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EDITORIAL

Our dear readers,

We are proud to have raised the 4rd issue of this year in a process where we continue to fight the Covid-19
outbreak with great effort and dedication. I wish convenience to all of our healthcare professionals during
this difficult period that this process will be overcome with the least possible damage that the whole world
has gone through. In this issue of our journal, we are here with four research articles, two case reports and
a comprehensive review. We are very happy to prepare 4rd issue of our journal and we are all working hard
to increase the scientific quality of our journal day by day. We offer our endless thanks to all contributors
and authors. Stay in soundness, with the hope of this issue of our journal will be beneficial to our readers.

Sincerely yours,

Assoc. Prof. Dr. Alpaslan TANOGLU
Editor in Chief

EDITORDEN

Degerli okuyucularimiz,

Biiyiik bir caba ve 6zveri ile Covid-19 salgini ile miicadele etmeye devam ettigimiz bir siiregte bu yilin 4.
sayisin1 hazirlamis olmaktan gurur duyuyoruz. Bu zor donemde tiim saglik ¢alisanlarimiza kolayliklar diliyor
ve bu siirecin tiim diinyada miimkiin olan en az zararla atlatilmas: temennisinde bulunuyorum. Dergimizin
bu sayisinda dort arastirma makalesi, iki olgu sunumu ve kapsamli bir derleme ile karsinizdayiz. Dergimizin
4. sayisini hazirladigimiz icin ¢ok mutluyuz ve dergimizin bilimsel kalitesini her gecen giin artirmak
i¢cin hepimiz var glicimiizle ¢alisiyoruz. Tiim katkida bulunanlara ve yazarlara sonsuz tesekkiirlerimizi
sunuyoruz. Dergimizin bu sayisinin okuyucularimiza faydali olmasi dileklerimizle esen kalin,

Saygilarimla,

Dog. Dr. Alpaslan TANOGLU
Bas Editor
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Detection of CD40 polymorphisms and investigation of their
relationship with possible diseases by bioinformatics methods

Biyoinformatik yontemler yardimiyla, CD40 polimorfizmlerinin
tespiti ve olas1 hastaliklarla iliskinin arastirilmasi
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ABSTRACT

Introduction: Cluster of differentiation 40 is a type I transmembrane protein present on B cells, macrophages, dendritic cells, and endothelial
cells, which leads to cell activation, proliferation, adhesion or differentiation. Previous studies have been shown that cluster of differentiation 40
polymorphisms have an effect on some autoimmune diseases. The purpose of this study is to investigate all single nucleotide polymorphisms
found on cluster of differentiation 40 gene and their relationship with possible diseases by bioinformatics methods.

Material and Method: In our study, while GeneMANIA was used to investigate the relationship between cluster of differentiation 40 gene
with other genes, SIFT was employed to select sequences with similar functions as cluster of differentiation 40 gene. Exome cariant server was
used for the detection of changes between populations and suspected single nucleotide polymorphisms. Mr single nucleotide polymorphisms
Software was used to predict the effect of binding of 3’untranslated regions single nucleotide polymorphisms to miRNA. In order to analyze
the untranslated regions on single nucleotide polymorphisms, UTRscan tool was used. UbPred was used for the estimation of the potential
ubiquitination site on proteins, and Prosite was used to define the functional characterization of the protein domain.

Results: In our study, a total of 85 single nucleotide polymorphisms were found for cluster of differentiation 40 gene, and rs147677886,
rs11569321, rs7273698, rs11086998, and rs139300926 were detected as suspected single nucleotide polymorphisms. Moreover, these single
nucleotide polymorphisms may be associated with multiple sclerosis (MS), rheumatoid arthritis (RA), and Kawasaki disease.

Conclusion: Currently, there are no studies in the literature about single nucleotide polymorphisms of cluster of differentiation 40 gene
that we detected by bioinformatics methods. In the future, we aim to evaluate this study experimentally in the laboratory and contribute to
population-specific studies.

Keywords: Bioinformatics, CD40, SNP, mutation, in silico

0z

Giris: Cluster of differentiation 40 olgun B hiicreleri, monositler, dendritik hiicreler ve sinyal iletimi ile ilgili epitel hiicrelerde bulunan ve
hiicre aktivasyonuna, ¢ogalmasina, yapismasina veya farklilasmasina yol agan tip I transmembran proteinidir ve cluster of differentiation
40; B hiicreli kronik lenfositik 16semiler, lenfomalar ve bazi karsinomlarda eksprese edilir. Bu ¢alismada amag; cluster of differentiation 40’
biyoinformatik yontemler yardimiyla tek niikleotid degisimlerinin bulunmasi ve olasi hastaliklarla iliskilerinin aragtirilmasidur.

Gereg ve Yontem: Calismamizda; cluster of differentiation 40’ olas: genlerle iliskisini aragtirmak igin GeneMANIA, benzer fonksiyona
sahip muhtemel iliskili dizileri segmek icin SIFT, popiilasyonlara 6zel degisikleri analiz etmek ve siipheli tek niikleotid degisimlerinin tespiti
i¢cin Exome Variant Server, 3'UTR tek niikleotid degisimlerinin miRNA baglanmas: tizerindeki etkisini tahmin etmek i¢in mr tek niikleotid
degisimlerinin Software, tek niikleotid degisimlerde untranslated bélgelerin analizi i¢in UTRscan, proteindeki potansiyel ubikuitinasyon
bolgesinin tahmini igin UbPred ve protein domainin fonksiyonel karakterizasyonunu tanimlamak i¢in Prosite kullanildi.

Bulgular: Calismamizda farklilagma 40 geni kiimesi i¢in toplam 85 adet tek niikleotid polimorfizmi ve rs147677886,
rs11569321, rs7273698, rs11086998 ve rs139300926 siipheli tek niikleotid polimorfizmleri olarak tespit edildi. Ayrica, bu tek niikleotid
polimorfizmleri multipl skleroz (MS), romatoid artrit (RA) ve Kawasaki hastaligi ile baglantili olabilir.

Sonug: Biyoinformatik yontemlerle tespit ettigimiz 40 farklilasma gen kiimesinin tek niikleotid polimorfizmleri ile ilgili literatiirde su
anda herhangi bir ¢alisma bulunmamaktadir. Gelecekte bu ¢alismayi laboratuvarda deneysel olarak degerlendirmeyi ve popiilasyona 6zel
caligmalara katki saglamay1 hedefliyoruz.

Anahtar Kelimeler: Biyoinformatik, CD40, SNP, mutasyon, in silico
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INTRODUCTION

Cluster of differentiation 40 (CD40) belongs to tumor
necrosis factor (TNF) superfamily, is an integral membrane
proteinreceptorofantigen-presentingcellssuchasdendritic
cells and follicular dendritic cells. Also, it is represented on
the cell surface of hematopoietic progenitor cells, epithelial
cells, carcinomas and B lymphocytes (1). CD40 gene is
positioned on chromosome 20 (q12-q13.2) that codes a
protein found on the surfaces of cells as a structural trimer
complex (2). T cell-dependent immunoglobulin class
switching, memory B cell development, and germinal
center formation are one of the reponses among those
that is madiated by CD40 (3). TRAF1, TRAF2, and
TRAF6 are adaptor proteins that are attached to the TNFR
receptor and probably TRAF5 proteins interact with
TNEFR resulting a signal transduction mediated by this
interaction (4). This receptor-ligand interaction is thought
to be required to activate microglial activation induced by
amyloid-beta. Thereby, it might be considered as an earler
indicator in Alzheimer’s disease pathogenesis. According
to the previous studies, there have been two alternative
transcript variants of CD40, which are coding different
isoforms (5).

IFN-y is a primary activation signal for macrophages
which is produced by CD4 Th1 cells. The secondary signal
is created when CD40 molecule on T cells is interacted
with its ligand, CD40L (CD154), on the macrophage
cell surface. Thus, the activation level of macrophages is
increased by the help of high amount of CD40 and TNF
receptor expression on their cell surface. Destructive
materials to microbes such as reactive oxygen species
and nitric oxide are induced in macrophages as a result
of increased level of activation, directing macrophages
to digest ingested microbes (6). On the other hand,
antigens can be presented by B cells to helper T cells. B
cell activation is carried out through receptor-ligand
interaction of CD40 receptor expressed on B cells and
CDA40L ligand expressed on activated T cells. Also, T
cells generate IL-2 that directly affects B cells causing a
net stimuli leading cell division, differentiation to plasma
cells, and antibody isotype switching of B cells. At the
end, B cells have the ability to make antibodies specific to
target antigens (7). The constructive expression of CD40
is found on antigen-presenting cells including dendritic
cells, macrophages, and B cells. Several normal body cells
such as smooth muscle cells, endothelial cells, fibroblasts
and epithelial cells express CD40 on their surface (8). A
wide range of tumor cell expression of CD40 has been
also reported including Hodgkin’s lymphoma and non-
Hodgkins lymphoma, myeloma and nasopharynx,
bladder cancer, cervical cancer, kidney, and ovarian
cancer. B cell precursors in the bone marrow are another
cell type in which CD40 is expressed and it has been
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demonstrated that CD40-CD154 interaction plays a role
in the control of B cell hematopoiesis (9). New concepts
have been revealed about the relationship between CD40
and the pathogenesis of different autoimmune diseases.
Also, several loci that occupy an important position
in the progression of various diseases were identified
(10,11). CDA40 locus was defined as a genetic risk factor
for various diseases including rheumatoid arthritis (RA)
and systemic lupus erythematosus (SLE) (12,13). Recent
studies have been demonstrated that there are numerous
polymorphisms identified in the CD40 coding gene, and
CD40 gene polymorphisms trigger several autoimmune
and inflammatory diseases including diabetes, fuchs
uveitis syndrome, essential hypertension, Graves’ disease,
and cerebral infarction (14-18). Nowadays, genomic
information and biological data can be interpreted and
saved by bioinformatics methods. In this study, the
investigation of single nucleotide polymorphisms (SNPs)
in the CD40 gene and its association with possible diseases
was aimed.

MATERIAL AND METHOD

In this study, in silico methods have been used and do not
require any ethical committee approval. All procedures
were performed adhered to the ethical rules and the
Helsinki Declaration of Principles.

Analyzing of Functionally Similar Genes with
GeneMANIA Software

GeneMANIA is a database allows analysing similar genes.
It is a software for analyzing functionally similar genes
with an input gene which is defined as (according to their)
physical interactions, co-expression, co-localization, or
genetic interactions. The software, where it can be reached
from the web address “https://GeneMANIA.org’, gives the
user a result list by analyzing genomics and proteomics
data. In this study, the CD40 gene was used as an input
gene and its interaction with other genes was shown.

Using Exome Variant Server for Analyzing of
Suspected Genes

Exome Variant Server database is supported by National
Heart, Lung, and Blood Institute (NHLBI). The database
helps to find new genes and mechanisms of heart, lung,
and blood related diseases. The database can be reached
from “http://evs.gs.washington.edu/EVS/” web address.
Exome Variant Server is used to determine the number
of variations according to population and it allows
monitoring the number of EA (Population of Europe and
Africa) allele and AA (Population of Africa and America)
allele. In our study, suspected SNPs were identified for
both CD40 and TNFSF4 genes and allele frequency were
analyzed with this database. At the same time, AA and EA
genotypes were calculated and evaluated.
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Detection of Effects of SNPs on microRNA by Using
mrSNP Software

mrSNP is a tool used to predict the effect of an SNP in
3’UTR on miRNA binding with high accuracy. There
are several advantages of this tool compared to other
available algorithms. This tool allows the user to enter
any SNPs that have been characterized by any SNP
searching program. Testing the performance of mrSNP
on SNPs experimentally verified whether this is affecting
miRNA binding, mrSNP defined 69% (11/16) of the
SNPs that prevent binding correctly. The web address of
the software is “http://mrsnp.osu.edu”. In this study, SNPs
were evaluated on the CD40 gene with this software.

UTR Scan

Untranslated regions on SNPs can be identified via the
UTRscan program. The UTRscan is a pattern-matcher
that scans protein or nucleotide sequences (DNA, RNA,
and tRNA) to provide UTR motifs. It finds the motifs
that identifiy 3'UTR and 5’'UTR sequences on a specific
sequence. Every UTR site input has been generated based
on the information stated in the literature and reviewed
by scientists who work experimentally on the functional
characterization of related UTR items. UTRsite is a very
useful database in order to find non-detected signals in
given gene sequences. In this study, UTR motifs were
found by the UTRscan program from “http://itbtools.
ba.itb.cnr.it/utrscan” web address.

Prediction of Post-translational Modification Sites
UbPred is a database randomly predicts potential
ubiquitination sites on proteins. The accuracy rate is
about 72-80%. In this study, UbPred software from “www.
ubpred.org” web address and BDM-PUB software from
“bdmpub.biocuckoo.org” web address were employed
for prediction of ubiquitination sites. 0.62-scored lysine
residues were accepted as ubiquitinylated in UbPred
software and balance cut-off was chosen in BDM-PUP
software.

Prediction of Positions of SNPs on Different Protein
Domains by Using Prosite Database

PROSITE is a protein database used for describing the
functional characterization of proteins. It identifies
protein domains, families and functional regions, in
addition to these, their associated patterns and profiles
have been shown. It provides additional information
about functionally and/or structurally critical amino
acids, and it is completed with ProRule which is a group
of rules relying on profiles and patterns and enhances
the characteristic potential of these profiles and patterns.
PROSITE is mostly prefered for the description of
domain properties of UniProtKB/Swiss-Prot entries. In
this study, “https://prosite.expasy.org/” web page was
used to predict the functional characterization of protein
domains.

RESULTS

TRAF1, a member of TNF receptor (TNFR) associated
factor (TRAF) protein family 1, is encoded by TRAF1
gene. Signal transduction from multiple receptors of
the TNFR superfamily are madiated by TRAF proteins.
On the other hand, TRAF2 has a direct interaction with
TNF receptors and builds a heterodimeric complex with
TRAF1. This protein is necessary for TNF-associated
activation of MAPK8/JNK and NF-kappa B. It interacts
with the protein complex created by TRAF1 and the
inhibitor of apoptosis proteins (IAPs). It is a mediator
of anti-apoptotic signals from TNF receptors. Moreover,
TRAF6 employs mediating signaling from the members
of the TNF receptor superfamily in addition to the Toll/
IL-1 family. According to the studies, CD40, TNFSF11/
RANCE, and IL-1 receptor signals are mediated with
TRAF6. Also, it has been found that TRAF6 interacts
with a variety of protein kinases including IRAK1/IRAK,
SRC, and PKC zeta, that bridge over different signaling
pathways. It functions as a signal transducer in the NF-
kappaB pathway that activates the IkappaB kinase (IKK)
in response to proinflammatory cytokines. Other genes
that interact with the CD40 by the GeneMANIA program
are shown in Figure 1.

Qv

C P

Figure 1. Genes that CD40 have physical interactions (pink) and co-
expressions (blue) are shown
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A total of 85 SNPs, 44 SNPs in the EA population and 41
SNPs in the AA population, were found by using Exome
Variant Server (Table 3), and these SNPs were evaluated
(Table 1). All SNPs were analyzed and 14 SNPs without
any ClinVar data which are thought to be suspected
and have not been investigated by researches yet were
detected (Table 4). Detection of SNP Effects on miRNAs

by Using mrSNP Software was shown in Table 5. Table
6 has shown that associations with human diseases and
evaluation of three SNPs found on CD40 gene in Table 7.
Untranslated regions on SNPs was identified by UTRscan
in Table 8. Potential ubiquitination sites on proteins has
shown by UpBred (Table 9). Finally; we described the
functional characterization of proteins in Table 10.

Table 1. Detection of polymorphisms on CD40 genes by using Exome Serve Variant Software

Variant GVS Conservation PolyPhen2
GRCh37 Pos 1LY slees AALES SLL Il e Function (GERP) (Class:Score)
2044746913 1511569300  R>AL RIS AIAI=5/AIR=158/RR=6090 utr-5 -0.75 unknown
20:44746942 1511569301 C>T 551425;1’8 TT=23/TC=412/CC=6068 utr-5 3.74 unknown
20:44746946 rs373167365  G>C GEEZO/O 4 CC=0/CG=2/GG=6501 utr-5 0.01 unknown
20:44746950 rs377285521 C>T C;Flz3>1()/05 TT=0/TC=1/CC=6502 utr-5 1.33 unknown
2044746963 15371166508 C>G 0% . GG=1/GC=1/CC=6501 utr-5 1.94 unknown
C=10444/ 5 5 B

20:44746982 rs1883832 T>C Tosss ~ CC=4255/CT=1934/TT=314 utr-5 0.76 unknown
20:44747004 rs113207193  T>G G=3/ GG=0/GT=3/TT=6500 missense 2.77 probably-

: T=13003 : damaging:1.0
20:44747049 rs375622419 C>T C;rl:31()/05 TT=0/TC=1/CC=6502 intron 1.68 unknown
20:44747086 1745307 G>A o502l AA=112/AG=668/GG=1503  intron -0.69 unknown
2044747104 1511569302 C>T 280 TT=3/TC=122/0C=2158 intron -3.37 unknown
20:44750424 rs11569315 C>T (51;21121819/5 TT=4/TC=103/CC=6396 intron 0.3 unknown
20:44750444 rs187683423 C>T C31:2%9/98 TT=1/TC=6/CC=6496 intron 2.45 unknown
20:44750480 15147677886  G>T G:Tf 3%/02 TT=0/TG=4/GG=6499 missense -3.65 benign:0.007
2044750594 15374320594 ST gl TT=0/TC=1/CC=2282 intron 6.89 unknown
20:44750829 rs371933529  T>A £1=3%)/0 " AA=0/AT=2/TT=6501 intron 7.43 unknown
20:44750831 rs374336021 G>C G51:31()/05 CC=0/CG=1/GG=6502 intron 3.79 unknown
20:44750850 rs11569317 C>G (?:1821159/1 GG=31/GC=753/CC=5719 intron 0.08 unknown
20:44750945  rs142258778  A>G G=3/ GG=0/GA=3/AA=6500 coding- 443 il

A=13003 synonymous
20:44750948 rs371950759 C>A Cé;)h/% AA=0/AC=1/CC=6502 missense 0.28 benign:0.352
20:44750980 rs376829285  A>G G=l/ GG=0/GA=1/AA=6502 missense 3.45 probably-

) A=13005 ) damaging:1.0
20:44751023 rs369889788  G>A G;‘\;ZO/O 4 AA=0/AG=2/GG=6501 intron 7.51 unknown
2044751040 rs61760051  ASG OB GG=0/GA=8/AA=6495 intron 432 mknann
2044751047 15201089032 C>G il GG=0/GC=20/CC=6483 it 1.42 il
20:44751048 rs369286250 G>A G£1§B/O5 AA=0/AG=1/GG=6502 intron -0.02 unknown
20:44751217 rs199588140 G>A G£12360/00 AA=0/AG=6/GG=6497 intron -0.5 unknown
20:44751226 rs376448796 C>T C;Flz_?)z()/04 TT=0/TC=2/CC=6501 intron 1.9 unknown
20:44751229 unknown R>A1 1?: 11215%/2 A1A1=7/A1R=2/RR=6250 intron 0.21 unknown
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Table 1. Detection of polymorphisms on CD40 genes by using Exome Serve Variant Software (cont...)

