi

Summary

Takayasu Arteritis (TA) is a chronic major vein vasculitis mainly characterized by elastic artery
involvement such as aorta, main branches of aorta and pulmonary arteries. Yearly incidence of the
disease is 2.6/million and it is mostly seen in females between 20-30 years of age. Morbidity of the
disease is related to organ ischemia development due to arterial stenosis. Systemic symptoms in acute
period and different symptoms according to localization of the stiff veins in chronic period occur. Our
aim in this compilation was to cover TA demonstrating itself as a back and shoulder pain based on our
20 year-old male case.

Key words: Takayasu arteritis, back pain, muscle pain
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Giris
Tanim ve Tarihce

Takayasu Arteriti (TA) ilk kez 1761 yihinda italyan patolog Gian Battista Morgagni
tarafindan rapor edilmistir.' Hastaligin mevcut ismi ise Japon oftalmolog Mikito
Takayasu onuruna o6nerilmistir.” Dr. Takayasu 1908 yilinda gérme kayb1 ve optik disk
etrafinda celenk seklinde anastomozlari olan bir olguyu bildirmis, TA’y1 idiyopatik
graniilamatoz inflamasyon sonucu gelisen bir arterit olarak tanimlamistir.?

Hastalik literatiirde aortik ark sendromu, aortitis sendromu, nabizsizlik hastaligi,
brakiosefalik arterit, okliiziv tromboarteritis, nonspesifik aortaarteritis, Mortarell’s
sendromu gibi isimlerle de sunulmustur.* TA temelde aorta, aortanin ana dallar1 ve
pulmoner arterler gibi elastik arter tutulumu ile karakterize, kronik seyreden bir biiyiik
damar vaskiilitidir.> Bu derlemede, kendisini kas agris1 seklinde gosterip tami siireci
uzayabilen TA’ya bir olgumuz tizerinden deginmeyi amagladik.
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Epidemiyoloji

Hastaligin insidansi yilda 2.6/milyon, prevalansi ise 2.6-6.4/milyon’dur.® Erkek
cinsiyette, kadin cinsiyete oranla daha az goriliirken bu oran 1/9 olarak rapor
edilmistir.” Cogunlukla 20- 30 yaslarinda baslayan®® ve siklikla Japonya, Giineydogu
Asya, Hindistan, Meksika, Tiirkiye ve Afrika'da goriilen bir hastaliktir.'”" Tiiberkiilozun
endemik oldugu bolgelerde daha sik goriilmektedir. Genetik ve spesifik HLA tipleri
Tiiberkiiloz ve TA arasindaki iligkide rol oynayabilir.”

Patoloji

TA, etiyolojisinde enfeksiy6z ajanlarin, genetik faktorlerin ve hiicresel
immunitenin rol aldig1 otoimmiin bir hastaliktir.®'* Kendisini panarterit seklinde
gosterir. Histolojik kesitlerde intimal proliferasyon ve fibrosis, mediada skar olusumu,
vaskiilarizasyon ve internal elastik laminar dejenerasyon mevcuttur.” Damar du-
varinda plazma hiicreleri, lenfositler ve dev hiicre infiltrasyonunun gozlendigi,
fibrozisin de etkisiyle, tromboz ile beraber veya tromboz olmadan damar i¢i daralmaya
bagli iskemik belirtilerin ortaya ¢iktig1 graniilomat6z bir inflamatuar siirectir.'®