Variant GVS Conservation PolyPhen2
GRCh37 Pos e Alleles  All Allele # All Genotype # Function (GERP) (Class:Score)
20:44751241 r$369901991 C>T C;FIZ;O/OS TT=0/TC=1/CC=6502 intron 3.89 unknown
2044751260 rs144542285 C>T o . TT=0/TC=1/CC=6502 missense 2.94 benign:0.376
20:44751337 15147816161  C>T =W TT=0/TC=1/CC=6502 coding- -1.71 unknown
C=13005 synonymous
2044751363 1511569321 C>T  Aooo TT=37/TC=492/CC=5974 missense 2.5 benign:0.012
20:44751370 15150312341  G>T U=l TT=0/TG=1/GG=6502 coding- 323 unknown
G=13005 synonymous
) C=1/ _ L L . possibly-
2044751393 1371997367 TSC s CC=0/CT=1/TT=6502 missense 1.73 darbaging 651
2044751415 1511699100 ASG 280 GG=6/GA=271/AA=6226 intron 212 unknown
20:44751438 rs$377499066 G>A G£12310/05 AA=0/AG=1/GG=6502 intron 1.55 unknown
2044751719 372604011 G>A AV AA=0/AG=1/GG=6502 intron 2.04 unknown
20:44751790  rs373653555  C>T Al TT=0/TC=1/CC=6502 ol -6.12 unknown
C=13005 synonymous
20:44751796 1s376668410  C>T 1= TT=0/TC=1/CC=6502 coding- 0.19 unknown
C=13005 synonymous
20:44751835 1579661585  C>T Al TT=0/TC=1/CC=6502 i 25 unknown
C=13005 synonymous
20:44755264  1s370003801  C>T CzTglo/% TT=0/TC=1/CC=6502 intron 2.16 unknown
. G=1/ _ - _ missense- .
20144755279 15144600981  C>G O GG=0/GC=1/CC=6502 near aplice 0.26 benign:0.041
2044755279 15144600981  C>G Ol GG=0/GC=1/CC=6502 intron 0.26 unknown
20:44755312 rs374572404  A>G G=1/ GG=0/GA=1/AA=6502 coding- -3.33 unknown
A=13005 synonymous
2044755312 15374572404 ASG Ol GG=0/GA=1/AA=6502 intron -3.33 unknown
20:44755376 rs41282788 G>C GC::112§381/8 CC=2/CG=184/GG=6317 intron -2.01 unknown
20:44756742 rs193080413 G>A Géiggél AA=0/AG=25/GG=6478 intron -1.05 unknown
2044756751 1377180915 G>A 51:310/05 AA=0/AG=1/GG=6502 intron -5.89 unknown
. T=587/ L _ _ . possibly-
20:44756823 157273698 C>T oo TT=41/TC=505/CC=5957 missense -1.19 darbognr 894
20:44756823 rs7273698  C>T =287/ TT=41/TC=505/CC=5957 coding- -1.19 unknown
C=12419 synonymous
20144756827 15143037975 A>G O3 . GG=0/GA=3/AA=6500 missense 5.67 benign:0.0
2044756890 111569337 G>T o5l TT=2/TG=129/GG=6372 intron 035 unknown
20:44756891 13765456 GeA  oliSal AA=82/AG=1318/GG=5103  intron 2.66 unknown
20:44756903 rs11569338 A>T AZT;;ég TT=0/TA=17/AA=6486 intron -6.71 unknown
2044756908 rs4813000  A>C T8 CC=0/CA=83/AA=6420 intron 1.46 unknown
20144756910 rs374618623  C>T ol TT=0/TC=1/CC=6502 intron -0.86 unknown
20:44756977 rs368619894 G>A G31:310/05 AA=0/AG=1/GG=6502 missense -6.62 benign:0.004
2044756981 1371799172 ASG SV GG=0/GA=1/AA=6502 missense 0.15 benign:0.015
20:44756981 1s371799172  A>G =y GG=0/GA=1/AA=6502 coding- 0.15 unknown
A=13005 synonymous
20:44757016 rs368614125 C>T C;Fl:310/05 TT=0/TC=1/CC=6502 intron -7.28 unknown
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Table 1. Detection of polymorphisms on CD40 genes by using Exome Serve Variant Software (cont...)

Variant GVS Conservation PolyPhen2
GRCh37 Pos s L2 Alleles  All Allele # All Genotype # Function (GERP) (Class:Score)
2044757018 1573310754 T LS8 TT=0/TC=66/CC=6437 intron -100.0 unknown
20:44757028 rs368055606 T>C T£1:3%)/05 CC=0/CT=1/TT=6502 intron -0.87 unknown
20:44757475 1511697349  C>T g: S TT=5/TC=258/CC=6239 intron 417 unknown
20:44757524 rs11086998 C>G C(:;TSSQO GG=0/GC=86/CC=6417 missense -4.88 benign:0.003
20:44757524 rs11086998  C>G cifggéo GG=0/GC=86/CC=6417 utr-3 -4.88 unknown
20:44757526 15148342289  C>T = TT=0/TC=6/CC=6497 coding- -1.96 unknown
C=13000 synonymous
2044757526 15148342289 ST 1 TT=0/TC=6/CC=6497 utr-3 -1.96 unknown
20:44757562  rsl44466131  C>T CTESQS TT=0/TC=18/CC=6485 coding- -6.45 unknown
= synonymous
2044757562 rsl44des13l T I8 TT=0/TC=18/CC=6485 utr-3 -6.45 unknown
20144757595 1s37678099%6  A>G Ol GG=0/GA=1/AA=6502 o 9.6 unknown
= synonymous
20:44757595 1376780996  A>G A=G1:3})/05 GG=0/GA=1/AA=6502 utr-3 9.6 unknown
20:44757622 15369693842  A>G G=3/ GG=0/GA=3/AA=6500 coding- 2.65 unknown
A=13003 synonymous
2044757622 15369693842 ASG O . GG=0/GA=3/AA=6500 utr-3 265 unknown
20:44757625 rs150890139  G>A GA:” AA=0/AG=1/GG=6502 coding- 9.23 unknown
=13005 synonymous
20:44757625 rs150890139  G>A G3123%)/05 AA=0/AG=1/GG=6502 utr-3 923 unknown
20:44757654 15139300926  G>A L=l AA=0/AG=1/GG=6502 missense 4.61 pelibly
’ G=13005 ’ damaging:1.0
20:44757654 15139300926  G>A Gfglo/% AA=0/AG=1/GG=6502 utr-3 461 unknown

Table 2. Estimating the positions of nsSNPs in different protein

domains using a prosite database

Table 4. Evaluation of suspected SNPs found by using Exome
Serve Variant Software

Sequence Score ;;'Zgii’zd Condition rs ID Report
of rs113207193 Not reported in ClinVAR
Disulfi
isulfide rs147677886 Not reported in ClinVAR
25-59 9.423 26-37 C-x*-
ACREKQYLIN-SQC- 38-51 C-x*-C rs371950759 Not reported in ClinVAR
CSLCQPGQKLVSDCTEFTETEC : X*-
4159 CxC rs379829285 Not reported in ClinVAR
61-103 9.488 62-77 C-x*-C
PCGESEFLDTWNRETHCHQHKYCDPNLg 83-103 C-x*-C rs144542285 Not reported in ClinVAR
1RVQQKGTSETDTIC —
104-143 9231 105-116 C-x*-C rs11569321 Reported in ClinVAR
TCEEGWHCTS--—- 125-143 Cx*-C rs371997367 Not reported in ClinVAR
EACESCV1hrSSPGFGVKQIATGCSDTIC
145-186 8995 146-161 C-x*-C rs144600981 Not reported in ClinVAR
PCPVGFESNVSSAFEKCHPW TSCERKDI1 167-186 C-x*-C 157273698 Reported in ClinVAR
VVQQAGTNKTDVVC
rs143037975 Not reported in ClinVAR
Table 3. The number of variations of CD40 gene on European- 15368619894 Not reported in ClinVAR
American and African-American populations. 1$371799172 Not reported in ClinVAR
Number of Variation Population
; rs11086998 Reported in ClinVAR
44 European-American
41 A ean-/Amatien r$139300926 Not reported in ClinVAR
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Table 5. SNPs and INDELSs in mIRNA target sites

Location dbSNP ID Wobble base pair ~ Ancestral Allele ~ Allele miR ID miRSite
44757565 rs147672904 N C T hsa-mIR-5694 tcccgATGATCTt
- hsa-mIR-1976 ccagtGCAGGAGA
hsa-mIR-4693-3p ccAGTGCAGgaga
44757599 rs199980487 N ©
. hsa-mIR-155-3p ccagTGTAGGAga
hsa-mIR-6757-3p CCAGTTGTAggaga
hsa-mIR-134-5p cccaacCAGTCACc
44757625 rs150890139 Y G A hsa-mIR-3118 CCAACAgtcacc
hsa-mIR-92a-1-5p CCCAGTGTAgggaga
hsa-mIR-4431 ccaacCAGTCACc
¢ hsa-mIR-4708-5p agAGTCACAtctc
hsa-mIR-134-5p agAGTCACAtctc
hsa-mIR-3118 agAGTCACAtctc
44767654 rs139300926 Y G hsa-mIR-3164 agAGTCACAtctc
A hsa-mIR-4501 agaGTCACATctc
hsa-mIR-4522 AGAGTCAcatctc
hsa-mIR-576-3p agagtCACATCTc
hsa-mIR-6820-3p agAGTCACAtctc

Table 6. Associations with human diseases and traits

Disease/Trait Pubmed ID Marker ID Study P-Value

Multiple Sclerosis 21833088 oy coasiem et priey vl fores izt nname g
mechanisms in multiple sclerosis.

Multiple Sclerosis 22190364 s cosenewtentralasianiics nodllipl 5B-6
sclerosis susceptibility loci.

Multiple Sclerosis 19525955 wanay,  osiemesdls seeosaiiton st ikt meny il 1E-7
sclerosis susceptibility loci on chromosomes 12 and 20.

Inflammatory Bowel 23128233 s1569723 Host-microbe interactions have shaped the genetic 1E-13

Diseases architecture of inflammatory bowel disease.

Kawasaki disease 22446961 rs1569723  Lwo new susceptibility loci for Kawasaki disease 6E-9
identified through genome-wide association analysis.

Rheumatoid Arthritis 20453842 PSS S e S e e 3E-9
seven new rheumatoid arthritis risk loci.

Rheumatoid Arthritis 18794853 renTTs- S chenony S el ad e et en e 8E-9
rheumatoid arthritis.

Rheumatoid Arthritis 22446962 124810485 i genome wide association study identifies three new GE-8
risk loci for Kawasaki disease.

Table 7. Evaluation of three SNPs found on CD40 gene

Pathway ID Class Description

Hsa05416 Cardiovascular diseases Viral myocarditis

Hsa05310 Immune diseases Asthma

Hsa05320 Immune diseases Autoimmune thyroid disease
Hsa05322 Immune diseases Systemic lupus erythematosus
Hsa05330 Immune diseases Allograft rejection

Hsa05340 Immune diseases Primary immunodeficiency

Hsa04620 Immune diseases Toll-like receptor signaling pathway
Hsa04672 Immune diseases Intestinal immune network for IgA production
Hsa04060 Signaling molecules and interaction Cytokine-cytokine receptor interaction
Hsa04514 Signaling molecules and interaction Cell adhesion molecules (CAM:s)
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Table 8. Detecting SNPs on untranslated regions by the UTRscan program

Number Name

Number Name

1 Histone 3'UTR stem-loop structure (HSL3)

2 Iron Responsive Element (IRE)
3 Seleno cysteine Insertion Sequence - type 1 (SCIS1)
4 Seleno cysteine Insertion Sequence - type 2 (SCIS2)

Amyloid precursor protein mRNA stability control
element (APP_SCE)

Cytoplasmic polyadenylation element (CPE)

Nanos translation control element (NANOS_TCE)

15-Lipoxygenase differentiation Control Element
(15-LOX-DICE)

10 AU-rich class-2 Element (ARE2)
11 Terminal Oligopyrimidine Tract (TOP)

12 Glusosetransporter type-1 3'UTR cis-acting element
(GLUT1)

Tumor necrosis factor alpha 3'UTR cis-acting element
(TNF)

14 Vimentin 3'UTR cis-acting element (VIM3)

5
6
7 Translational regulation element (TGE)
8
9

13

15 Internal Ribosome Entry Site (IRES)

17 UNR binding site (UNR-BS)

Ribosomal S12 mitochondrial protein 5'UTR translation
control element (RPMS12_TCE)

19 Bruno 3'UTR responsive element (BRE)

Alcohol dehydrogenase 3'UTR down-regulation control
element (ADH_DRE)

Barley yellow dwarf virus translation control element
(BYDV_TE)

22 Proneural Box (PB)
23 Brd-Box (Brd)
24 K-Box (K-BRD)

18

20

21

25 Gy-Box (GY)

26 Androgen receptor CU-rich element (AR_CURE)
27 Elastin G3A 3'UTR stability motif (G3A)

28 Insulin 3'UTR stability element (INS_SCE)

30 Beta-actin 3'UTR zipcode (ACTIN_ZIP3)

31 Gap-43 Stabilization Element (GAP-43)

3 Gamma interferon activated inhibitor of translation

(GAIT element)
16 SXL binding site (SXL_BS)
Table 9. Estimating protein ubiquitination regions DISCUSSION

Residue Score Ubiquitinated

29 0.59 No

46 0.43 No

81 0.60 Yes, medium confidence
94 0.78 No

132 0.50 No

160 0.51 No

170 0.51 No

181 0.68 Yes, low confidence

216 0.45 No

217 0.41 No

220 0.33 No

221 0.24 No

225 0.23 No

230 0.80 Yes, high confidence
267 0.81 Yes, high confidence
(Default low confidence according to the program; score range 0.62 <s <0.69,
sensitivity 0.464, specificity 0.903, medium confidence; score range 0.69 <s <0.84,
sensitivity 0.346, specificity 0.950/high confidence; score range 0.84 <s <1.00,
sensitivity 0.197, specificity 0.989).

Table 10. Estimation of ubiquitination regions.

Peptide Position Score Threshold
PPTACREKQYLINSQ 29 1.62 0.3
SLCQPGQKLVSDCTE 46 2.46 0.3
LGLRVQQKGTSETDT 94 0.99 0.3
NVSSAFEKCHPWTSC 160 0.84 0.3
PWTSCETKDLVVQQA 170 0.64 0.3
LLVLVFIKKVAKKPT 216 1.37 0.3
VFIKKVAKKPTNKAP 220 1.74 0.3
FIKKVAKKPTNKAPH 221 2.33 0.3
VAKKPTNKAPHPKQE 225 1.67 0.3
PVTQEDGKESRISVQ 267 1.10 0.3
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The allele frequency of a polymorphic gene can vary
geographically and ethnically (19). Polymorphic changes
related to SNPs found on genes can also change the
response and treatment process of diseases. Therefore,
detecting population-specific polymorphic changes
will help the physician in diagnosis and provide an
advantage for treatment. CD40 is an important protein
that is a member of the TNF family. Previous studies have
revealed that TRAF1, TRAF2, TRAF6 proteins interact
with the CD40 receptor and act as mediators of signal
transduction. In addition to these genes, according to
the data we obtained from our in silico results, it has
been demonstrated via the GeneMANIA program
that CD40 also has interaction with some other genes
such as SP3, TDP2, IL4R, GM2A, NSMAF, BIRC3,
BIRC2, OTUD78, MAP3K1, SLC30A7, MAP4K4. In
future studies, these data can provide an estimate of the
contribution of CD40 to other diseases. 14 missense
variants from 85 SNPs of CD40 have been found via the
Exome Variant Server program. Only 3 of these SNPs
were identified in ClinVar. In the literature, these SNPs
have not been studied experimentally before. There is
no information in the literature about 11 other variants.
Therefore, the relationship of SNPs with diseases can
contribute to population-specific studies with new
experimental studies. In the population-specific study,
the population-specific gene mapping can be generated
by designing primers and probes for each SNPs that are
found and scanning mutations with RT-PCR. In our
study, according to the data from PredictSNP program,
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rs139300926 SNP is likely to have a mutation in the amino
acid 270. This data has also been confirmed by PinSNPs.
Our study especially attracted attention that the variants
rs147677886, rs11569321, rs7273698, rs11086998 and
rs139300926 are suspicious. The data in Table 8 were
analyzed to show the effect of binding of 3’UTR SNP on
miRNA by mrSNP. Suspected 14 missense variants were
run at dbSNP and according to the results, rs139300926,
rs147672904, rs199980487, rs150890139 variants were
defined. Among these SNPs, rs150890139 has two
different definitions as unknown in Exome Variant Server,
rs199980487 is defined as “unknown”, and rs147672904
and rs139300926 were defined as “suspicious SNP” in
the same server. There are no experimental studies in
the literature with these SNPs. Our bioinformatics study
indicates the fact that these SNPs have a promising future
experimentally.

Single nucleotide polymorphisms (SNPs) have been
detected in 3’UTRs that break down normal miRNA
binding or create new binding sites, some of which have
been correlated with disease pathogenesis. That increases
the significance of detecting miRNA targets and
predicting the potential effects of SNPs on binding sites.
In this study, we have provided very detailed information
about 4 SNPs and their association with diseases. Related
SNPs have been associated with Multiple Sclerosis (MS),
Rheumatoid Arthritis (RA), and Kawasaki Disease.

The effect of untranslated regions on transcriptional
motifs can be estimated via the UTRscan program
(20). Untranslated regions play an important role in the
regulation of gene expression after transcription, in the
stability and efliciency of translation. In our study, 32
untranslated regions were found by UTRscan prediction.
UbPred is a web tool that determines the possibility of
whether a lysine residue in a protein is ubiquitin (21).
The results signaled at the residues of 81, 181, 230, and
267 (Table 9). According to the data obtained from the
Prosite database (Table 2), rs772829518, rs779766201
mutations were found in residues 116 and 167,
respectively. These mutations were checked whether they
belong to CD40 via PinSnps ve U.S. National Library
of Medicine. The position of rs772829518 was detected
on chr20:46122699 (GRCh38.p12) and it is a missense
variant. Moreover, the position of rs779766201b was
detected on chr20:46126642 (GRCh38.p12) and it is also
a missense variant.