Klinik

Hastaligin morbiditesi arteriyel stenoz sonucu organ iskemisi gelismesiyle
ilgilidir. Akut donemde sistemik belirtiler, kronik donemde ise tutulan damarlarin
lokalizasyonuna gore farkli semptomlar ortaya ¢ikmaktadir. Hastaligin temel olarak ti¢
fazi vardir. Faz I olan donemde bas agrisi, zayiflama, eklem ve kas agrilari, ates gibi
genel semptomlar mevcuttur, bu nedenle taninmasi giigtiir. Faz II, vaskiiler yatakta
agr1 ve bu bolgelerde hassasiyetin oldugu donemdir. Faz III'te ise fibrozis ve stenozun
neden oldugu distal bolgede kalan organ ve uzuvlarda iskemik bulgular goriiliir."”"®
Ogzellikle aortik arkin etkilenmesi Faz II ve III'te ortaya ¢ikar. Serebral dallarin da etki-
lendigi son donemde vertigo, inme, bas donmesi, nobet gibi norolojik semptomlar 6n
plandadir. Hafif okiiler iskemi gorme kaybina yol agmasa da ilerleyen iskemi ile
beraber neovaskiiler glokom, vitreus kanamalari, retina dekolmani ve optik atrofi
gelisebilir.”® Norolojik semptomlarin temelinde aortik arkin, 6zellikle de karotis
arterlerin etkilenmesinin rolii o6nemli olsa da, semptomlarin gelismesinde
mikroembolilerin varliginin géz 6niinde bulundurulmasi gerektigi belirtilmistir.® Cogu
hastada subklavian stenozdan otiirii azalmig veya alinamayan nabiz ve sag-sol kol
arasinda kan basinci farki vardir.

Hipertansiyon siklikla renal arter stenozunu yansitir. Pulmoner tutulumun
oldugu vakalarda oksiirtik, dispne, gogiis agrisi ve pulmoner hipertansiyon goriiliir.
TA’da goriilen yaygin semptomlar ve bulgular Tablo-1'de gosterilmistir. En sik karotis
arterlerin (%70), ikinci siklikta subklavian arterlerin (%45) tutuldugu, femoral ve renal
arterlerin ise ¢ok az etkilendigi belirtilmistir. Yine, iist ekstremiteler alt ekstremitelere
gore daha sik tutulmaktadir ve kladikasyo erigkinlerde daha fazla goriilmektedir.
Hastalik yasla beraber progresyon gosterirken, prognozu belirleyen en 6nemli iki
faktor komplikasyonlar ve eritrosit sedimantasyon hizidir.>® TA'li gebede ise retinopati,
hipertansiyon ve aort regiirjitasyonunun siddeti annenin sag kaliminda en 6nemli
kriterdir.* TA’da mortalite nedenleri; serebral atak, anevrizma riiptiirii, konjestif kalp
yetmezligi, miyokard infarktiisii, renovaskiiler hipertansiyon komplikasyonlar1 ve
bobrek yetmezligidir.*
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Tablo 1. TA’da karsilasilan klinik prezentasyonlar®3*

Semptomlar ve Bulgular

Hastaliklar

Gogiis Agrisi, dispne

Tansiyon alinamamasi, asimetrik kan basinc
Hipertansiyon, ortostatik hipotansiyon
Ufiiriim