CONCLUSION

Finally, in future studies, the three-dimensional structure
of CD40 could be generated and the locations of these
mutations on the protein can be identified.
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ABSTRACT

Introduction: Superficial fungal infections, which are considered as the most common risk factor for mucocutaneous infections, are still an
important consideration of human health. Tinea pedis and onychomycosis are two common types of superficial fungal infections. Increased
recurrence of these infections in certain subjects led us speculate the common factors that might contribute to our observations. In this study,
we aimed to investigate the relationship between blood types and two types of fungal infections tinea pedis and onychomycosis.

Material and Method: In our study, we questioned blood types of 171 tinea pedis and onychomycosis patients, who applied to our clinic
between October 2015 and December 2016. Diagnoses were confirmed using mycotic examination and fungal cultures. We measured
patients’ hemogram, alanine aminotransferase, aspartate aminotransferase, urea and creatinine levels to determine their treatments. Patients
were monitored during their treatments.

Results: We analyzed our results to determine the effectiveness of treatments, recurrence, and the relationship between our result and
patients’ blood types. We could not find any significant relation between blood types and gender, educational status, residence addresses of
patients, infected region, duration of fungal infection (p>0.05). Then we could not find also a significant relation between blood types of the
patients and infection status of the family members that patients lived together with (p>0.05).

Conclusion: Our study shows that AB0 blood types are not significantly correlated with neither tinea pedis nor onychomycosis, which are
dermatophytes, causing superficial fungal infections.

Keywords: Tinea pedis, onychomycosis, blood types

0z

Giris: Mukokutanoz enfeksiyonlar i¢in en yaygin risk faktorii olarak kabul edilen yiizeysel mantar enfeksiyonlari, insan saglig1 igin hala
6nemli bir husustur. Tinea pedis ve onikomikoz iki yaygin yiizeysel mantar enfeksiyonu tiiriidiir. Bazi konularda bu enfeksiyonlarin artan
tekrarlamasi, gozlemlerimize katkida bulunabilecek ortak faktorleri spekiile etmemize yol agt1. Bu ¢aligmada iki tip mantar enfeksiyonu olan
tinea pedis ve onikomikoz arasindaki iligkiyi aragtirmay1 amagladik.

Gereg ve Yontem: Calismamizda Ekim 2015-Aralik 2016 tarihleri arasinda klinigimize bagvuran 171 tinea pedis ve onikomikoz hastalarinin
kan tiplerini sorguladik. Mikolojik muayene ve mantar kiiltiirleri kullanilarak tani konuldu. Tedavilerini belirlemek i¢in hastalarin
hemogramy, alanin aminotransferaz, aspartat aminotransferaz, tire ve kreatinin diizeylerini 6l¢titk. Hastalar tedavileri sirasinda izlendi.

Bulgular: Tedavilerin etkinligini, niiksiinii ve sonucumuz ile hastalarin kan gruplari arasindaki iliskiyi belirlemek i¢in sonuglarimizi analiz
ettik. Kan gruplari ile cinsiyet, kan gruplariyla egitim durumu, kan gruplariyla hastalarin yasadig: bolge, kan gruplariyla enfekte bolge,kan
gruplariyla mantar enfeksiyonunun siiresi arasinda anlamli bir iligki bulamadik (p>0,05). Daha sonrasinda kan gruplariyla, beraber
yagadiklar: aile tiyelerinin enfeksiyon durumu arasinda da anlamli bir iligki bulamadik.

Sonug¢: Caliymamiz, ABO kan tiplerinin yiizeysel mantar enfeksiyonlaria neden olan dermatofitler olan ne tinea pedis ne de onikomikoz ile
anlamli bir iligki i¢inde olmadigini gostermektedir.

Anahtar Kelimeler: Tinea pedis, onikomikoz, kan tipleri
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INTRODUCTION

Among mucocutaneous infections, superficial infections
are considered as the most frequently observed one. There
are three types of fungi causing superficial infections:
dermatophytes, candida species, and Malassezia furfur.
Dermatophytes are the only fungal group known to infect
keratinized cutaneous structures such as stratum corneum,
nails, and hair. Infections caused by dermatophytes are
termed as dermatophytosis and can be further classified
based on the type of tissue infected: dermatophytosis of
epidermis (epidermomycosis), dermatophytosis of hair
and hair follicles (trichomycosis), and dermatophytosis of
the nail (onychomycosis). Epidermomycosis, trichomycosis,
and onychomycosis are considered as clinically different
since they affect different anatomical structures. The term
tinea is generally equated with dermatophytes and it is
used in conjunction with the anatomical name of the site of
infection (e.g. tinea pedis) (1).

Tinea pedisisadermatophyteinfection thatis characterized
by erythema, squama, maceration, and formation of a bulla
on foot (1). Tinea pedis and tinea manuum are generally
associated with tinea unguium (onychomycosis). In
onychomycosis, fungal infection develops under the nail
plate, at the nail fold or distally, and eventually involves
the nail bed. Circulatory disorders, neuropathy, immune
abnormalities, and diabetes mellitus are predisposing
factors of tinea unguium (2). Onychomycosis is considered
as the hardest form of dermatophytosis to treat, especially
if the infection site is toe nail (3).

Agglutination of erythrocytes based on antigen-antibody
interactions forms the basis of blood type determinations.
Antigens are found on erythrocytes, while antibodies
are present in plasma. There are more than 300 antigens
are identified on the surface of human erythrocytes.
Among these antigens, ~213 of them are found to be
related to blood types. Since it was first discovered by Karl
Landsteiner in 1901, there are more than 21 blood type
systems described.

In the ABO system, there are four main blood types (A,
B, AB, and 0) and their subtypes are defined. These types
are based on the presence of A, B, and H antigens in
erythrocytes. A, B, and H antigens are glycoproteins that
can also be found in other tissue cells and body fluids like
sperm, milk, saliva, gastric juice, sweat, etc. (4). The serum
contains antibodies against the antigens, which are mainly
in the IgM structure. However, the antibodies in a blood
sample are not against the antigens present on the surface
of the erythrocytes of that blood sample. For example, a
person with blood type A contains anti-B (f), a person
with blood type B contains anti-A (a) and a person with
blood type 0 contains both anti-A and anti-B antibodies in
their serum (4).
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Landsteiner and Wiener first showed that the antiserum
obtained by giving rabbits erythrocytes isolated from
Macacus Rhesus agglutinates 85% of human erythrocytes.
These antigens are called Rh antigens. Later, it was
understood that these antigens are D antigens, which
have the highest antigenicity after A and B antigens.
Since D antigens are the strongest in the Rh system,
erythrocytes that agglutinate with anti-D are called “Rh
positive” while the ones that do not agglutinate with
anti-D are called “Rh negative” (5).

MATERIAL AND METHOD

The study was carried out with with the permission of
Lokman Hekim University, Noninvasive Clinical Ethics
Committee (Decision No0:2020/78). All procedures were
performed adhered to the ethical rules and the Helsinki
Declaration of Principles.

One hundred seventy-one (171) patients with tinea
pedis and onychomycosis applied to our clinic between
October 2015 and December 2016. We obtained an
informed consent form from all the patients who
participated in our study. Patients were diagnosed with
tinea pedis and onychomycosis, which were confirmed
by dermatological examination, mycotic examination,
and mycotic culture tests.

Patients were examined for other systemic diseases
through systemic examination. As a result, we identified
7 patients with cardiovascular disease (CVD), 10 patients
with hypertension, 2 patients with gastrointestinal
diseases, 10 patients with Sjorgen syndrome, 2 patients
with diabetes mellitus. Also, we measured blood types,
hemograms, sedimentation, alanine aminotransferase
(ALT), aspartate aminotransferase (AST), urea, and
glucose levels in patients’ blood samples. Only three
patients with a glucose level of 150-200 were suspected
of having diabetes. Patients were directed to necessary
clinics based on their health problems.

We grouped the patients according to their blood types.
Their antimycotic treatments were determined based on
the status of their mycotic infection (level of infection,
prevalence, previous treatments, risk of recurrence,
prevalence within the family, etc.). We followed the
results and success of the treatment, its recurrence
among the patient groups, and groups’ resistance to the
treatment for a year.

RESULTS

Eighty seven of our patients identify as female while 84
of them were identify as male. Their ages varied between
15 and 73. A high rate of tinea pedis and tinea unguium
were observed after clinical examination (Table 1).
Occurrence of mycotic infections in other anatomical
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regions was lower. Educational status of patients varied
from illiterate to higher education. We also grouped
patients based on their employment status. Patients
who were employed had various professions such as
officer, farmer, worker, bureaucrat, teacher etc. However,
unemployed patients were mainly housewives, students
and retirees. Additionally, we found that the rate of
married patients was higher compared to unmarried
patients. We investigated whether the family members
that live together with the patients were infected as well.
Patients were grouped based on their residential addresses
(Table 2). We found that duration of the fungal disease
varied between the patients. Patients were grouped based
on the duration of their disease (Table 3). Patients were
grouped based on the previous treatments they received,
recurrence of their infections and their blood types. We
ignored Rh factor while grouping (Table 4-6). Treatments
were determined based on clinical conditions of the
patients, their progress were tracked and checked.

Table 1. Types of fungal infections found in the study

Fungal infection Number Percentage (%)
Tinea pedis-tinea unguium 155 90.6
Tinea manum-Tinea cruris 16 9.4
Total 171 100

Table 2. Residential addresses of the patients

Residence Number Percentage (%)
Diyarbakir 111 64.9
Other 60 35.1
Total 171 100

Table 3. Duration of patients’ infections

Duration of infection Number Percentage (%)
0-1 year 56 327

2-19 years 94 55

=20 years 21 12.3

Total 171 100

Table 4. Previous treatments received by patients

Previous treatment Number Percentage (%)
Untreated 76 44.4
Local treatment 86 50.3
Oral - Local treatment 9 5.3
Total 171 100

Table 5. Status of recurrence of infections in patients

Recurrence Number Percentage (%)
Recurred 78 45.6
Not recurred 93 54.4
Total 171 100

Table 6. Blood type of patients

Blood type Number Percentage (%)
Type 0 45 263
Type A 83 485
Type B 25 14.6
Type AB 18 10.5
Total 171 100

Among the 171 tinea pedis and tinea unguium patients
included in our study, 83 of the patients had blood type
A, 45 of the patients had blood type 0, 25 of the patients
had blood type B and 18 of the patients had blood type
AB. Tables above investigated the correlations between
gender and educational status of the patients and their
blood types. Statistical comparisons are made using
Chi-square tests. However, they did not result in any
significant relation. However, the statistical tests did not
result in a significant correlation. We showed our results
as tables below. We showed our results as tables (Table
7-20) below.

Table 7. Number of treatment courses patients received to
eliminate infection

Treatment Results Number Percentage (%)
One course of treatment 121 70.8
Two courses of treatment 40 23.4
Three courses of treatment 10 5.8
Total 171 100

Table 8. Treatment methods used in the study

Treatment Number Percentage (%)
Oral 148 86.5
Local 23 13.5
Total 171 100

Table 9. Cross tabulation blood types and gender

Gender
Blood types Male Female Total
Type 0 26 19 45
Type A 41 42 83
Type B 10 15 25
Type AB 7 11 18
Total 84 87 171

Table 10. Statistical comparison of the values presented at Table 14

Degree of Asymptotic

Chi-Square Tests Value freedom Significance
(df) (2-sided)

Pearson Chi-Square 2,938 3 0.401
Likelihood Ratio 2.956 3 0.398
Linear-by-Linear Association  2.752 1 0.097
N of Valid Cases 171
“We used Chi-square test for statistical comparison. We could not find a significant
relation between blood types and gender P>0.05
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Table 11. Cross tabulation of blood type and educational status

Educational Status

Blood ] > " Total
tpes  Hliterate gty Py ducation

Type 0 4 17 13 11 45
Type A 7 34 25 17 83
Type B 1 11 8 5 25
Type AB 2 4 8 4 18
Total 14 66 54 37 171

Table 17. Cross tabulation of blood type and infected region

Site of Infection
Blood Types Toenail Other Total
Type 0 41 4 45
Type A 76 7 83
Type B 23 2 25
Type AB 15 3 18
Total 155 16 171

“We used Chi-square test for statistical comparison. We could not find a significant
relation between blood types and educational status P>0.05

Table 12. Statistical comparison of the values presented at Table 16

Degree of Asymptotic

Chi-Square Tests Value freedom Significance
(df) (2-sided)

Pearson Chi-Square 3.677° 9 0.931

Likelihood Ratio 3.892 9 0.918

Linear-by-Linear Association  0.096 1 0.757

N of Valid Cases 171

Table 13. Cross tabulation of blood type and infection status of the

family members that patients lived together with
Infection status

AT gPes Uninfected Infected ot
Type 0 28 17 45
Type A 57 26 83
Type B 19 6 25
Type AB 12 6 18
Total 116 55 171

Table 14. Statistical comparison of the values presented at Table 18

Degree of Asymptotic

Chi-Square Tests Value freedom Significance
(df) (2-sided)

Pearson Chi-Square 1.452° 3 0.693

Likelihood Ratio 1.475 3 0.688

Linear-by-Linear Association ~ 0.557 1 0.455

N of Valid Cases 171

“We used Chi-square test for statistical comparison. We could not find a significant
relation between blood types of the patients and infection status of the family members
that patients lived together with P>0.05

Table 15. Cross tabulation of blood type and residence addresses of

patients

Residence
Blood Types Diyarbakur Other Total
Type 0 28 17 45
Type A 56 27 83
Type B 14 11 25
Type AB 13 5 18
Total 111 60 171

Table 16. Statistical comparison of the values presented at Table 20

Degree of Asymptotic

Chi-Square Tests Value freedom Significance
(df) (2-sided)

Pearson Chi-Square 1.675° 3 0.642
Likelihood Ratio 1.665 3 0.645
Linear-by-Linear Association  0.081 1 0.776
N of Valid Cases 171
“We used Chi-square test for statistical comparison. We could not find a significant
relation between blood types and residence addresses of patients P>0.05
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Table 18. Statistical comparison of the values presented at Table 22

Degree of Asymptotic

Chi-Square Tests Value freedom Significance
(df) (2-sided)

Pearson Chi-Square 1.283¢ 3 0.733

Likelihood Ratio 1.096 3 0.778

Linear-by-Linear Association  0.523 1 0.470

N of Valid Cases 171

“We used Chi-square test for statistical comparison. We could not find a significant
relation between blood types and infected region P>0.05

Table 19. Cross tabulation of blood type and duration of infection

Blood Duration of infection
Total

Types 0-1year  2-19years >20 years

Type 0 12 29 4 45
Type A 26 43 14 83
Type B 11 12 2 25
AB Type 7 10 1 18
Total 56 94 21 171

Table 20. Statistical comparison of the values presented at Table 24

Degree of Asymptotic

Chi-Square Tests Value freedom Significance
(df) (2-sided)

Pearson Chi-Square 5.721* 6 0.455
Likelihood Ratio 5.743 6 0.453
Linear-by-Linear Association ~ 1.639 1 0.201
N of Valid Cases 171
“We used Chi-square test for statistical comparison. We could not find a significant
relation between blood types and duration of fungal infection P>0.05

DISCUSSION

Fungal infections have various predisposing factors,
especially the fungal infections that are very common
in the general population such as tinea pedis and tinea
unguium. In our study, we investigated whether blood
type is a potential risk factor for tinea pedis and tinea
unguium. Tinea pedis is the most common type of
dermatophytes. It progresses as itching between the
toes, maceration, and flaking (6). Previous studies
conducted in Turkey show that, even though there are
some differences, tinea pedis is the most common type
of dermatophytes. Metin and his colleagues (6) found
that 14% of 7231 patients they examined around the Van
region had superficial fungal infections. 80.98% of their
patients diagnosed with superficial fungal infections had
dermatophytes and 45% of dermatophytes are identified
as tinea pedis (7). Another study conducted by Bilgili and
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his colleagues (8) at the Eskisehir region found that 45%
of their patients had tinea pedis. Populations investigated
in developed countries show onychomycosis rates
changing between 3% and 8%, and these rates increase
with age (9, 10). Onychomycosis is characterized by
thickening, hardening, discoloration, and onycholysis of
nails. It is considered as the most common nail disease
and it constitutes 20-50% of the nail diseases. 80% of
onychomycosis cases are found to be affecting toenails
(11). Recent studies explored the relation between ABO
blood types and susceptibility to infection, but the results
were inconsistent (12). Kinane and his colleagues (12)
reported that women with B or AB blood types are more
susceptible to urinary infections. Also, other studies
stated that having blood type 0 can be a risk factor for
Candida albicans infection and its oral carriage (13,14).
The frequency of superficial fungal infections can be
varied by socio-economic and cultural differences.
Incidence frequency of onychomycosis is reported as
2-5% within the population. Vascular diseases, atopy,
obesity, diabetes mellitus, corticosteroid use, and sports
activities are considered among the risk factors (15).

Dermatophytes require keratinized tissue for their growth
and they invade tissues including skin, hair, and nails.
Prevalence of dermatophyte infections changes based on
geographical, climatic, socio-economic, and migration
factors (16). Nalbant and his colleagues (16) investigated
the relationship between vitamin D, C-reactive protein,
hemogram parameters, and blood types. However, they
could not detect any relationship between blood types,
Rh positivity, and obesity. Another study conducted by
Kahramanca and his colleagues investigated the effect of
Rh antigen and ABO blood types in cancer development.
They showed that the prevalence of blood types A and B, as
well as Rh antigen positivity is significantly higher among
patients with colorectal cancer (CRC) (17,18). Our study
shows that ABO blood types are not significantly correlated
with neither tinea pedis nor onychomycosis, which are
dermatophytes causing superficial fungal infections.
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0z
Amag: Tiroid tiimorleri bag-boyun maligniteleri arasinda en sik goriilen tiimérlerdendir. Bu ¢alismada bolimiimiizde tan
almus tiroid kanseri olgulart literatiir bilgileri esliginde incelendi.

Gereg ve Yontem: 2010-2020 yillar1 arasinda opere edilmis tiim tiroid kanser hastalar1 ¢alismaya dahil edildi. Olgularin
klinikopatolojik 6zellikleri istatistiksel olarak analiz edildi.

Bulgular: Tiroid tiimorleri kadinlarda erkeklere gore 4 kat fazla goriildii. Hastalarimizin %48,7°i 40-59 yas grubunda, %32,8’si
20-39 yas grubunda yer almakta idi. Olgularin %80,6’s1nda lokalize tiimor, %18,4’tinde ise metastatik tiimo6r mevcut idi. Tiroid
kanserleri kadinlarda 40-49 yas araliginda en yiiksek oranda; erkeklerde ise 50-59 yas araliginda en yiiksek oranda saptandi.
Lokalize timor evresi %65,3 ile en yiiksek oranda tespit edildi. Ayrica kadinlara %69,8 erkeklerde ise %54,7 oranlarinda
lokalize tiimor evresi saptandi. Tiroid kanserlerinin cinsiyet acisindan dagilimi arastirildiginda, evre (p<0,001), yas (p<0,0001)
ve lenf nodu durumu (p<0,05) agisindan istatistiksel olarak anlaml fark goraldi.

Sonug: Bulgularimiz tilkemizde tiroid tiimorli olgularin erken teshisinin oldukea arttigini gostermektedir. Ayrica istatistiksel
sonugclarimiz literatiir ile benzerdi ve bu durum tilkemizin tiroid tiimérlerinin yonetiminde bagarili oldugunu géstermektedir.

Anahtar Kelimeler: Tiroid timorleri, bas-boyun tiimérleri, prognostik parametreler

ABSTRACT

Objective: Thyroid tumors are among the most common head and neck malignancies. In this study, thyroid cancer cases
diagnosed in our department were examined in the light of the literature.

Material and Method: All thyroid cancer patients operated between 2010 and 2020 were included in the study. The
clinicopathological features of the cases were analyzed statistically.

Results: Thyroid tumors were seen 4 times more in women than men. 48.7% of our patients were in the 40-59 age group,
and 32.8% were in the 20-39 age group. Localized tumor was present in 80.6% of the cases, and metastatic tumor was present
in 18.4%. Thyroid cancers were found with the highest rate in the 40-49 age range in women and the highest rate in the 50-
59 age range in men. Localized tumor stage was determined with the highest rate with 65.3%. Also, localized tumor stages
were detected in 69.8% of women and 54.7% of men. When the distribution of thyroid cancers by gender was investigated, a
statistically significant difference was found in terms of stage (p<0.001), age (p<0.001), and lypmh node status (p<0.05).
Conclusion: Our findings show that the early diagnosis of patients with thyroid tumors has increased considerably in
our country. Also, our statistical results were similar to the literature and this shows that our country is successful in the
management of thyroid tumors.

Keywords: Thyroid tumors, head and neck tumors, prognostic parameters
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Tiroid kanserleri kadinlarda 2. en sik; erkeklerde ise 8.
en sik goriilen kanser tiriidiir (1,2). Tiroid kanserlerinin
%94,4t papiller tiroid karsinomu (PTK) , %3,4’ti folikiiler
tiroid karsinomu (FTK), %1,9u ise mediiller tiroid
karsinomu (MTK) alt tipindedir (1,2). Tiroid kanserleri
kadin cinsiyette daha sik izlenmekte ve ilerleyen yas ile
birlikte prognoz daha koétii seyretmektedir. Tiroid kanserli
hastalar genellikle asemptomatik olmakla beraber en
sik izlenen semptomlar boyunda sislik, agri, ses kisikligt
ve yutma giigligiidiir (1,2). Hastalarda genellikle
otiroidi saptanir, hipertiroidi ya da hipotiroidi bulgular1
goriilmez. Tiroid kanseri gelisiminde cevresel faktorler
ile genetik predispozisyonun ortak etkisinin varlig1 soz
konusudur. Radyasyon maruziyeti ve 6zellikle FTKda iyot
eksikligi bilinen en 6nemli risk faktérlerindendir (1,2).
PTK’larda BRAF ve RAS gen mutasyonlari, FTKlarda
PAX8/PPARVgen re-arranjmani ve MTK’larda RET gen
mutasyonlari izlenmektedir.

Yillar icinde tiroid kanser insidansi artiy gostermesine
ragmen kiir sans1 yiiksek bir kanser tiirii oldugundan
mortalitede belirgin bir degisiklik izlenmemistir (3).
Tiroid kanserlerindeki insidansin artisi, goriintiileme
tekniklerinin gelisimi ile tespit edilme oranlarinin artisina
baglanmaktadir. Tiroid kanserleri i¢in 5 yillik mortalite
oranlar1 yaklasik %20-30 olarak bildirilmektedir (4).
Bu calismada boliimiimiizde tani almis tiroid kanseri
hastalarinda izlenen prognostik parametreler literatiir
bilgileri esliginde analiz edildi.

GEREC VE YONTEM
Etik Onay
Caliygmamiz icin Kirikkale Universitesi Girigimsel

Olmayan Etik Kurulu'ndan onay alinmistir (2020.11.03).
Calismamiz boyunca yapilan tiim islemlerin 1964 Helsinki
Bildirgesine ve ulusal/kurumsal etik standartlara uygun
olmasina 6zen gosterildi.

Calismanin Tasarimi ve Veri Toplama

Aragtirmamiz  Kirikkale Universite Tip Fakiiltesinde
yuriitiildi. Bu ¢alismaya 2010-2020 yillar: arasinda tiroid
kanseri nedeniyle Kirikkale Universitesi Tip Fakiiltesi
Hastanesinde opere edilmis 161 vaka dahil edilmistir.
Ameliyat sonras1 ilk 1 ay igerisinde Olen (n=2), tami
sirasinda sekonder malignitesi olan (n=1) ve hastane veri
tabanindaki bilgileri eksik olan hastalar (n=>5) ¢aligma dis1
birakildi. Sonug olarak; 153 olgu ¢alismaya alindi. Olgulara
ait klinik ve patolojik veriler Kirikkale Universitesi veri
tabanindan temin edildi. Bu bilgiler yas, cinsiyet, tiimér
boyutu, pT evresi, histolojik alt tipi ve lenf nodu durumu
verilerini icermekte idi.

Istatistiksel Analiz

Veriler not edilirken yiizde, frekans, aralik, ortalama
ve standart sapma kullanildi. Tiroid kanserleri ile
klinikopatolojik degiskenler arasindaki iliski Ki-kare testi
ile analiz edildi. 0,05 degeri p i¢in anlamlilik sinir1 olarak
kabul edildi. Tiim analizler i¢in SPSS 21.0 (IBM Institute,
North Castle, USA) programi kullanildi.
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BULGULAR

Genel Bulgular

Olgularimizin %81,8’inin kadin cinsiyette oldugu goriildi.
Olgularimizin %48,7’si 40-59 yas araliginda; %32,8’i 20-
39 yas araliginda yer almakta idi. 20 yas altinda sadece
%2,4 olgu yer almakta idi. Hastalarin %80,6’inda timor
lokalize iken; %18,4’tinde metastaz mevcut idi. Olgularin
%94,1t PTK olarak tespit edilmistir. PTK olgularinin
%35,7’si klasik papiller, %34,4t folikiiler tip ve %25,3’t1
mikrokarsinom olarak tespit edilmistir (Resim 1-4).

Resim 1. Papiller mikrokarsinom. Burada 1 cmden kiigiik bir
papiller karsinom odag1 goriilmektedir (x4, H&E).

L p b

Resim 2. Klasik papiller karsinom. Burada klasikpapiller
karsinomdaki papillalar goriilmektedir (x10, H&E).

T g SN N & )
Resim 3. Klasik papiller karsinom. Burada klasik papailler karsinomda
niikleer berraklagma ve kontiir bozukluklari gorillmektedir (x10, H&E).
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Resim 4. Papiller karsinom sitolojisi. Burada papiller karsinom
sitolojisinde tiroid hiicrelerinde niikleer irilesme, kontiir bozuklugu
ve Groove varlig1 goriilmektedir (x20, PAP).

Tiroid Tiiméorleri ve Cinsiyet Arasindaki fliski
Caligmamizda tiroid timorlerinin kadinlarda erkeklere
nazaran 4 kat fazla izlendigi tespit edilmistir. Cinsiyetin
yas gruplariyla iligkisi incelendiginde, tiroid tiimorleri
kadinlarda 40-49 yas araliginda en yiiksek oranda,
erkeklerde ise 50-59 yas araliginda en yiiksek oranda
saptanmistir.  Cinsiyetin evre gruplariyla iligkisi
incelendiginde lokalize timor evresi %65.3 ile en yiiksek
oranda tespit edildi. Cinsiyetin evre gruplarina gore
dagilimi analiz edildiginde kadinlarda %69.8, erkeklerde
ise %54.7 oranlarinda lokalize timor evresi saptanmustir.
Her iki cinsiyet (erkeklerde: %18.3, kadinlarda: %14.6)
i¢in lokal ileri evre ikinci siklikta idi. Tiroid tiimérlerinin
cinsiyet ile iliskisi istatistiksel olarak analiz edildiginde
evre (p<0.001), yas (p<0.001) ve lenf nodu durumu
(p<0.05) agisindan istatistiksel olarak anlamli fark
bulunmugtur. Diger taraftan pT ile timor boyutu
(p<0.05) ve lenf nodu durumu (p<0.05) arasinda da
anlamli iligki mevcuttu (Tablo 1).

Tiroid Tiimérleri ve Yil Arasindaki iliski

Olgularin  yillara gore dagilimi incelendiginde,
hastalarin %42,7’sinin 2015-2020 yillar1 arasinda tani
aldig1 goriilmistiir. Tumorlerin yillara gore artig-azalist
incelendiginde 10 yillilk donemde her iki cinsiyette
belirgin olarak artis goriildii. Tiimorlerdeki yillara gore
evre degisimi incelendiginde lokalize tiimor olgularinin

yillara gore belirgin artis icerisinde oldugu, metastatik
grubun ise azalma yoniinde egilimi oldugu tespit
edilmistir. Analizlere ¢oklu olarak bakildiginda kadin
tiroid timorlii hastalarn 2015-2020 yillar1 arasinda
tani alan, 20-49 yas grubunda, lokalize tiimor evresinde
olgular oldugu goriildii. Erkek tiroid tiimorlii hastalarin
genellikle 40-59 yas araliginda oldugu ve metastatik
olgularin ise genellikle 2010-2015 yillar1 arasinda tani
aldigy tespit edildi. Ayrica 20 yas altindaki tiim tiroid
kanserli olgularin 2015-2020 yillar1 arasinda tani aldig:
gorulmistir.

TARTISMA

Tiroid kanserleri mortalite oranlar1 en disik olan
timorlerdendir. Literatiir verilerine gore diinya genelinde
akciger kanserine bagli 6liim birinci sirada iken; tiroid
kanserlerine bagl 6liim 24. sirada yer almaktadir (5).
Ayrica tiroid kanseri saptanan hastalarin %15,9’u 20-34
yas araliginda, %18,2’si 35-44 yas araliginda, %22,2’si
45-54 yas araligindadir ve vakalarin sadece %1,8’i 20
yas altindadir (5,6). Bu verilere gore vakalarin en sik
goruldigiu yas 45-54 araligidir. Tiroid kanserlerinin
kadinlarda goriilme siklig1 erkek cinsiyete kiyasla 3 kat
fazladir (7). Calismamizda izlenen bulgular literatiir
bilgisi ile uyumlu olup tiroid kanserlerinin hastanemizde
bas boyun kanserleri icerisinde kadinlarda en sik
karsilagilan tiimorler oldugu goriildii.

Teknolojik gelismelerlebirlikte goriintiileme tekniklerinin
gelismesi ve toplumsal farkindaligin artist ile birlikte
tiroid kanserlerinin insidansinda yillar igerisinde belirgin
bir artis meydana gelmistir (8,9). Bir caligmaya gore
gortintiileme yontemleri kullanilmiyor olsa, Amerika
Birlesik Devletlerinde 1998-2007 yillar1 arasinda tani
alan hastalarin %70-80"i asemptomatik olarak kalacak
ve yasamlar1 boyunca tiroid lezyonlar1 saptanmayacakti
(9). Tiroid cerrahisindeki komplikasyonlar goz 6niine
alindiginda  ozellikle asemptomatik, risk faktorii
bulunmayan ve <1 cm nodiilii olan hastalarda ileri
tetkik onerilmemektedir (9). Literatiir bilgisi ile uyumlu
olarak vakalarimiz igerisinde lokalize timér olgularinin
yillara gore belirgin artis igerisinde oldugunu, metastatik
olgularin ise azaldig: tespit edilmistir.

Tablo 1. Tiroid timoérlerinin istatistiksel analizi. Burada prognostik parametrelerin birbiri arasindaki istatistiksel iliski goriilmektedir.

Anlaml sonuglar koyu ve italik yazilmistir.

Ki-Kare Test Yas Cinsiyet Tiimor boyutu pT quf Nodu'
(cut-off: 50 yas) (kadin/erkek) (cut-off: 2 cm) (pT1-2 /pT3-4) (pozitif/negatif)

Yas (cut-off: 50 yas) - - - - -
Cinsiyet (kadin/erkek) p<0,001 - - - -

Timor boyutu (cut-off: 2 cm) p=0,358 p=0,296 - - -

pT (pT1-2 /pT3-4) p=0,246 p<0,001 p=0,653 - -

Lenf nodu (pozitif/negatif) p=0,435 p=0,032 p=0,026 p=0,018 -

pT: patolojik timor evresi.
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Diferansiye tiroid kanserlerinde evreleme genellikle
cerrahi rezeksiyon sonrasi serum tiroglobulin
seviyesinin 6l¢imii ve radyoaktif iyot 6l¢iimii ile yapilir.
Anaplastik karsinom, MTK gibi histolojik tiplerde
ise pozitron emisyon tomografisi ile degerlendirme
yapilir (10). Ince igne aspirasyon biyopsi ile anaplastik
karsinom gibi agresif gidisli histolojik tipler saptanan
hastalarda ise operasyon oOncesi boyun ve toraks
bilgisayarli tomografi ile lokal ve uzak yayilim
varlig1 agisindan inceleme gereklidir. MTKda serum
kalsitonin ve karsiyoembriyojenik antijen seviyeleri
de incelenmelidir (10,11). Calismamizda bu alt tipler
oldukga diisiik oranda izlenmistir ve ayrica analize tabi
tutulmamagstir.

PTK’larin lenfatik yayilim yoluyla bolgesel lenf nodlarini
tutma egilimi vardir ve ilk tan1 aninda vakalarin %20
-90'inda bolgesel lenf nodu metastazi saptanmaktadir
(10,11). Hastalarin ¢ok az bir kismi tani1 aninda uzak
metastatik hastalik evresindedir. Genis bir seride boyun
ve mediasten dis1 metastaz varligi PTK'da %1-2 arasinda
iken, FTK i¢in bu oran %2-5 olarak verilmistir (12-14).
Caligmamizda literatiir ile uyumlu olarak vakalarin
biiyiik ¢ogunlugu lokalize tiimor evresindedir. Ayrica
kadin cinsiyette bu oranin erkek cinsiyete kiyasla daha
yitksek oldugu goriildii.

Hem lokalize hem metastatik formlar ele alindiginda
tiroid karsinomlarinin prognozu olduk¢a iyidir.
Genel olarak 5 yillik sagkalim oranlar1 %70 civarinda
olmakla beraber PTK i¢in bu oran %95; FTK igin
%80; MTK icin %65 olarak verilirken, anaplastik
tiroid kanserleri i¢in ortalama sagkalim siiresi 6-8
ay civarinda olarak bildirilmektedir (14,15). Total
tiroidektomi ve radyoaktif iyot tedavisi sayesinde PTK
ve FTK hastalarinin ¢ogunda komplet klinik remisyon
saglanabilmektedir. Bununla birlikte miikemmel
prognozlarina ragmen her hastada risk faktorleri iyi
degerlendirilmelidir (15,16). PTK’nin agirlikli oldugu
calismamizda lenf nodu ya da uzak metastazin oldukga
az oldugu (%18,6) goriildii.

SONUC

Tiroid kanserleri  genellikle kadin cinsiyette
asemptomatik olarak karsilastigimiz prognozu oldukga
iyi olan malign timorlerdir. Bulgularimiza gore
iilkemizde, goriintilleme yontemlerinin gelismesiyle
bu tiimorlerin erken teshisi oldukga artmistir. Tiroid
kanserleri ile ilgili sonuglarimizin literatiir verileri
ile benzer olmasi iilkemizde tiroid tiimorlerinin
yonetiminin basariyla yapildigini gostermesi agisindan
onemlidir.
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0z
Amag: Bu galismada akut hiperkapnik solunum yetmezligi (AHSY) tanist ile yogun bakim iinites (YBU)’inde noninvaziv mekanik ventilasyon (NIMV) uygulamasina ilk
saatlerde iyi yanit alinan, ancak nazal oksijene gecildikten kisa siire sonra tekrar ciddi solunumsal asidoz gelisen hastalarin analizini yapmay1 planladik.

Gereg ve Yontem: Ocak 2009-Nisan 2010 tarihleri arasinda, AHSY (pH<7,35 ve PaCO, >45 mmHg) nedeniyle YBU'de takip edilen ve uygulanan ilk 1-4 saatlik NIMV
tedavisine yanit veren 139 hastanin verisi retrospektif olarak incelendi. Hastalar, NIMV tedavisi sonlandirildiktan sonraki takiplerinde rebound hiperkapni gelisen
(grup 1) ve gelismeyen (grup 2) olmak tizere iki gruba ayrildi. Hastalarin demografik 6zellikleri, AHSY nedenleri, NIMV uygulama siireleri, arteriyel kan gazi (AKG)
degerleri, APACHE-II ve SOFA skorlari, hastanede yatis siiresi (giin), invaziv mekanik ventilatér (IMV) ihtiyact ve yasam durumlar kaydedildi. Gruplarin ozelliklerini
karsilastirmada numerik veriler i¢in nonparametrik Mann-Withney-U testi ve kategorik veriler i¢in Ki-kare testi kullanild1.

Bulgular: Caligmaya 139 hasta dhil edildi. Gruplarin demografik 6zellikleri ve NIMV siireleri, YBU ve hastane kalis siireleri arasinda fark bulunmadi. Grup 1'de toraks
deformitesi-kas hastaliklar1 (grup 1de %8,6; grup 2de %1,2) ve obezite hipoventilasyon sendromu (OHS) (grup 1de %17,2; grup 2de %9,9) daha fazla iken; grup 2de
parankimal akciger hastaliklar1 fazla (grup 1de %6,9; grup 2'de %18,5) idi. Her iki grup icin evde oksijen ve NIMV cihazi kullaniyor olma durumlar: benzerdi. Gruplarin
pH ve PaCO, degerleri YBU’ye kabul esnasinda benzerken, ilk kontrolde grup 1'de grup 2’ye gére belirgin diizelme varken (sirastyla p<0,005 ve p<0,039) nazal oksijene
gecilmesiyle grup 1'de belirgin ktiilesme goriildii (sirastyla p<0,0001 ve p<0,0001); ancak YBU ¢ikis AKG degerleri iki grup arasinda benzerdi. Her iki grubun YBU kalis
giinleri grup 1de 8 (5-12) giin; grup 2de 6 (4-10) giin olarak benzer bulundu. Grup 1 ve 2de YBU'de IMV'ye gegis (sirastyla %10,3; %7,4, p>0,53) ve mortalite oranlari
(swrastyla %6,9; %9,9, p>0,38) benzer saptandi.