Kardiyomegali

Ekstremitelerde bilateral zayiflik
Parmakta siyanoz

Senkop, yorgunluk

Kladikasyo, solgunluk, nabiz yoklugu
Karin agrisi

Bel agrisi ve tutukluk

Koroner arter hastaligi
Akut miyokart infarktiisi
Aort anevrizmasi

Aort kapak tutulumu
Kalp yetmezligi

Kronik mezerter iskemi
Katarakt

Retinit

Pyoderma gangrenosum
Fe eksikligi/anemisi
Bobrek yetmezligi

Bas agrisi, bas donmesi
Gorme azlig1, bulaniklig:
Gece terlemesi, ateg

Kilo kayb1

Hemoptizi

Artrit, artralji

Raynaud fenomeni
Eritema nodosum

Olgu sunumu / Boliim 1

20 yasinda Ozbek erkek hasta 2 aydir mevcut olan sirt agris1 sikayeti ile Ocak
2015'te aile hekimligi poliklinigimize basvurdu. Agr sol taraftan baslayip one dogru
yayiliyor ve daha cok geceleri ve acken hissediliyordu. Oksiiriik, balgam, ates sikayeti
yoktu. Hastanin yapilan tam fizik muayenesinde arteriel kan basinci; sag kol 105/65
mmHg, sol kol 9go/60 mmHg, sol kolda nabiz zayif alinmaktayd: ve diger sistemik
muayeneleri dogaldi. Laboratuvar tetkiklerini kabul etmeyen hasta bir ay sonra omuz
agnis1 sikayetiyle tekrar poliklinigimize bagvurdu. Hastanin 3 giindiir olan, her iki
tarafinda da hissedilen omuz agrisi vardi. Agris1 hareketle degismiyor ve NSAII ile
hafifliyordu. Fizik muayenesinde belirgin bir 6zellik yoktu. Daha 6ncesinde de sirt ve
bel agrisi sikayeti ile sik sik ortopedi ve acil polikliniklerine bagvurdugu 6grenildi. Bu
polikliniklerde kas agrisi olarak degerlendirilen hastaya her defasinda kas gevsetici ve
agr kesici ila¢ baglanmisti. Hastanin 6zge¢misinde kus tiiyi alerjisi oldugu, bilinen bir
kronik hastaliginin olmadigi, diizenli kullandigr bir ilacinin olmadigi, sigara
kullanmadig, 2 hafta 6ncesinde varikosel ameliyat1 gecirdigi 6grenildi. Soyge¢misinde
annesinde diyabet hastalig1 olmasi disinda bir 6zellik yoktu.

Tanm

‘The American College of Rheumatology’ siniflamasina gore TA'nin tani
kriterleri; hastanin 40 yasin altinda olmasi, ekstremitelerde kladikasyon, distik
brakiyal arter basinci, ekstremiteler arasi 10 mmHg'den fazla kan basina farki olmasi,
aort veya subklavian arterde tfiirim ve anormal arteriyografi goriintiileridir. Bu alt1
kriterden ti¢liniin saglanmasi gerekir.>> Tanida vaskiiler goriintilleme yontemleri etkin
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ve glivenilirdir. Manyetik Rezonans Goriintiileme (MRG) ve Bilgisayarli Tomografi (BT)
Anjiografi ilk degerlendirme yontemi olarak kritik 6neme sahiptirler.3® Arteriyel
tutulumun yayginligi esas alinarak TA hastaligi cesitli tiplere ayrilabilir. TA
tiplendirmesi i¢in kullanilan anjiyografik siniflandirmalar icinde, 1994’te tanimlanan ve
Tirk Takayasu Calisma Grubu tarafindan da kullanilan siniflandirma genel kabul
gormektedir. Bu siniflandirmaya gore TA olgular tip I'den tip V’e kadar degisen farkli
gruplara ayrilabilir (Resim-1). Tip I'de arkus aorta ve bu bdlgeden ¢ikan biiyiik arterler,
tip II-a’da ek olarak ¢ikan aorta ve tip II-b’de bunlara ek olarak torasik inen aorta
tutulur. Tip IIT'te torasik inen aorta, abdominal aorta ve renal arterlerde tutulum
olurken, tip [V’te sadece abdominal aorta ve renal arterler tutulur. Tip V ise, kabaca tip
II-b ile tip IV’'iin toplamidir. Yani ¢ikan aorta, arkus aorta ve dallari, torasik inen ve
abdominal aorta ve renal arterler tutulur. Bu siniflandirmada pulmoner arterler yoktur.
Cok merkezli Tirk Takayasu Calisma Grubu verilerine gore, tilkemizde en yaygin
tutulum tip V olup (%s51), bunu tip-I tutulum (%32) izlemektedir.’

TipI Tip Il-a Tip II-b Tip II Tip IV Tip V

Resim 1. Takayasu arteritinin anjiyografik siniflandirilmasi®”

Manyetik rezonans goriintiileme (MRG) ve F-18 floro-florodeoksiglikoz pozitron
emisyon tomografi (F-18 FDG PET-BT) ve USG de tanida katki saglamaktadir.3®
Hastalarda Anti SS-B antikor pozitifligi bulunabilir. Japonya ve diger Asya iilkelerinde
HLA-Bs veya Bs2 kotii prognoz ile iligkili bulunmustur.?® Eichorn ve ark.1 19 TA'h
hastanin serumlarinin higbirisinde ANA, ANCA, anti-DNA, ENA, anti-Ro antikoru veya
antifosfolipid antikorlarina rastlamamakla birlikte 18 hastada anti-endotelial cell
antikoru tespit etmislerdir.* Eritrosit sedimantasyon hiz1 olgularin % 72’sinde yiiksek
bulunmustur.® Pentraksin-3, ghrelin ve leptin gibi hastalik aktivitesini yansitabilecek
farkli testler aragtirllmaktadir.*