Sonug: Calismamizda toraks deformitesi-kas hastaliklar1 ve OHSnin eslik ettigi AHSY olan hastalarda NIMV uygulanmasina hizh klinik yanit alindigini ancak nazal
oksijene gegildikten kisa siire sonra AKG degerlerinin kétiilestigini saptadik. Bu hasta grubunda NIMV uygulamasi sonrast hizli diizelme yaniltict olmamalidir. Ozellikle
acil servisten yatis1 planlanan bu hastalar nazal oksijen tedavisine gegilse bile mutlaka monitorize edilerek yakin takibe alinmalidir.

Anahtar Kelimeler: Noninvaziv mekanik ventilasyon, respiratuvar asidoz, hiperkapni, yogun bakim

ABSTRACT

Aim: In this study, we aimed to analyze patients with a diagnosis of acute hypercapnic respiratory failure (AHRF) who responded to noninvasive mechanical ventilation
(NIMV) in the intensive care unit (ICU) in the first hours but developed severe respiratory acidosis again soon after switching to nasal oxygen.

Material and Method: Between January 2009 and April 2010, data of 139 patients who were followed up in the ICU due to AHRF (pH <7.35 and PaCO,> 45 mmHg)
and responded NIMV treatment in the first 1-4 hours, were analyzed retrospectively. Patients were divided into two groups as those with rebound hypercapnia (group
1) and those without rebound hypercapnia (group 2) in their follow-up after the termination of NIMV treatment. Demographic characteristics of the patients, causes of
AHRE duration of NIMV administration, arterial blood gas (ABG) values, APACHE II and SOFA scores, duration of hospitalization (days), need for invasive mechanical
ventilation (IMV) and life situations were recorded. Nonparametric Mann-Withney-U test was used for numerical data and Chi-square test for categorical data was used
to compare the properties of the groups.

Results: 139 patients were included in the study. There was no difference between the demographic characteristics of the groups and the duration of NIMV use, and the
length of stay in the ICU and hospital. Thoracic deformity-muscular diseases (8.6% in group 1, 1.2% in group 2), and obesity hypoventilation syndrome (OHS) (17.2%
in group 1, 9.9% in group 2) were more in group 1, parenchymal lung diseases was higher in group 2 (6.9% in group 1, 18.5% in group 2). The situation of using oxygen
and NIMV devices at home was similar for both groups. While the pH and PaCO, values of the groups were similar during ICU admission, there was a significant
improvement in group 1 compared to group 2 at the first control (p<0.005, p<0.039 respectively), while a significant deterioration was observed in group 1 after switching
to nasal oxygen (p<0.0001, p<0.0001 respectively). However, ABG values at ICU discharge were similar between the two groups. ICU stay days of both groups were
found to be similar as 8 (5-12) days in group 1 and 6 (4-10) days in group 2. Necessity of IMV (10.3%; 7.4%, p>0.53 respectively) and mortality rates (6.9%; 9.9% p>0.38
respectively) in group 1 and 2 were found similar.

Conclusion: In our study, we determined that patients with AHRF accompanied by thoracic deformity-muscle diseases and OHS had a rapid clinical response to NIMV
administration, but ABG values rapidly deteriorated after switching to nasal oxygen. In this patient group, rapid improvement after NIMV application should not be
misleading. Especially, patients who are planned to be hospitalized from the emergency department should be monitored and followed closely after switching to nasal
oxygen therapy.

Keywords: Respiratory acidosis, noninvasive mechanical ventilation, hypercapnia, intensive care
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GIRIS

Solunum yetmezligi (SY) tedavisinde uygun endikasyonda
noninvaziv mekanik ventilasyon (NIMV) uygulanmasi
2006 yilinda %16 civarinda iken; giiniimiizde yaklasik
%42 civarindadir (1-4). NIMV basar1 belirtegleri dikkate
alindiginda, NIMV uygulama endikasyonlar1 her gegen
gilin genislemektedir (1,4). Hiperkapni tedavisinde basarili
bir yontem olan NIMV’in, MV ihtiyacini azalttig1, yogun
bakim vyatis siiresini kisalttigi ve mortaliteyi azalttig
bildirilmektedir (3,5,6). NIMV yanit1 ilk 1-4 saat igcinde
hastanin klinigi ile birlikte arter kan gazi (AKG)na
bakilarak kontrol edilir (7,8-10). NIMV basar1 belirtegleri
varliginda ve klinik duruma goére hastanin bundan
sonraki takibinin nerede yapilacagina karar verilir. Yapilan
calismalarda dakikalar ile bir saat i¢inde ortaya ¢ikan
basarisizliklar hizli basarisizlik, 1-48 saat igerisinde ortaya
¢ikan basarisizliklar erken basarisizlik, 48 saatten sonra
ortaya ¢ikan basarisizliklar ise ge¢ basarisizlik olarak
tamimlanmigtir (11,12). NIMV basarisinin en 6nemli
gostergeleri solunum sayis1 ve PaCO, degerinde diisme,
pH ve oksijenasyonda diizelmedir (13). NIMV giintimiizde
yogun bakim iinitesi (YBU) ve ara YBU diginda, acil
servislerde ve kliniklerde de basar: ile uygulanmaktadir.
Ancak AKGde pH<7,25, PaCO,>90mmHg olan ve ileri
monitorizasyon gereken hastalarin yiiksek entiibasyon
riski nedeni ile YBUde izlenmesi 6nerilir (9,10). NIMV
basar1 ve basarisizligi ile ilgili esitli calismalar mevcut olup
bu ¢aligmalarda NIMV endikasyonlari, komplikasyonlari,
basar1 ve basarisizigini etkileyen faktorler incelenmistir
(12). Altta yatan nedene gore degismekle beraber NIMV
basarisizligt  %5-60 olarak bildirilmistir (12,14,15).
Merkezimiz YBU'de akut hiperkapnik solunum yetmezligi
(AHSY) nedeniyle uygulanan NIMV tedavisine erken
donem iyi yanit alinan, ancak nazal oksijene gecildikten
kisa siire sonra karbondioksit degerlerinde yiikselme
gelisen hastalarin demografik ozelliklerini belirlemek
ve NIMV yanitindaki gegiciligi 6ngérmek amaciyla bu
¢alismay1 planladik.

GEREC VE YONTEM

Arastirmamiz retrospektif gozleme dayali kohort ¢alisma
olarak planlanmustir.

Etik Durum

Calismamiz Siireyyapasa GoOgiis Hastaliklar1 ve Gogiis
Cerrahisi Egitim ve Arastirma Hastanesi Etik Kurulu
tarafindan onaylanmigtir (2011/2). Calismamizda giincel
Helsinki Bildirgesine bagl kalinmustir.

Dabhil Edilme Kriterleri

Ocak 2009-Nisan 2010 tarihleri arasinda Siireyyapasa
Gogiis Hastaliklar1 ve Gogiis Cerrahisi Egitim ve Arastirma
Hastanesi YBU’ye interne edilen, NIMV endikasyonu
olan, klinik ve AKG bulgular1 AHSY ile uyumlu olup ilk
24 saat NIMV uygulanan hastalar ¢alismaya dahil edildi.
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Dahil Edilmeme Kriterleri

Terminal donem hastaliklar1 (akciger kanseri, klinik
radyolojik harap olmus akciger hastaliklari, interstisyel
fibrozis olan hastalar, ilk AKGde yanit olmayip entiibe
edilen hastalar, AKGde PaCO2:<45 ve metabolik asidozu
olan hastalar ¢alismaya alinmadi.

NIMYV Basari Kriterleri

Arter kan gazinda PaCO,de azalma, PaO,/FiO,de
diizelme gozlenmesi, arteriyel kan gazindan bagimsiz
olarak ise solunum sayisinin azalmasi, oksijen ihtiyacinin
azalmasi (9,10).

NIMYV Basarisizlik Kriterleri

NIMV uyumsuzluk, biling durumunun diizelmemesi
(Glaskow Koma Skalasmnin<1l olmasi), entiibasyon
endikasyonu olan klinik tablonun gelismesi (kardiak
arrest, AKGde ciddi respiratuvar asidoz pH<7,10, agiz
dolusu kusma ve mide bulantisy, agir1 sekresyon nedeni ile
NIMV'nin etkili olmadig hastalar, NIMV’ye 20 saattten
fazla ihtiya¢ duyan ileri solunum yetmezligi hastalar1 (7-
10).

Arter Kan Gaz1

Arter kan gaz1 analizi, 45 derece yar1 oturur pozisyonda,
sterilize ve en az 0,1 ml heparin ile yikanmis olan enjektor
ile Allen testi sonrasinda radial arter ponksiyonuyla alinan
kandan calisildi. AKG 6l¢iimii icin hastanemiz YBUde
Bayer Rapidlab 348 marka AKG o6l¢iim cihazi kullanildi.
Veri ¢iktisi olarak PaO,, PaCO,, pH, HCOs, baz fazlahig
ve oksijen saturasyon yiizdesi (%Sa0O,) parametreleri
kullanild1.

Hasta Kayitlar

Hastalarin demografik 6zellikleri, evde uzun siireli oksijen
tedavisi (USOT) ve NIMV kullanim durumlari, SY’nin
altta yatan nedenleri, kronik obstriiktif akciger hastalig
(KOAH), obezite hipoventilasyon sendromu (OHS), kas ve
toraks deformite hastaliklari, hastane kokenli enfeksiyon,
YBU 6ncesi lokasyonlari (acil, servis, dig YBU), YBU’ye
giriste ciddiyet skorlar1 (APACHE II, SOFA skoru),
NIMV’in uygulama siireleri (ilk giin, son giin ve toplam
giin) ile YBU'de ve hastanede kalig siireleri kaydedildi.

Laboratuvar Kayitlar:

Hastalarin YBU'de ilk giin hemogram, biyokimya degerleri
ve C-reaktif protein (CRP) degerleri kayit edildi. Her
giin hemogram ve elektrolit kontrolii, 3 giin ara ile CRP
biyokimya degerleri kontrol edildi. Giris AKG degerleri
kayt edildi.

Hastalarin Gruplandirilmas:

NIMVde karbondioksit yanitina gore nazal oksijene
gecildikten sonra PaCO,de 8 mmHg artis olanlar grup
1 (degisken PaCO,), olmayanlar grup 2 (stabil azalan
PaCQ,) olarak siniflandirildi.
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BULGULAR

Calisma doneminde NIMV endikasyonu olup ilk AKG
kontroliinde entiibe edilmeyen 204 hastanin AKG da
pH<7,34 ve PaCO,>45 mmHg olan 139’u ¢aligmaya dahil
edildi.

Hastalarin demografik ozellikleri, YBU’ye giriste ciddiyet
skorlar;, NIMV’nin uygulama siireleri (ilk giin, son giin ve
toplam giin) ile YBU'de ve hastanede kalis siireleri Tablo
1de 6zetlendi. Mekanik ventilasyondan ayirma (weaning)
denemelerinde spontan solunumda PaCO,de 8 mmHg
artis basarisizlik kriteri olarak kabul edilir. Caliymamizda
nazal oksijende AKGde PaCO, yanitlar1 degerlendirildi.
Hastalarin  81'inde nazal oksijende karbondioksit
degerlerindeki artis <8mmHg altinda iken (grup 2) 58
hastada (grup 1) PaCO, degerinde 8 mmHg ve tizeri artis
gozlendi. Toraks deformitesi-kas hastaliklar1 olanlarin
%83,3’tinde NIMV uygulamasina iyi yanit alinmasina
karsin, nazal oksijen tedavisine gecildikten kisa stire
sonra PaCO, degerlerinde hizla yiikselme gosterdikleri
saptand1. Bununla birlikte parankimal hastalig1 olanlarin
%78,9'unda nazal oksijen ile karbondioksit degerlerinde
yiikselme gozlenmedi. Nazal oksijen ile KOAH hastalarinin
%40,6’sinda PaCO, artarken, OHS hastalarinin %55,6’sinda
nazal oksijen ile PaCO,de artis oldu (p<0,028) (Sekil 1).
Grup 1 ve 2’nin evde USOT ve NIMV kullanim oranlar1
benzerdi (Sekil 2). Her iki grup, demografik 6zellikleri
ile YBU giris ciddiyet skorlar1 kargilastirildiginda benzer
olduklar1 goriildii (Tablo 2). Ik alinan AKG degerleri
grup 1 ve grup 2de benzerdi. NIMV baslandiktan sonra
alman kontrol AKGde ise grup 1de pH degeri istatistiksel
olarak anlamli derecede yiiksek (grup 1'de ortanca pH 7,36
buna karsin grup 2de pH 7,32, p<0,005) ve PaCO, anlaml1
derecede diisiik olarak bulundu (grup 1de ortanca PaCO,
63,3 mmHg iken grup 2 de PaCO, 71,8 mmHg, p<0,039).
NIMV uygulanmasini takiben hizli diizelen olgularin
%41,7’sinin nazal oksijene gecildikten kisa siire sonra
tekrar solunumsal asidoza girdikleri gozlendi. NIMV
sonrasi nazal oksijende takip edilen hastalarin AKGde pH
grup lde ortanca degeri 7,30’a gerilerken grup 2de pH
7,35%e ytikseldi (p<0,000), PaCO, grup 1de 77,6 mmHgya

Tablo 1. Hastalarin demografik ézellikleri, YBU’ye giriste ciddiyet

skorlari, NIMV’nin uygulama siireleri ile YBU'de ve hastanede kalig
stireleri

yiikselirken grup 2de PaCO, 66,7 mmHgya geriledi
(p<0,000). Her iki grubun YBUden ¢ikis AKG degerleri
benzerdi. Gruplarin nazal oksijen ve NIMV'deki PaCO,
degerlerinde degiskenlik goriilmesine ragmen, gikis AKG
degerleri farklilik gostermiyordu (Tablo 2).

Tablo 2. Demo

Grup 1 Grup 2 p
Yas (y1l) 59+71 60 £76 0,09
VKi 26 (23-30) 25 (21-30) 0,48
YBU'ye giris 18 19 0.11
APACHE II skoru (14-21) (17-22) >
YBU'ye giris SOFA 3 3 0,94
skoru (2-4) (3-4)
YBU’ye giris 1,07 1,05 0.81
kreatinin (mg/dl) (0,79-1,39) (0,88-1,34) g
YBU'ye giris CRP 20 27 0.41
(mg/dl) (10-50) (9-71) >
P, . . 7,27 7,28
e (7,24-730)  (7,22-7.31) L7
YBU’ye giris PaCO, 80,0 80,0 0.34
mmHg (73,0-94,0) (70,5-90,0) >
YBU’ye giris HCO; 34,4 33,0 0.35
mmol (30,7-39,0) (28,0-39,9) >
YBU'ye giris 186 188 0.91
Pa0,/FiO, (128-236) (121-252) >
7,36 7,32
Kontrol pH (7,30-7,40) (7,27-7.36) 0,005
Kontrol PaCO, 63,3 71,8 0.039
mmHg (56,3-73,0) (61,0-82,0) >
34,7 35,9
Kontrol HCO3 (31,0-39,8) (30.0-39,2) 0,90
Kontrol 223 200 0.12
Pa0,/FiO, (160-265) (142-250) >
. 7,30 7,35
Nazal O2 ile pH (7,27-7,34) (7,31-7,41) 0,000
Nazal O: ile PaCO, 77,6 66,7 0.000
mmHg (66,8-90,0) (53,5-74,3) >
Nazal O ile HCO; (33,365—379,6) (29?7%’359’3) 0,09
Nazal O: ile 204 195 0.39
Pa0,/FiO, (143-311) (138-268) >
sy 7,41 7,41
YBUden ¢ikis pH (7,38-7,45) (7,37-7,46) 0,96
YBU'den cikis 56,1 55,0 0.82.
PaCO, mmHg (48,0-61,0) (48,0-60,8) >
YBUden ¢ikis 34,1 34,8 0.70
HCO, (32,0-37,7) (30,3-37,5) »
YBUden cikis 204 228 0.13
Pa0,/FiO, (167-266) (180-303) >
VKI: Viicut kitle indeksi; YBU: Yogun bakim iinitesi; CRP: C reaktif protein
GruplarinNiMvde ve nazal oksijende pyCQ, degiskenligi
PaCO: mmHg Rl p<0.000
20,0
70,0
60,0
50,0 HilkPaCO2
40,0 B NIMVde PacO2
H nazal 02 de PaCO2
a0 ® cikis PaCO2
20,0
10,0
0.0
Grup 1 Grup 2

Degerler Ortanca
Yas (60+74)
Cinsiyet, Kadin/Erkek 43/96
Beden Kkitle indeksi 25 (21-30)
YBU’ye giris APACHE II skoru 18 (15-22)
YBU’ye giris SOFA skoru 3(3-4)
YBU'ye giris serum kreatinin (mg/dl) 1,06 (0,88-1,34)
YBU'ye giris CRP mg/dl 25 (9-61)
NIMV siire ilk giin (saat) 12 (9-15)
NIMV siire son giin (saat) 8(5-12)
NIMV siire toplam (giin) 6 (4-11)
YBUde kalis siire (giin) 6 (4-11)
Hastanede kalis siire (giin) 12 (8-17)
YBU: Yogun bakim iinitesi; NIMV: Noninvaziv mekanik ventilasyon; CRP: C-reaktif
protein

Sekil 1. Grup 1 ve 2'nin nazal oksijen ve NIMV'de PaCO, degiskenligi

NIMYV: Noninvaziv mekanik ventilasyon
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Gruplarim USOT ve evde NIMV kullanim oranlart

P=0.99

90,0%
80,0%
70,0%
60,0%
50,0%
40,0%
30,0%
20,0%
10,0%
0,0%

P>0.52
B Grup 2
W Grupl

usoT Evde NIMV

Sekil 2. Gruplarin YBU’ye kabuliinde USOT ve evde NIMV
kullanma oranlar1
USOT: Uzun siireli oksijen tedavisi; NIMV: Noninvaziv mekanik ventilasyon

Gruplarin NIMV uygulama basinglar1 ve siireleri ile
YBU ve hastane kalis giinleri kargilastirildiginda benzer
bulundu (Tablo 3). Grup 1 hastalarinda YBU'de ortanca
kalma siiresi 8 giin olmasina karsin grup 2'de 6 giindi,
ancak aralarinda istatistiksel olarak anlamli farklilik
bulunmadi (Tablo 3). NIMV basarisizlig1 nedeni ile
IMV uygulanmasi ve mortalite agisindan gruplar arasi
istatistiksel acidan anlamli fark saptanmadi (Sekil 3).