Olgu Sunumu / Boliim 2

Yeni basvurusunda tetkik yaptirmayr kabul eden hastada Hb: 10,7g/dL, 16kosit
ve trombosit sayimi normal, CRP: 271mg/L, sedimentasyon: 102mm/h, olarak saptandi.
Hasta klinigimizde sonuglar1 gostermeden once ortopedi klinigine omuz agrisi
sikayetiyle gittigini, omuz grafisi ve sag omuz MR cekildigini, tendinit tanisiyla tedavi
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verildigini belirtti. Romatoloji poliklinigine yonlendirilen hastanin muayenesi bel ROM
acik agrisiz, sag omuz ROM acgik agrili, sol omuz ROM agik agrisiz, sakroiliak
kompresyon -/- seklinde degerlendirilmis olup Brucella Rose Bengal ve Coombs testleri
negatif olarak tespit edildi. Pelvis grafisi dogal degerlendirildi. Hasta ileri tetkikler icin
romatoloji servisine yatirildi. Ayrintili anamnezinden 3 aydir kilo kayb1 oldugu, son 3-4
aydir sirt ve c¢ift tarafli omuz agrisinin oldugu, istahsizlik ve asir1 terlemesinin oldugu, 2
hafta 6nce sag ayak bileginde, 4 gilin 6nce ise sol ayak bileginde sislik olup gectigi
ogrenildi. Agrilar egzersizle ve sogukla artmaktaydi. Sabah tutuklugu, karin agrsi,
ishal, bel, kalga agris1 yoktu. Ara ara oral aftlar1 oldugunu belirtti. Genital iilser ve tiveit
oykiisii yoktu. Hasta hematolojiye danisildi. Yapilan periferik yaymada hipokrom
mikrositer anemi goriiliip trombositler normal olarak degerlendirildi. Oral demir
replasmani baslandi.

Resim 2 ve 3. Toraks ve abdomen BT'de gortilen arter kalinlagsmalari

Hastanin serviste yapilan tetkiklerinde gaitada gizli kan negatif, IgG: 20,3g/dl,
IgA: 7g/dl, IgM: 1,5g/dl, serum immiinelektroforezi; poliklonal gammopati, IgA, IgG
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agir zincir artiglariyla karakterize, anti HBc IgM: (-), HBs Ag: (-), anti HBs: 1000 pozitif,
anti HCV: (-), anti-HIV: (-) seklindeydi. Hastaya sakroiliak eklem MR ve GIS taramasi
acisindan Ogd-Kolonoskopi uygulandi ve her ikisi de dogal olarak degerlendirildi.
Boyun BT’de bilateral karotis komunis arterlerde (CCA) ve subklavian arterlerde
eksternal karotis arter (ECA) ve internal karotis arter (ICA) proksimal kesimlerde
diffiz duvar kalinlagmasi, toraks BT’de ¢ikan ve inen torasik aortada hafif dereceli,
sagda brakiosefalik arter, CCA ve subklavian arterde, solda CCA ve subklavian
arterlerde belirgin olmak iizere diffiiz konsantrik duvar kalinlagmalar: (Resim-2), Ust-
alt abdomen BT’de (Resim-3) abdominal aort duvarlarinin diffiiz simetrik kalin oldugu
(3 mm) dikkat ¢ekmesi tizerine olguya Takayasu Arteriti tanis1 kondu.