Tablo 3. NIMV uygulama basinglar, siireleri, YBU ve hastanede

kalis giinleri

Grup 1 Grup 2 P
IPAP 24 (20-26) 23 (20-25) 0,57
EPAP 5(5-6) 5 (5-6) 0,16
NIMYV ilk giin saat 12(9-15) 12 (9-16) 0,82
NIMYV toplam giin 8 (4-11) 6(3-10) 0,27
YBU kalis giin 8 (5-12) 6 (4-10) 0,12
Hastane kalis giin 12 (8-18) 12 (7-17) 0,34

IPAP: Inspiratuvar pozitif hava yolu basinci; EPAP: Ekspiratuvar pozitif hava yolu
basincy; YBU: Yogun bakim {initesi; NIMV: Noninvaziv mekanik ventilasyon

Gruplarin Invaziv mekanik ventilasyon ve mortalite oranlars.

P>0.38

P>0.53

18,0%
16,0%
14,0%
12,0%
10,0%
80% 1
6,0%
4,0% -+
2,0%
0,0%

B Grup 2
B Grupl

IMV Mortalite

Sekil 3. Grup 1 ve 2’nin IMV ve mortalite oranlar1
IMV: Invaziv mekanik ventilasyon
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TARTISMA

Bu ¢alismada, kas hastalig1 ve toraks deformitesi olan
hastalarin  %83,3’tiinde NIMV uygulamasina iyi yanit
alinmasini takiben nazal oksijen tedavisine gecildikten
sonra erken dénemde PaCO, degerlerinde hizli gelisen
ylikselme saptandi. Bu oran OHS hastalarinda %55,6 iken;
parankimal hastalig1 olanlarda %21,1’idi.

Akut  solunum yetmezliginde NIMV  kullanimi
uygulama yeri Onceleri ileri monitérizasyon yontemleri
gerektirdiginden onceleri yogun bakim {initelerinde
uygulanmast Onerilmekteyken, diinyada ve iilkemizde
yapilan ¢aliymalarda NIMV konusunda deneyimli
ekip varliginda yogun bakim {nitesi diginda da
uygulanabilecegi gosterilmistir (6,16). NIMV uygulamast,
deneyimli bir ekip ile her mekanda yapilabilecegi gibi kisa
ve uzun donem NIMYV basarisini 6ngérmek acil servisteki
hastanin sonraki asamada nerede takip edilecegine karar
verme agisindan 6nemlidir (17,18). Plant K ve arkadaslari
13 merkezli yaptiklar1 ¢aligmada; gogiis hastaliklar:
servislerinde NIMV uyguladiklart KOAH hastalarinda,
gegmisteki KOAH hastalarina goére, mortalitenin %20
den %107 ve tedavi basarisizliginin (entiibasyon ihtiyaci)
%27den  %15e geriledigini bildirmistir (19). Aymi
¢alismanin alt grup analizinde pH<7,30 olan hastalarda
serviste NIMV  basarisizliginin daha yiiksek oldugu
gosterilmistir (20). Respiratuvar asidozu olan hastalara
acil serviste medikal bronkodilator tedavi ile birlikte
NIMYV uygulanarak kisa siirede AKGde diizelme (PaCO,
de diisme ve pH degerinde yiikselme) saglanmaktadir.
Acil servise bagvuran hiperkapnik solunum yetmezligine
bagli respiratuvar asidozu olan hastalarda endikasyon
dahilinde NIMV’nin erken kullaniminin hastanede
kalis siiresini kisaltip komplikasyonlar1 azalttigi, pH ve
PaCO,Yyi diizelttigi ¢aliymalarda gosterilmistir (21-23).
Yapilan ¢alismalarda AHSYde pH<7,30 ise, servis yerine
YBU takibi onerilmekle birlikte deneyimli ekibi olan
merkezlerin servislerinde de NIMV uygulayabilecekleri
uzman gorisi olarak bildirilmektedir (24). Ancak hizli
degisen PaCO, degeri nedeni ile NIMV ile elde edilen
iyi bir pH degeri hasta takip yerinin se¢iminde ¢aligma
sonuglarimiza gore yeterli degildir. Caligmamizda hizla
diizelen olgularin %41,7’sinin nazal oksijene ge¢ildikten
kisa siire sonra tekrar solunumsal asidoza girdikleri
gozlendi. Bu hastalarin yakindan izlenmesi gerekliligi
nedeni ile YBU'de takip edilmeleri gerektigi kanaatindeyiz.
Asidoz durumu, hiperkapninin akut veya kronik olmasina
gore degiskenlik gosterebilmektedir. Hiperkapnik solunum
yetmezligi olan KOAH hastalarinda yapilan bir ¢alismada
ortalama pH 7,18 olan 64 KOAH hastasinin 24’ii bagarisiz
olup entiibe edilmis ancak geciktirilmis entiibasyon ve
uzun asidoz maruzuyeti nedeniyle hastalarda olumsuz
bir durum bildirilmemistir (24). Hiperkapnik solunum
yetmezligi olan KOAH hastalarini kapsayan bagka bir
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calismada; pH 7,25 altindakilerle pH 7,25 tzerindeki
hastalar karsilastirnldiginda, NIMV uygulamasindaki
bagar1 oranmin benzer oldugu gosterilmistir (25).
Hiperkapnik solunum yetmezliginde hiperkapniye
bagl gelisen suur bulanikhiginin NIMV uygulanmasi
i¢in bir kontrendikasyon olmadig1 bilinmektedir (1,26).
Calismamizda hastalarda goriilen suur bulanikligi hizh
degisen AKG degerleri ile paralel olup, hiperkapnide
derinlesme oldugunda ciddi uykuya meyil hali gozlendi.

APACHE 1II, hastalik siddeti gostergesi olarak kullanilan
skorlama yontemlerinden biri olup, yapilan ¢aligmalarda
APACHE 1I degerinin yiiksek olmast NIMV basarisizlig
ile iligkili bulunmustur (12,15,27,28). Confalonieri ve
ark. (28) ¢ok merkezli, 1033 KOAH atag1 olgusunu
iceren ¢aligmalarinda APACHE II skorunun 29dan fazla
olmasinin NIMV basarisizigini 6n gérmede o6nemli
bir belirteg oldugu tespit etmislerdir. Merkezimizde
hastalik agirlik gostergesi olarak APACHE II skoru
kullanilmakta olup, gruplar arasinda APACHE II
skorlar1 arasinda anlaml fark bulunmadi. Caliymamizda
NIMV  uygulanmasi sonrast PaCO, yanitlarindaki
degiskenliklerinin nedenleri arastirildiginda, YBU’ye
giristeki demografik 6zellikleri ve AKG degerleri arasinda
bir fark bulunmadi. Ancak PaCO, degiskenligi gosteren
grupta, kronik hipoventilasyona neden olan (gogiis duvar1
deformitesi ile OHS) hastaliklar fazlaydi. Kronik fiziksel
patolojilerde (gogiis duvarr hastaliklar1 ve obezite) AKG
degiskenliginin tahmin edilebilir bir bulgu oldugunu bu
calismadaki verilere dayanarak diisiinmekteyiz. Bu grup
hastalarda AKG degerlerinde diizelmenin geri doniisiimlii
oldugu dikkate alinarak hastaneye yatmasini gerektirecek
solunum yetmezligi tedavisinin YBUde yapilmasinin daha
uygun olacagini diistinmekteyiz.

Noninvaziv mekanik ventilasyon uygulanmasinin basar1
degerlendirmesinde ilk 1-2 saat 6nemli olup AKG degerleri
bakilmasina yonelik bir grup ¢aligma bildirilmis, rehberlere
de dayanak olmustur (9,27,29). Ancak c¢alismamizda,
NIMV uygulanmas: yaniti sonrasinda nazal oksijen ile
takiplerinde bir grup hastanin basa doniip tekrar ciddi
hiperkapniye ve asidoza girdigini saptadik.

Noninvaziv mekanik ventilasyon uygulanmasinin
hastane kalis siiresini kisalttigi, IMV ihtiyacini azalttigy,
solunum isini azalttig1 KOAH ve hiperkapninin eslik ettigi
kardiyojenik 6demli hastalarda bildirilmistir (30-33).
Calismada PaCO, degeri yavas ve emin adimlarla azalan
grubun YBU ve hastane kalis giinii yaklagik diger gruptan
2 giin kisa olup her ne kadar istatistiksel anlamli olmasa da
maliyeti diisiirmektedir. YBU kalis giinii uzun oldugundan
mortalite riski de artmaktadir. Akut solunum yetmezligi
nedeniyle NIMV uygulanan obez hastalarin AKG
degerlerinin normal araliga donmesi obez olmayanlara
gore daha uzun siirmektedir (34).

Calismadaki sinirlayict  durumlar;  geriye  donitk
gozlemsel arastirma olup veriler dosyalardan kayit
edilmistir. Gruplarimizin solunum ve sistemik kas
fonksiyonlarini degerlendiren o6l¢iim ve arastirma
yapilmamustir. Hastalarimizin solunum fonksiyon testleri,
bronkodilatér yanitlar: hakkinda veri bulunmadigindan
degerlendirmeye alinmamustir.

SONUC

Bu calijmada AHSY gelismis toraks deformitesi-kas
hastalig1 ve OHS hastalarinda NIMV’ye iyi yanit alinmais
olmasina ragmen nazal oksijenle takip sirasinda erken
donemde yeniden respiratuvar asidoz gelisme sikliginin
oldukga yiiksek oldugunu gordiik. Acil serviste AHSY
nedeniyle NIMV uygulanan hastalarda tedaviye erken
dénemde iyi cevap alinmasi bu hastalarin YBU yerine
servise yatis kararinin verilmesinde yaniltici olabilir.
Bu hastalarin takip ve tedavisinin nerede yapilacagina
nazal oksijen tedavisi sonrasi karar verilmesinin uygun
olacagini diisiinmekteyiz.

ETiK BEYANLAR

Etik Kurul Onayr: Calismamiz Siireyyapasa Gogiis
Hastaliklar1 ve Gogiis Cerrahisi Egitim ve Arastirma
Hastanesi Etik Kurulu tarafindan onaylanmuistir (2011/2).

Aydinlatilmis Onam: Calisma retrospektif olarak
dizayn edildigi ic¢in hastalardan aydinlatilmis onam
alinmamgtir.

Hakem Degerlendirme Siireci: Harici ¢ift kor hakem
degerlendirmesi.

Cikar Catismasi Durumu: Yazarlar bu ¢aliymada
herhangi bir c¢ikara dayali iliski olmadigini beyan
etmislerdir.

Finansal Destek: Yazarlar bu calismada finansal destek
almadiklarini beyan etmislerdir.

Yazar Katkilar1: Yazarlarin timi; makalenin tasarimina,
yuriitiilmesine, analizine katildigin1 ve son siiriimiinii
onayladiklarini beyan etmislerdir.
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Hipnoz, kisinin farkindaligi korunarak i¢ deneyimlerine yoneldigi ve telkin kabul edebildigi bir durum olarak kabul edilmektedir. Yapilan
calismalar hipnozun sinirsel korelasyonlar: hakkinda kapsamli bilgiler sunmakla birlikte hipnoz ¢alismalar1 karmagiktir. Baglam, beklenti
ve kisilik gibi bir¢ok faktor, hipnotik yaniti ve kullanilan 6nerileri etkilemektedir. Hipnoz giintimiiz tip diinyasinda aneljezi ve agr1 yonetimi,
davanmis ve kaygi bozukluklary, cinsel islev bozukluklari, dis hekimligi problemleri, bagimlilik vb. gibi durumlarda tedavi ve terapi amaciyla
siklikla kullanilmaktadir. Hipnoz, giincel bilgiler rehberliginde tip, dis hekimligi ve ruh sagligi profesyonellerinin tedavi ve terapilerde elini
gliclendirebilecek ¢cok degerli bir uygulama olarak kullanilmaktadir.

Anahtar Kelimeler: Hipnoz, telkin, duygu, bilis

ABSTRACT

Hypnosis is considered as a situation that a person can accept suggestions where he keeps his awareness and turns towards his inner
experiences. Studies provide comprehensive information about the neural correlations of hypnosis. Hypnosis studies are complicated in this
sense. Many factors, such as context, expectation, and personality, affect the hypnotic response and the recommendations used. In today’s
medical world, hypnosis is frequently used for treatment and therapy in cases such as analgesia and pain management, behavior and anxiety
disorders, sexual dysfunction, dentistry problems, addiction. Hypnosis is used as a valuable application that can strengthen the hand of

medicine, dentistry and mental health professionals in the treatment and therapies under the guidance of current information.

Keywords: Hypnoses, suggestion, emotion, cognition

GIRIS

Hipnoz, kisinin dikkatinin ve odagmin yakin hipnozu kullananlar arasindadir (3). 1837 yilinda ise

cevresinden ayristig1; duygular, bilis ve imgelem gibi i¢
deneyimlere gevrildigi uyanik farkindalik durumu olarak
tanimlanmakta ve verilen telkinlere uyum olarak kabul
edilmektedir (1,2). Hipnoz kelimesinin tanimi Antik
Yunanda uyku karsilig1 olsa da hipnotik durumunun
aslinda bir uyku hali olmadig1 bilinmektedir. Hipnoz
kullanim: tarihinin Yunanlhlarin insa ettigi uyku
tapmnaklarina  kadar dayandigi  disiiniilmektedir.
Bilimsel hipnozun kullanimi ise Franz Antoine Mesmer
ile 1765’te baglamugtir. Ik olarak; 1784 yilinda cerrahi
operasyonlar sirasinda Marquis de Puysegur bilimsel

hipnoz; John Eliot tarafindan mezmerik anestezi ile
bircok operasyonda kullanilmistir. Hipnozu cerrahi
operasyonlarda bagka kullanan kisi ise Iskog cerrah James
Esdailedir ve bu konuda bir kitap yazmuistir (4). Sigmund
Freudda hipnozu bir donem kullananlar arasinda olup,
daha sonra psikanalize gegis yapmistir. Ayni yillarda
Milton Erickson psiko-analizi reddederek hayatinin 50
yilin1 hipnoz ¢alismaya ve pratigine adamuis bir kisidir ve
literature “Ericksonian hipnoz” terimini kazandirmistir
(5). Ulkemizde ise hipnoz 1935 yilinda Janet'in kitabinin
Cemil Sena Ongun tarafindan gevrilmesiyle baslamistir.
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Daha sonraki yillarda Dr. Bedri Ruhselman tarafindan
hipnoz hakkinda bir yayin yayilanmistir ve takiben Dr.
Sevil Akay tarafindan 1950 de hipnozla tonsillektomi
yapilarak, bilimsel hipnoz baglamistir. 1951-1979 yillar1
arasinda Dr. Hiisnii Ismet Oztiirk “Bilingli Hipnoz”
teknigini kullanarak 2000 hastay1 hipnotize etmistir ve
bununla birlikte; hipnoz teknigi ile 250'den fazla hastada
sadece hipnoanestezi kullanarak cerrahi operasyonlar
gerceklestirmistir (6,7).

Hipnoz giinlitk hayatimizda dogal bir sekilde yasadigimiz
trans durumlarinda mevcuttur. Ornegin; iyi bir kitabin
sayfalarini okurken, nasil oldugunu hatirlamaksizin
tanidik bir yoldan asagi inerken, dua ederken ya da
meditasyon yaparken hipnozu yasamaktayiz. Aslinda
hipnoz monoton veya yaratict bir faaliyet yiiriitiirken
glinliik deneyimimizin bir pargasidir (1). Hipnotize
edilirken telkinlere yanit verme ve uyma yetenegi;
hipnotik duyarlilik olarak adlandirilmaktadir. Her
insanin hipnotik miidahaleye ayni derecede tepki
vermedigi bilinmektedir. Hipnotik  duyarliliklar:
tespit etmeye yonelik standardize edilmis testler
bulunmaktadir. Hipnotik duyarlilik testleri arasinda
bulunan testlerden biri de Stanford Hipnotik Duyarlilik
Olgegi ve Harvard Grubu Hipnotik Duyarhlik Olgegidir.
Bu testlerin dezavantaji istenildigi zaman yapilamamasi
ve uygulama i¢in belirli bir saatin gerekli oldugudur
(8). Yakin zamanda klinik ve aragtirma ortamlarinda
kullanilmak iizere kisa ve pratik uygulama i¢in Elkins
Hipnotize Edilebilirlik Olcegi gelistirilmistir (9). Bu
Olgekle birlikte; daha eski ve daha uzun olgiimlere
nispeten daha kisa zamanda giiglii korelasyonlar
saglanmustir. Tiirkiyede ise Dr. Kenan TASTAN ve ark.
(10) tarafindan yapilan ¢aligmada “Tastan Duyarlilik
Olgegi” pratige girmis ve klinik ortamda ¢ok kisa siirede
pratik uygulama imkani saglamistir. Bu 6l¢egin ortalama
uygulama siiresi 5,0+/-1,2 dakika arasindadir. Yapilan
galigmalarda bu testin giivenilir ve hizla uygulanabilir
oldugu belirtilmistir. Kisilerin hipnotik telkinlere
tepki verme siiresi ile hipnotik duyarlilik arasinda bir
iliski oldugu bildirilmistir. Ancak; bu iliskiye beyin
aktivitesindeki belirgin degisikliklerin eslik edip
etmedigi netlestirilememistir (11).

Landry ve ark. (12) hipnozun sinirsel korelasyonlar:
hakkindaki iyi ve kapsamli bilgiler sunmaktadir. Hipnoz
caligmalar1 karmagiktir; baglam, beklenti ve kisilik gibi
bir¢ok faktor, hipnotik yaniti ve kullanilan o6nerileri
etkilemektedir (1,13). Beyinde sag ve sol iki serebral
hemisfer vardir ve normal uyanma durumundayken,
sol beyin daha dominant olma egilimindedir. Bu
kisim so6zlii olarak iletisim kurar ve daha entelektiiel,
bilingli ve mantikli olmamizi saglayan bir par¢amizdir.
Rahatlama esnasinda ya da herhangi bir seye derinden
dahil oldugumuzda, sag beynimiz daha dominant
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hale gelmektedir. Sag beyin, semboller ve imgelerle
iletisim saglayan bizim daha duygusal, vyaratici
olmamiz1 saglayan kismimizdir ve ‘bilin¢dist zihnimiz’
olarak goriilmektedir. Ornegin; kendimizi tziilme,
endiselenme esnasinda hep direngli hissederiz, ¢iinki
kelimeler zihnin dogru dili degildir. Ancak hayal veya
metafor kullanarak resimli bir kelime dili olusturabilir
ve dogru hamleyi yapabiliriz. Bu agiklama beynin
hemisferlerinin noral islemlenmelerini ¢ok basitlestirse
de hipnozun ¢aligma mekanizmasinin agiklanmasinda
basit ama yararli bir yontemdir (1).