Tedavi

TA’da ana tedavi yontemi, yiiksek doz kortikosteroid tedavisidir ve ¢ogu olguda
yalnizca steroid remisyon icin yeterlidir. Ancak, yan etki durumunda veya ilag
dozunun yiiksek tutulamayacagi olgularda immiinsupresif tedavi eklenebilir.** Molloy
ve ark. anti-TNF ajanlarin tedavide etkin oldugunu gostermislerdir.® TA’nin
kardiyovaskiiler tedavisinde endotel disfonksiyonu i¢in prostasiklin, tromboz tedavisi
igin antikoagulan ve antiagregan ajanlar onerilen tedavilerdir.** Bugiin i¢in TA’da
cerrahi tedavi; medikal ve endovaskiiler tedavi ile giderilemeyen kritik organ
iskemilerinde, ciddi aort yetmezligi (evre 3-4), anevrizma olusumu ve barsak
nekrozuna yol acan mezenter arter okliizyonu gibi secilmis agir olgularda yapilabilir.
Anestezik teknik, rejyonal ya da genel olabilir. Anestezik teknigin secimi, postoperatif
ve intraoperatif donemlerde yeterli kan basincini siirdiirmeyi dikkate almalidir.*

Olgu Sunumu / Boliim 3

Azatioprin 50 mg 3x1, Prednizolon 16 mg 3x1 ve Lansoprasol 1x1 baglanan hasta,
poliklinik kontrolii 6nerilerek taburcu edildi. Tedavi baslandiktan 1 hafta sonra
kontrole geldiginde aktif sikayeti yoktu, kan basinc 6l¢iimleri sol kolda 120/7ommHg,
sag kolda 110/8ommHg olarak olciildii. Tetkik sonuglari; Hb: 12,4g/dL, lokosit ve
trombosit sayimi1 normal, CRP: 3,6mg/L, sedimentasyon: 44mm/h olarak gorildi.
Hastanin prednizolon dozunun haftada bir 4mg azaltilarak 4mg’a disiiriilmesi
planlandi. 15 giin sonraki kontroliinde ise, Hb:14g/dL, CRP<3 mg/L, sedimentasyon:
7mm/h, bobrek ve karaciger fonksiyon testleri normal gelmesi {izerine hastaya aylik
kontrol 6nerildi.

Sonuc

Aile hekimlerinin daha o6nce bu hastalikla karsilasmamis olabilirler, ancak
hastalik, belirtiler ve fizik muayene bulgular1 dogrultusunda ayirici taninin bir pargasi
olmalidir. Erken teshis ve tedavi hayat kurtarici olabilir. Tan1 olarak TA diisiinmeden
once, sfiliz, tliberkiiloz gibi enfeksiyoz nedenler, lupus eritematozus, koagiilopatiler,
anti fosfolipid antikor sendromu ve olas: arter embolik hastalik da ekarte edilmelidir.*°
Hastaligin progresyon takibinde ve sagligin korunumunda diizenli kardiyolojik ve
oftalmolojik muayene gereklidir.
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Extracorporeal Shock Wave Therapy for Diabetic Foot Ulcers: A Case Report
Diyabetik Ayak Ulserinde Ekstrakorporeal Sok Dalga Tedavisi: Olgu Sunumu

Mehtap Aykag Cebigci', Serap Tomruk Siitbeyaz', Nurdan ibis'
'Kayseri Training and Research Hospital, Physical Therapy and Rehabilitation Clinic

Abstract

Diabetic foot ulcers are the most common chronic and serious complication of diabetes. Diabetic foot
ulcers are associated with increased morbidity, impaired quality of life, substantial treatment costs and
high rates of lower extremity amputations. Management of diabetic foot ulcers include conventional
treatments such as patient education, preventive measures, treatment of concomitant infection, local
surgical debridement as well as alternative treatments such as hyperbaric oxygen therapy and negative-
pressure wound therapy. Here, we report a case of diabetic foot ulcer treated with extracorporeal shock
wave therapy (ESWT). We applied ESWT every other day for a total of g sessions to a 65-year-old male
patient with a history of diabetes mellitus for 15 years and insulin use for treatment of a 2.3 x 3.8 cm
wound in the lateral side of his right foot which was present for six months. ESWT was applied with 100
shocks per session for each square centimeter of the wound with a frequency of 4 Hz at 2 bar pressure.
No serious adverse reactions or complications occurred during the course of treatment. At the post-
treatment follow-up visit at 3 months, a significant reduction in perceived pain and a decrease in the
wound size (to 1.5 x 2.2 cm) and depth were observed. We believe that ESWT is an inexpensive, easy to
administer and effective treatment modality for management of diabetic foot ulcers which are
associated with high costs, treatment challenges, and require amputation in most patients.