Norogoriintilleme ¢aligmalari, telkine yanitta stibjektif
degisikliklerin, s6z konusu spesifik beyin bolgelerindeki
ilgili  degisikliklerle iliskili oldugunu gostermistir
(14,15). Bir kisi hipnozda bir sey hayal ettiginde (renk,
ses, fiziksel aktivite ve agr1), son bulgular bize beynin
benzer alanlarinin kisinin gercekten bu deneyimi
yastyormus gibi aktive oldugunu gosterir. Derbyshire ve
ark. (16) hem fiziksel olarak uyarilan hem de hipnotik
olarak uyarilan agrinin, klasik ‘agri matrisi’ ile iligkili
alanlardaki aktivasyonlara eslik ettigini gostermistir.
Bagka bir ¢alismada ise hipnoz esnasinda fonksiyonel
manyetik rezonans goriintiileme (fMRI), pozitron-
emisyon-tomografi (PET) ve elektroensefalografi (EEG)
kullanilarak beyin-plastisite degisiklikleri incelenmis
ve hipnozun korku devresine karsilik gelen bolgelerin
tepkisini dnlemede gii¢lii ve basarili bir yontem olduguna
dair kanit bulunmugtur (17).

Hipnoz  kendi  bagina  bir  terapi  olarak
degerlendirilemeyebilir, ancak bir siringa misali ilaglarin
enjekte edilmesine aracilik edip tedavinin verilmesini
kolaylastiran bir arag olabilir. Hipnoz imkansizi miimkiin
hale getirmez, fakat hastalarin kendilerine inanmalarina
ve elde edebilecekleri seylere deneyimlemelerine
yardimci olabilir (1). Hipnoz giinimiiz diinyasinda
terapotik amagla yaygin olarak kullanilmistir. Hipnozun
tip diinyasinda kullanimi ¢ok genis ve birbirinden farkli
konularda olabilmektedir. Bunlar:

 Hipnoanaljezi: Migren, yanik, terminal evre kanser,

dogum, dis hekimligi, genel ve lokal anestezi,
premedikasyon, trigeminal noéralji vb. agrih
durumlarda.

o Davranis bozukluklar:: Kekemelik, tikler, yeme
bozukluklari, tirnak, fobi, sigara-alkol kontroli,
obsesif kompulsif davranislar, kaygi, uykusuzluk.

o Sosyal hipnoterapi: Caligma aligkanliklari, kendinden
stiphe, kilo kaybi tedavisi, heyecan, sinirlilik, spor
konsantrasyonu ve performans arttirma,

o Cinsel islev bozukluklar:: Vajinismus, erektil

disfonksiyon, prematiir ejekiilasyon vb.
e Diger tibbi durumlar: Sigiller ve basit dermal
problemler, bulanti-kusma (6,7).
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Hipnozun yaygin olarak kullanildig: alanlar1 asagidaki
basliklar altinda toplayabiliriz.

Agr1ve Anestezide Hipnoz

Hipnoz anestezi ve agri yonetiminde uzun yillardir
etkili bir sekilde kullanilmaktadir. 1906 yilinda Magaw
(18), Mayo Clinicte gerceklestirilen 14.000 ameliyatin
hipnoz ve kimyasal anestezinin kombine edilmesiyle
rapor edildigini bildirmistir. Agrili durumlarda hipnoz
kullanimi ¢ok yaygin ve etkindir. 2010 yilinda, Amerikan
Psikoloji Dernegi (David Patterson) (19) tarafindan Agr1
Kontroliinde Klinik Hipnoz kitab: yayinlanarak; yanik,
debritman, dogum agrisi, kemoterapi sonrasi agr1 vb. gibi
durumlarda hipnozun mevcut bakim standardina esit
oldugunu ve c¢aligmalarin bir¢ogunda hipnozun, dikkat
kontrolii, gevseme-rahatlama, duygusal destek igeren
bakim standartlarindan veya diger tedavi kontrollerinden
faydali oldugu belirtilmistir.

Obstetrikte Hipnoz

Dogum sancilarin1 ve agrilarini azaltma, dogum ile
olusabilecek anksiyete ve korkular1 diizenleme vb.
gibi durumlar olmak {iizere obstetrikte hipnoz ¢ok sik
basvurulan bir yontemdir. Ralph August (20), 1957-
1958 yillarinda 295 bebegin dogumunu kolaylastirmak
i¢in klinik hipnoza basvurmustur. Olgularin %94’tiinde
hipnozun tek bagina anestezi formunda oldugu
gozlemlenmigtir. Olgularin kalan %6’sinda ise hipnotik
anestezinin yeterli olmayip lokal veya genel anestezi ile
desteklenmesi gerektigi tespit edilmistir (21).

Dis Hekimliginde Hipnoz

Hipnozun kullanimina dis hekimleri ¢ok sik ve yaygin
olarak bagvurmaktadirlar. Hipnoz, dis hekimleri tarafindan
bruksizm, dis prosediirleri, asir1 gag refleksi, orofasiyal
agrilarin tedavisi, kanama ve tiikiiriik salinimi azaltmak
ve prosediirel agriy1 yonetmek icin ¢ok etkili ve kolayca
uyumlanabilen bir sekilde kullanilmaktadir (22,23).

Kronik Agrilarda Hipnoz

Fibromiyalji, kronik bag agrilari, kansere sekonder agri,
sirt agrisy, sinirlilik vb. gibi kronik kosullarda Patterson
14 kontrollii hipnoz ¢aligmasini (12 randomize) kapsayan
kronik agriyla alakali bir tablo sundu. Calismalar hipnozun
grup destegi, bio-feedback, ilag, gevseme-rahatlama, dikkat
kontrolii ve biligsel davranigc1 terapiyi iceren standart
bakimlara esit veya daha iyi oldugunu belirtmistir (19).

Kaygida Hipnoz

Kayg: bozukluklarinin tamaminda ¢ok yaygin sekilde
hipnoz kullanilmakta ve semptomlar1 yonetmede,
kabullenmede diger terapi yontemleriyle ¢ok rahat
entegre edilebilmektedir. Kaygiya neden olan ortiili
anlamlara ulasmada cok etkili bir aractir (24). Ayrica
kaygi bozukluklarinin tedavisinde hipnozun tek bagina
kullanilmaktan ziyade diger terapi yontemleriyle birlikte
kullaniminin daha iyi sonuglar verdigi belirtilmistir (25).

Yeme Bozukluklarinda Hipnoz

Obezite, kontrolsiiz yeme, anoreksia nervoza, bulumia
vb.  yeme bozukluklarindaki duygusal bosluklarin
diizenlenmesinde ve o duyguya neden olan ani ya da
travmanin kokenine inme konusunda hipnozla ¢ok
basarili sonuglar alinmistir. Hipnozun bu konuda
tedaviye anlamli katkis1 mevcuttur (26).

Ozetle, hipnoz, giincel arastirmalar gozardi edilmeden ve
kanita dayali hipnoz protokolleri takip edildigi takdirde
tip, dis hekimligi ve ruh saghgi profesyonellerinin
tedavi ve terapilerde elini giiglendirebilecek ¢ok degerli
bir uygulama olmaktadir. Tiirkiyede hipnozun daha
yaygin kullanimi ve kabul gérmesi adina akademik
ve klinik calismalarin tesvik edilmesi ve arttirilmasi
gerekmekte olup, bu alanda daha ¢ok arastirmaya ihtiyag
duyulmaktadir.

ETiK BEYANLAR

Hakem Degerlendirme Siireci: Harici ¢ift-kor hakem
degerlendirmesi.

Cikar Catismasi Durumu: Yazarlar bu c¢alismada
herhangi bir ¢ikara dayali iliski olmadigini beyan
etmislerdir.

Finansal Destek: Yazarlar bu calismada finansal destek
almadiklarini beyan etmislerdir.

Yazar Katkilari: Yazarlarin timiy; makalenin tasarimina,
yuriitilmesine, analizine katildiklarini ve son siirimiinii
onayladiklarini beyan etmislerdir.

KAYNAKLAR

1. Williamson A. What is hypnosis and how might it work? Palliat
Care 2019; 31. Doi: 10.1177 / 1178224219826581.

2. Uran B. Hipnozun Kitabi, Pusula Yaymcilik, Ankara, 2018.

3. Flynnz N. “Hypnosis and Medicine: An Historical Examination.
CTCMI 2019; 3:1-7.

4. Ernst W. Colonial psychiatry, magic and religion. the case of
mesmerism in British India Hist Psychiatry 2004; 15: 57-71.

5. Feldman JB. The work of Milton Erickson: a multisystem model of
eclectic therapy. Psychotherapy 1985; 22: 154-62.

6. Miiezzinoglu AE. Tibbi hipnoz ders notlari. Turkuaz Yayinlari.
Ankara, 2008.

7. Lee]S, Young YP. Use of hypnosis in the treatment of pain. Korean
] Pain 2012; 25: 75-80.

8. Wagstafft GE Cole JC, Brunas-Wagstaff J. Measuring
hypnotizability: the case for self-report depth scales and normative
data for the Long Stanford scale. Int J Clin Exp Hypn 2008; 56:
119-42.

9. Kekecs Z, Bowers J, Johnson A, Kendrick CE, Elkins G. The Elkins
hypnotizability scale: assessment of reliability and validity. Int J
Clin Exp Hypn 2016; 64: 285-304.

10.Tastan K, Demiroz HP, Oztekin C, Sincan S. Development and
validation of a Turkish hypnotic suggestibility scale. ] Pak Med
Assoc 2019; 69: 1236-330.

11.Moss D, Willmarth E. Hypnosis, anesthesia, pain management,
and preparation for medical procedures, Ann Palliat Med 2019;
8:498-503.

111


https://pubmed.ncbi.nlm.nih.gov/?term=Williamson+A&cauthor_id=30728719
https://dx.doi.org/10.1177/1178224219826581
https://pubmed.ncbi.nlm.nih.gov/?term=Wagstaff+GF&cauthor_id=18307124
https://pubmed.ncbi.nlm.nih.gov/?term=Cole+JC&cauthor_id=18307124
https://pubmed.ncbi.nlm.nih.gov/?term=Brunas-Wagstaff+J&cauthor_id=18307124

Telli A. Hipnoz

] Med Palliat Care 2020; 1(4): 109-112

12.Landry M, Lifshitz M, Raz A. Brain correlates of hypnosis: a
systematic review and meta-analytic exploration. Neurosci
Biobehav Rev 2017; 81: 75-98.

13.Jensen MP, Jamieson GA, Lutz A, et al. New directions in hypnosis
research: strategies for advancing the cognitive and clinical
neuroscience of hypnosis. Neurosci Conscious 2017; 3: nix004.

14.Cojan Y, Waber L, Schwartz S, Rossier L, Forster A,
Vuilleumier P. The brain under self-control: modulation of
inhibitory and monitoring cortical networks during hypnotic
paralysis. Neuron 2009; 62: 862-75.

15.Demertzi A, Vanhaudenhuyse A, Noithomme Q, Faymonville
ME, Laureys S. Hypnosis modulates behavioural measures
and subjective ratings about external and internal awareness J
Physiol Paris 2015; 109: 173-9.

16.Derbyshire SWG, Whalley MG, Stenger VA, Oakley DA. Cerebral
activation during hypnotically induced and imagined
pain. Neuroimage 2004; 23: 392-401

17.Halsband U, Wolf TG. Functional changes in brain activity after
hypnosis: neurobiological mechanisms and application to patients
with a specific phobia-limitations and future directions. Int J Clin
Exp Hypn 2019; 67: 449-74.

18.Magaw A. A review of over 14 thousand surgical anesthesias. Surg
Gynecol Obstet 1906; 3: 795-7.

19.Patterson DR. Clinical Hypnosis for Pain Control. Washington,
DC: American Psychological Association, 2010.

20.August RV. The obstetrician and hypnosis. Am J Clin Hypn 1959;
1: 151-4.

21.August RV. Hypnosis in obstetrics: Obstetric hypnoanesthesia.
New York: McGraw-Hill, 1961.

22.Armfield JM, Heaton LJ. Management of fear and anxiety in the
dental clinic: a review. Aust Dent J 2013; 58: 390-407.

23.Facco E, Zanette G, Casiglia E. The role of hypnotherapy in
dentistry. SAAD Dig 2014; 30: 3-6.

24.Alladin A. Kayg: bozukluklarinin tedavisinde biitiinciil BDT. Ed.
Ozakkas T. Psikoterapi Yayinlari, 2016.

25.Valentine KE, Milling LS, Clark L], Moriarty CL. The efficacy of
hypnosis as a treatment for anxiety: a meta-analysis. Int J Clin
Exp Hypn 2019; 67: 336-63.

26.Mantle F, Eating disorders: the role of hypnosis. Paediatr Nurs
2003; 15: 42-5.

112



Case Report/Olgu Sunumu

DOI: 10.47582/jompac.778440
] Med Palliat Care 2020; 1(4): 113-115

> MEDICINE

PALLIATIVE CARE

Bir hemodiyaliz hastasinda Citrobacter freundii’ye bagh
gelisen kateter iliskili kan dolasim yolu enfeksiyonu

Catheter-related blood circulation tract infection due to Citrobacter freundii
in a hemodialysis patient
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Kateter enfeksiyonlarinin en sik etkeni cilt florasinda yer alan stafilokoklar ve diger Gram-pozitif bakterilerdir. Citrobacter freundii
¢ogunlukla nozokomiyal enfeksiyon etkeni olup, nadiren kateterle iliskili kan dolasimi enfeksiyonuna neden olur. Bu yazida, hemodiyalize
giren 39 yasinda bir erkek hastada Citrobacter freundii’ye bagl olarak gelisen kateterle kan dolagim1 enfeksiyonu gelisen bir olgu sunuldu.
Hastanin periferik kan ve kateter i¢inden alinan kan 6rneklerinde Citrobacter freundii iredi. Hastaya 10 giin siireyle seftriakson tedavisi
uygulands, tedavi sonrasi klinik ve laboratuvar bulgular1 diizeldi. Sonug olarak, 6zellikle hemodiyalize giren hastalarda nadirde olsa Gram-
negatif bakterilerden Citrobacter freundiinin de kateterle iligkili kan dolasimni enfeksiyonu etkeni olabilecegi akilda tutulmalidir.

Anahtar Kelimeler: Citrobacter freundii, kateterle iligkili kan dolasim1 enfeksiyonu, bakteriyemi

ABSTRACT

The most common cause of catheter infections are staphylococci and other Gram-positive bacteria in the skin flora. Citrobacter freundii is
mostly a cause of nosocomial infection and rarely causes catheter-related bloodstream infection. In this article, a 39-year-old male patient
who underwent hemodialysis developed catheter related bloodstream infection due to Citrobacter freundii was presented. Citrobacter
freundii grew in the patient’s peripheral blood and blood samples taken from the catheter. Ceftriaxone treatment was applied to the patient
for 10 days, after treatment clinical and laboratory findings improved. In conclusion, it should be kept in mind that Citrobacter freundii,
one of the Gram-negative bacteria, may be the causative agent of catheter-related bloodstream infection, especially in patients undergoing
hemodialysis.

Keywords: Citrobacter freundii, catheter related blood stream infection, bacteremia

GIRIS

Santral vendz kateterizasyon (SVK); siklikla yogun
bakim tnitelerindeki hastalarin tedavi ve bakimlarinda,
dahili ve cerrahi kliniklerde periferik venéz damar
yolu agilamayan hastalarin tedavi ve izleminde
yaygin olarak kullanilan invaziv islemlerdendir. SVK
kullanimimin baglica endikasyonlar;; uzun doénemli
sistemik kemoterapi, kan ve kan tiriinleri transfiizyonu,
hemodiyaliz, plazmaferez, kok hiicre toplanmasi,
periferik venlerden verilemeyen hiperozmolar sivi/ilag
uygulanmasi, hemodinamik monitdrizasyon, parenteral
niitrisyon, laboratuvar testleri i¢in kan alinmas: gibi tani
ve tedaviye yonelik girisimlerdir (1,2).

SVK kullanimt ile birlikte; SVK’nin uygulanmas: ve
bakimu ile iligkili komplikasyonlar da artabilmektedir.
SVK’nin uzun siireli kullanimina bagl ortaya ¢ikabilecek
en Onemli komplikasyonlardan biri de enfeksiyondur.
Kateter enfeksiyonlar1 diger adiyla kateterle iligkili kan
dolasimi enfeksiyonlarinin en sik etkeni Gram-pozitif
bakterilerdir (1-3). Bu makalede, hemodiyalize giren
39 yasindaki bir erkek hastada Citrobacter freundii (C.
freundii)’ye bagli olarak gelisen juguler vendz kateterle
iligkili kan dolagimi enfeksiyonu sunulmustur.
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Otuz dokuz yasinda, 7-8 aydir hemodiyalize giren erkek
hasta ateg sikayeti ile acil servise bagvurdu. Ozgegmisinde
FMFi mevcuttu. Fizik muayenesinde; viicut sicaklig::
39°C, arteriyel kan basinci 145/87 mm/Hg, nabiz 89/dk
idi. Solunum sistemi dogal, diger sistem muayenelerinde
de patolojik bulgu saptanmadi. Hastanin sagda juguler
santral venoz kateteri mevcuttu, kateter cevresinde
kizariklik ve tromboflebit saptanmadi.

Laboratuvar incelemesinde; 1okosit sayis1 7600/
mm?®, CRP 98 mg/dl (normali: 0-5 mg/dl), eritrosit
sedimentasyon hizi (ESH) 21 mm/saat (normali 0-20
mm/saat), prokalsitonin >100 upg/L (normali: <0,5
ug/L), aspartat aminotransferaz (AST) 13 U/L (normali:
0-37 U/L), alanin aminotransferaz (ALT) 11 U/L
(normali: 0-41 U/L), serum kreatinin 11,9 mg/dl, diger
test degerleri normal sinirlarda idi. Idrar incelemesinde
16kosit say1s1 5/mm? idi.