Key words: Diabetes, foot ulcer, treatment

Oz

Diyabetik ayak iilserleri diyabetin en sik goriilen ve ciddi bir kronik komplikasyonudur. Diyabetik ayak
tlserleri morbidite artigina, hayat kalitesinin bozulmasina, yiiksek tedavi maliyetlerine ve yiiksek oranda
alt ekstremite ampitasyonlarina neden olmaktadir. Diyabetik ayak tlserlerinin tedavisinde hasta
egitimi, koruyucu oOnlemler,eslik eden enfeksiyonun tedavisi, lokal cerrahi  debridman
yapilmaktadir..Diyabetik ayak tlserinin tedavisi amaciyla ekstrakorporeal sok dalga tedavisi (ESWT)
uyguladigimiz hastamizi sunmak istedik. 65 yasinda 15 yildir diyabeti olan ve instilin kullanan erkek
hastanin 6 aydir mevcut olan sag ayak lateralindeki 2,3x3,8 cm boyutundaki yarasinin tedavisi i¢in giin
asir1 toplam 9 seans ESWT tedavisi uyguladik. Tedavi her bir seansta yaranin her cm™si igin 100 atim, 4
Hz, 2 bar olacak sekilde uygulandi. Tedaviden sonra 3. ay kontroliinde agrinin belirgin azaldig1 ve yara
boyutunun 1,5 x 2,2cm’ye geriledigi ve derinliginin azaldig1 saptandi. Tedavisi zor, maliyeti yiiksek olan
ve ¢ogu hastada amputasyona gerek duyulan diyabetik ayak tilseri tedavisinde ESWT'nin ucuz, kolay
uygulanabilir ve etkin bir tedavi oldugunu distiniiyoruz.
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Introduction

Diabetes Mellitus is a common endocrine disease. The occurrence rates and
significance of diabetic foot ulcers increase in correlation with the increasing
prevalence of diabetes. Diabetic foot ulcers are the most common chronic and serious
complication of diabetes.™ Major consequences of diabetic foot problems include
impaired blood circulation, non-healing wounds and amputations. Diabetic foot ulcers
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lead to increased morbidity, impaired quality of life, substantial treatment costs and
high rates of lower extremity amputations. More than 50% of non-traumatic lower
extremity amputations are associated with diabetes.>*>

The management of diabetic foot requires local surgical treatments, using appropriate
footwear and orthoses, treatment of concomitant infection as well as revascularization
procedures in some cases, when necessary. Additionally, alternative therapeutic
options including human dermal collagen, growth factors and hyperbaric oxygen
therapy are employed for the treatment of diabetic foot ulcers.”® Recent studies have
shown the effectiveness of extracorporeal shock wave therapy (ESWT) in diabetic foot
ulcers.

Here, we present a case of diabetic foot ulcer treated with ESWT application.
Case-Report

A 65-year-old male patient was presented to our outpatient clinic with the complaint
of pain in his right heel. At the physical examination, a wound in the lateral side of his
right foot was observed which has been present for about six months. The patient had
a history of diabetes for 15 years and insulin use for 12 years and reported pain in his
right heel and a wound that has subsequently developed in the lateral side of his right
foot. The wound has been present for about 6 months and caused pain, difficulties
with walking and wearing shoes. He had not received any treatment previously other
than antibiotic therapy. At the time of physical examination, a 2.3 x 3.8 cm wound with
purulent discharge was observed that generated pain in the wound area on pressing.
Peripheral pulses could be obtained and gangrenous appearance was absent (Figure 1).

Figure 1. Patient's foot ulcer before treatment.
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Laboratory workup of the patient revealed the following results: WBC: g700, Hb:
15.7gr/dl, HbAic: 9.8, ESR 25mm/h and CRP: 7.5 mg/dl. A course of antibiotic therapy
was recently completed for the patient and no growth was detected in the wound site
culture. Foot radiographs did not show any pathologic findings in the bone tissue.
ESWT treatment was administered to the patient three times a week (every other day)
for a total of 9 sessions. A Vibrolith Ortho ESWT device was used for ESWT
application. ESWT was applied with 100 shocks per session for each square centimeter
of the wound with a frequency of 4 Hz at 2 bar pressure. The wound was closed with
stretch film and then ESWT was applied using a 15-mm head by passing the probe
around the wound area. Local anesthetics were not administered during the procedure
and use of a topical antibiotic cream was recommended to the patient. The patient
perceived slightly increased pain during treatment sessions and nonsteroidal anti-
inflammatory drugs were used for pain relief. He was followed for 3 months after the
treatment. At the post-treatment visit at first month, reduced pain on pressing the
wound area and less purulent discharge from the wound were observed along with the
increased blood supply to the wound. At the 3-month follow-up visit, pain and
purulent discharge were considerably diminished and the patient was now able to wear
his shoes without any difficulty. The wound was reduced in size (to 1.5 x 2.2cm) and
depth (Figure 2).

Figure 2. Patient's foot ulcer 3 months after treatment.
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Discussion

Patients with diabetes have a 12-15% lifetime risk for developing a foot ulcer. Patients
with long-standing diabetes for 10 years or more with poor metabolic control,
peripheral neuropathy, peripheral vascular disease and foot deformities are strong
candidates for the development of diabetic foot.> Our patient had a history of ongoing
diabetes for 15 years, concomitant diabetic retinopathy and inadequate glycemic
control. It is generally accepted that diabetic foot ulcers result from a combination of
peripheral neuropathy, peripheral vascular disease and an infection. In diabetic
patients, disruption of microcirculation and reduced oxygenation of tissues due to
microangiopathy cause formation of an ulcer and the condition prevents wound
healing.>*> Diabetic foot ulcers require prolonged treatment and cause therapeutic
challenges and high treatment costs. More than 50% of non-traumatic lower extremity
amputations are associated with diabetes. **> Management of diabetic foot ulcers
include conventional treatments such as patient education, preventive measures
(control of blood glucose, using appropriate footwear), treatment of concomitant
infections, local surgical debridement as well as alternative treatments such as
hyperbaric oxygen therapy and negative-pressure wound therapy.” As a supplementary
treatment, hyperbaric oxygen therapy was demonstrated to reduce the risk of lower
limb amputations.” ESWT has been used for many years in various musculoskeletal
disorders including plantar fasciitis, lateral epicondylitis and shoulder tendinitis. In
cells, ESWT promotes neovascularization by increasing the release of nitric oxide and
angiogenic growth factors such as vascular endothelial growth factor and bone
morphogenic protein. Several new fields for the application of ESWT have appeared
recently including spasticity, chronic skin ulcers, burn scars, avascular necrosis and
myocardial ischemia owing to its mechanism of action.®” There are numerous data
showing that ESWT is effective in wound healing and promotes cell division, increases
the release of immune defense cells and nitric oxide production, and accelerates
vascularization."®”

The study of Wang et al demonstrated that ESWT was superior to hyperbaric oxygen
therapy in the treatment of diabetic foot wounds.® In a randomized, controlled study,
Omar et al. found a marked improvement in wound healing and faster recovery in the
ESWT group at the end of 20-week follow-up.? In another study examining the long-
term effectiveness of ESWT in diabetic and non-diabetic foot ulcers, treatment was
found to be effective in both groups but the therapeutic effectiveness gradually
declined after 1year."”

In the light of literature data, we decided to use ESWT in our patient to treat diabetic
foot ulcer. To our best knowledge, there are no studies or case reports from our
country using ESWT for the treatment of diabetic foot. We did not observe any serious
complications or adverse experiences associated with ESWT in our patient.
Considerable reduction in the wound size and depth and reduced pain intensity were
observed after the completion of treatment. Compared to the duration of follow-up
reported in the literature, our follow-up period was shorter for this patient and we
believe that more favorable treatment outcomes may be observed over a longer follow-
up period.
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We believe that ESWT is an inexpensive, easy to administer and effective treatment
modality for the management of diabetic foot ulcers which are associated with high
costs, treatment challenges, and require amputation in most patients.
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