Hastadan periferik venden kan kiiltiirii, kateter icinden
kan kiltiri ve idrar kilttrleri alindi. Kateter iligkili
kan dolasgimi enfeksiyonu 6n tanisiyla ampirik olarak
piperasilin tazobaktam 3x2,25 gr intravendz yolla
(i.v.) baslandi. Kateterden ve periferden alinan kan
kiiltirlerinde C. freundii tiredi. Kateterden alinan kan
kiiltiirti ayn1 anda alinan periferik ven kan kiiltiiriinden
iki saat daha Once tireme sinyali vermesi tiizerine
kateter enfeksiyonu tanisi konuldu. Idrar kiiltiiriinde
treme olmadi Kan ve kateter kiltiiriinde iireyen
etken seftriaksona, sefepime, piperasilin-tazobaktama,
imipeneme, meropeneme, ertapeneme ve ciprofloksasine
duyarl: idi. Kiltiirde C. freundii tiremesi rapor edilmesi
tizerine hastanin juguler santral venoz kateteri ¢ekildi,
arteriyovenoz fistiilden diyalize alinmaya baslandi
Hastanin kateteri nefroloji klinigi tarafindan gekildi,
kateteri kiiltiire gonderilmedigi igin kateter kiiltiirii
yapilmadi. Antibiyogram sonucuna gore, tedavinin 3.
giiniinde piperasilin-tazobaktam tedavisi seftriakson
1x2 gr iv. olarak degistirildi. Tedavi bitimindeki
tetkiklerinde; 16kosit sayis1 10.270/mm?, CRP 13 mg/
dl, ESH 21 mm/saat, prokalsitonin 21 pg/L idi. Klinik ve
laboratuvar bulgular1 diizelen hastanin tedavisi toplam
10 giine tamamlandi, kontrole gelmek iizere taburcu
edildi.

TARTISMA

Kateterle iligkili kan dolagimi enfeksiyonlar1 (KIKDI)
onemli oranda mortalite, morbidite ve ekonomik
maliyete neden olan enfeksiyonlardir (4).

Kateterle iligkili kan dolasgimi enfeksiyonlarinda
mortalite orani  %20-35 arasinda degismektedir.
Mikroorganizmalar, intravaskiiler Kkateterlere kateter
giris yerinden, kateter birlesme yerinden, kontamine
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infizyon smvisindan veya bagka bir enfeksiyon
odagindan hematojen yayilimla olmak {izere baslica
dort yolla ulasabilir. KIKDI patogenezinde Kateter,
mikroorganizma ve konaga ait faktorler rol oynar (3).

Santral vendz kateter enfeksiyonlarina neden olan
mikroorganizmalar, biiyitk oranda cilt florasindan
kaynaklanir. Stafilokoklar damar igi kataterlere bagli
enfeksiyonlarda basta gelen etkenlerdir. Etkenlerin
dagilmy, S. epidermidis %35-50; S. aureus %15-25
arasinda degisir. Koagiilaz negatif stafilokoklar icerisinde
yer alan S. epidermidis slime faktorii ile yabanci cisim
olan kateterlere diger mikroorganizmalardan daha giiglii
yapismasi nedeniyle en sik kateter enfeksiyonuna neden
olan etkenlerin baginda gelir. Gram-negatif bakteriler
(Klebsiella spp., Enterobacter spp., Serratia spp., C.
freundii, Pseudomonas aeruginosa, vb.), Gram-pozitif
mikroorganizmalara gore daha az (%5-15) siklikta KIKDI
etkeni olarak tanimlanmaktadir (3,5). Ozellikle YBUde
yatis 6nemli bir risk faktoriidiir. Bu mikroorganizmalar,
invaziv monitorizasyon, infiizyon swvilar1 ve cihazlarin
kontaminasyonu, komplike uzak alan enfeksiyonlar1 veya
yliksek diizey orotrakeal kolonizasyondan kaynaklanabilir
(3,6). Bazi caligmalarda kateterle iliskili kan dolagimi
enfeksiyonlarinda Gram-negatif bakterilerin daha sik
etken oldugu da bildirilmektedir (7).

Citrobacter tiirleri (spp.) Enterobactericea ailesiigerisinde
yer alan Gram-negatif basillerdir.

Citrobacter spp. bakteriyemi, menenjit, beyin apsesi,
triner sistem enfeksiyonu, ishal, osteomyelit, neonatal
sepsis gibi farkli klinik tablolara neden olabilir (8-10).

Citrobacter tirleri icerisinde en sik izole edilen C.
freundiidir (8,10).

Citrobacter enfeksiyonlarinida ortalama mortalite orani
%33-48 arasinda degisirken, bu oranin yenidogan
yas grubunda %30 oldugu bildirilmistir. Citrobacter
tiirleri ¢esitli mekanizmalarla antibiyotiklere direng
gelistirebilir, bu mekanizmalardan en onemlisi beta-
laktam halkasini hidrolize eden beta-laktamaz enzimi
uretimidir (8).

Citrobacter spp. enfeksiyonlarinin arastirildigr  bir
prospektif calismada toplam 205 hastadan izole edilen
Citrobacter tiirleri degerlendirilmistir. ~ Citrobacter
enfeksiyonlarinin  %94,6’sinin  nozokomiyal kaynakli
oldugu, hastalarin 181’inde (%88,3) altta yatan hastalik
oldugu belirlenmistir. Citrobacter tiirlerinin dagilimi;
185 sus (%88) Citrobacter koseri, 20 sus (%9,8) C.
freundii olarak saptanmustir. Izolatlarin dagilimi %46,2
idrar, %16,3 solunum Ornegi, %15,8 kan, %12 piiy ve
%9,3 steril viicut sivis1 olarak bildirilmistir. C. koseri
suslarinda ilag¢ direnci C. freundii suslarindan daha fazla
saptanmustir (11).
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Citrobacter tirtine bagli bakteriyemi gelisen 38 olgunun
degerlendirildigi bir ¢calismada, bakteriyeminin siklikla
(olgularin %65’1) yasli hastalarda gelistigi ve hastane
kaynakli oldugu (%77’si) belirlenmistir. Caligmada
baslangi¢ enfeksiyon bolgesi olgularin %39’unda tiriner
sistem enfeksiyonu, %27’sinde gastrointestinal sistem,
%10'unda yara ve %13’linde saptanamayan seklinde
rapor edilmistir. Citrobacter bakteriyemisi olan hastalar,
E. colibakteriyemisi olan hastalarla kiyaslandigindailave
bakteriyemi etkenine sahip olduklari, bakteriyeminin
hastanede gelistigi ve enfeksiyona katkida bulunan
invaziv prosediirler gegirdikleri bildirilmistir (12).

Kim ve ark. (13) C. freundii bakteriyemisi olan 105
hastayr  degerlendirdikleri  retrospektif — ¢alismada
suslarin %78’inin nozokomiyal oldugunu bildirmislerdir.
Caligmada hepatik, biliyer ve pankreatik hastaliklar en sik
altta yatan hastaliklar olarak belirlenirken, safra yollar:
en sik (%50) enfeksiyon bolgesi olarak bildirilmistir.
Mortalite orani ise %22 olarak rapor edillmistir.

Sundugumuz olguda bakteriyemi kaynagi juguler
santral venoz kateteri idi. Hastanin tedavi 6ncesinde
alinan kan ve kateter kiiltiirlerinde C. freundii iiredi.
Ampirik olarak baglanan piperasilin-tazobaktam
tedavisi antibiyogram sonucuna gore seftriaksona
daraltildi. Hastaya toplam 10 giin siireyle seftriakson
tedavisi uygulandi. Direngli Citrobacter spp. bagh
enfeksiyonlarin tedavisinde karbapenemler, 4. kusak
sefalosporinler, aminoglikozidler =~ ve kinolonlar
kullanilabilir (14).

SONUC

Hemodiyaliz hastalarinda kateterle iligkili kan dolagimi
enfeksiyonuna nadir de olsa C. freundii gibi nadir goriilen
etkenlerin de neden olabilecegi akilda tutulmaldur.
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Dev gastrik leiomyosarkom: nadir bir olgu sunumu

Giant gastric leiomyosarcoma: a rare case report
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Leiomyosarkom en sik retroperitonda goriilen diiz kas orijinli nadir bir timordiir. Genelde 5. dekattan sonra kadin ve erkeklerde esit oranda
gortiliir. Visseral organlar arasinda en sik uterusta izlenmekte olup, mide malign tiimorlerinin %1’ini olusturur. Burada mide yerlesimli dev
bir leiomyosarkom olgusu literatiir esliginde tartigildi. 74 yaginda kadin hasta, gastrik tiiméral lezyon nedeniyle genel cerrahi kliniginde
wedge rezeksiyon uygulandi. Materyalinin makroskopik incelemesinde 14x10x8,5 cm 6lgiilerinde yumusak kivamli nodiiler bir lezyon
saptandi. Lezyon submukozal yerlesimli olup muskularis propriaya da uzanim gostermekte idi. Lezyonun histopatolojik incelemesinde
eozinofilik sitoplazmaya sahip igsi hiicrelerin selliiler bir proliferasyonu goriildii. Bu hiicrelerde mitoz, pleomorfizm ve nekroz izlendi.
Yapilan immiinhistokimyasal ¢alismada SMA, desmin ve vimentin ile pozitif boyanma DOG-1 ve CD117 ile de negatif boyanma saptandi.
Bu bulgular esliginde olguya leiomyosarkom tanisi verildi. Mide yerlesimli leiomyosarkomlar olduk¢a nadir gériilmekle beraber submukozal
tiimoral lezyonlarin, 6zellikle de gastrointestinal stromal tiimor (GIST)%iin , ayirici tanisinda mutlaka akilda tutulmalidir. Bu tiimérlerin
GIST’ten ayiriminda immiinhistokimyasal ¢alisma oldukga yararlidur.

Anahtar Kelimeler: Leiomyosarkom, mide, diiz kas orijinli timor

ABSTRACT

Leiomyosarcoma is a rare tumor of smooth muscle origin, most commonly seen in retroperitoneum. It is usually seen after the 5% decade
equally among women and men. Among the visceral organs, it is most commonly seen in the uterus and constitutes 1% of malignant tumors
of the stomach. Here, a case of giant leiomyosarcoma located in the stomach was discussed in the light of the literature. A 74-year-old
female patient underwent wedge resection in the general surgery clinic for gastric tumor. Macroscopic examination of the material revealed
a soft nodular lesion measuring 14x10x8.5 cm. The lesion was submucosal and extended to the muscularis propria. Histopathological
examination of the lesion revealed a cellular proliferation of spindle cells with eosinophilic cytoplasm. Mitosis, pleomorphism and necrosis
were observed in these cells. Immiinohistochemical study revealed positive staining with SMA, desmin and vimentin, negative staining
with DOG-1, CD117. Thus, the patient was diagnosed as leiomyosarcoma. Although gastric leiomyosarcoma is very rare, it should be kept
in mind in the differential diagnosis of submucosal tumoral lesions, especially gastrointestinal stromal tumor (GIST). In these tumors,
immiinohistochemical study is very useful in differentiation from GIST.

Keywords: Leiomyosarcoma, stomach, tumor of smooth muscle origin

GIRIS

Leiomyosarkom diiz kas orijinli, en ¢ok retroperitonu
tutan ve visseral organlarda nadiren goriilen bir tiimordiir
(1). Organ tutulumu en gok uterus ve midede goriiliir.
Mide malign lezyonlarinin %1’ini olusturmakta olup,
gastrointestinal sistemin en sik mezenkimal tiimoéri olan
gastrointestinal stromal tiimor (GIST)’tin ayirici tanisinda
diisiiniilmesi gereken 6nemli bir antitedir (1,2). Siklikla
abdominal agri, dispepsi, hematemez ve melena gibi

semptomlarla kendini gostermekle beraber tiimor yerlesim
yeri ve boyutuna gore klinigi olduk¢a degismektedir
(3). Mikroskopik incelemede eozinofilik sitoplazmali,
mitotik indeksi artmis igsi hiicrelerin prolifeasyonundan
olusan bir goriiniim izlenmektedir. Immiinhistokimyasal
olarak SMA ve desmin gibi diiz kas belirtegleri ile pozitif
boyanma gosterir (3,4). Leiomyosarkomun prognozunda
en onemli faktorler tiimoriin derecesidir. Bu belirlenirken
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timoriin diferansiasyonu, nekroz ve mitoz goz 6niinde
bulundurulmaktadir. Submukozaya smirli lezyonlarda
endoskopik cerrahi yapilabilirken, daha biiytik lezyonlarda
wedge rezeksiyon veya subtotal rezeksiyon tercih
edilmektedir (4). Bu yazida dev bir gastrik leiomyosarkom
olgusu sunuyoruz.

OLGU

Calismamiz sirasinda gergeklestirilen tiim prosediirlerin
1964 Helsinki Bildirgesi ve ulusal/kurumsal etik
standartlara ile uyumlu olmasina dikkat edildi. Hastadan
bilgilendirilmis onam alindi. Yazarlarin ¢ikar gatigmasi
mevcut degildir ve herhangi bir finansal katilimi yoktur.

Yetmis dort yasinda kadin hasta hizli kilo kayb: ve denge
bozuklugu sikayeti ile genel cerrahi klinigine basvurdu.
Anamnezinde, fizik muayenede ve laboratuvar testlerinde
herhangi bir oOzellik saptanmadi Batin bilgisayarl
tomografisinde mide biiyiik kurvatiir hizasinda, antruma
basi yapan 14 cm ¢apinda submukozal bir lezyon tesbit
edildi. Eksploratif laparotomide bu kitle wedge rezeksiyon
ile eksize edilip boliimiimiize gonderildi.
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Makroskobik incelemede, tizerinde 12x4 cm olgiisiinde
mukoza bulunan 14x10,5x8,5 cm dlgiilerindeki rezeksiyon
materyalinin kesitlerinde mukoza altinda, kasa infiltre
14x10x8,5 cm Olgiilerinde, kirli sar1 renkli, elastik
kivamls, solid, nodiiler bir lezyon izlendi. Mikroskopik
incelemede submukozada lokalize, muskularis propria
da uzanim gosteren ekspansif sinirli tiiméral bir lezyon
gortldi. Tumor fasikiiller ve demetler olusturan, igsi
eozinofilik  sitoplazmali, kaba kromatin
dagilimina sahip hiicrelerden olusmaktayd: (Sekil 1a, 1b,
1¢c). Bu hiicrelerde orta derecede niikleer atipi ve niikleer
pleomorfizm izlendi. Kesitlerde yer yer selliilaritede artis
ve nekroz mevcuttu. Mitoz 2-3/10 BBA olarak saptand.
Yapilan ~ immiinhistokimyasal incelemede tiimoral
hiicrelerde vimentin (+), SMA (+) (Sekil 1d), desmin
zayif (+), kaldesmon (-), MSA (-), sitokeratin (-), CD117
(-) (Sekil 1e), DOG-1 (-), CD31 (-), CD34 (-), S-100 (-),
kromogranin (-), sinaptofizin (-), CD56 (-) olarak saptandi.
Ki-67 indeksi yaklasik %5 olarak degerlendirildi (Sekil 1f).
Morfolojik ve immiinohistokimyasal bulgular esliginde
olgu “Leiomyosarkom, Grade 2” olarak rapor edildi.
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Sekil. Leiomyosarkomun histopatolojik gértiniimii. (a, b, ¢) Timor yer yer demetler olusturan, eozinofilik sitoplazmali, kaba kromatin
dagilimina sahip igsi nukleuslu hiicrelerden olusmaktaydi (oklar). (d) Timoral hiicrelerde diiz kas aktin (SMA) pozitif olarak izlendi. (e)
Timoral hiicrelerde CD117 (-) negatif olarak izlendi. (f) Timorde Ki-67 indeksi yaklagik %5 olarak gortildi (oklar).

TARTISMA

Leiomyosarkom diiz kas orijinli, en ¢ok retroperitonda
goriilen nadir timorlerdendir. Bu lokalizasyon disinda
ekstremitelerde, daha nadiren de uterus ve midede
goriilir (1). Mide yerlesimli leiomyosarkom genelde
5.dekaddan sonra, kadin ve erkeklerde esit oranlarda

117

goriilir. Yamamoto ve arkadaslarinin yaptigi bir
caligmada gastrointestinal yerlesimli 55 leiomyosarkom
olgusunun sadece 4 tanesinin mide yerlesimli oldugu
gorilmistiir (1). Literatiirde de 20007lerin basindan
beri sadece 13 olgunun gastrik leiomyosarkom tanisi
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aldigin1 gormekteyiz. Ayrica c-kit immiinhistokimyasi
bulunmadan 6nce bircok GIST olgusunun leiomyom ya
da leiomyosarkom tanisi1 aldigini gosteren ¢aligmalarin
da olmasi aslinda gastrik leilomyosarkom olgularinin ne
kadar nadir oldugunu géstermektedir (2,3).

Timor ¢ogunlukla biyiik kurvatur (%25) ve fundus
(%20) yerlesimlidir (4). Gastrik leiomyosarkom olgular1
kiigitk boyutlardayken asemptomatik seyredebilirken,
biiyiidiike tutulum yerine gore abdominal agri,
epigastrik hassasiyet, gastrointestinal kanama, kilo
kaybi gibi semptomlarla kendini gosterir. Ayrica gastrik
mukozada iilserle prezente olan bu tiimoérler uzun siire
gastrik tlser tedavisiyle takip edilebilmektedir (4,5).
Olgumuzda tiimor biiyiik kurvatiirde yerlesmis olup
uzun siire asemptomatik seyretmistir

Leiomyosarkom tanisi cerrahi olarak ¢ikarilan lezyonun
patolojik incelemesiyle verilir. Muskularis propriadan
gelisen  timoriin  mikroskopik  incelemesinde
eozinofilik sitoplazmaya sahip, igsi niikleuslu hiicelerin
selliiler proliferasyonu izlenir. Bu hiicrelerde degisken
derecelerde atipi, hiperkromazi ve pleomorfizm saptanir
(6). Artmis mitotik indeks ve nekroz siklikla mevcuttur.
Immiinhistokimyasal olarak diiz kas markirlar1 olan
SMA ve desmin pozitivitesi ile kesin tan1 verilir. Ayiric
taniya diger stromal tiimérler, en onemlisi de GIST
girer (6,7). Gastrointestinal sistemde en sik goriilen
mezenkimal orijinli timér olan GIST, leiomyosarkomla
da yer yer histopatolojik benzerlik gosterebilir. Ancak,
GIST’te izlenen CD117 ve DOG-1 pozitivitesi bu iki
antiteyi ayirmak agisindan 6nemlidir (7). Olgumuzun
morfolojik 6zellikleri literatiir ile uyumludur.

Leiomyosarkomlarin malignite potansiyelinin
degerlendirilmesinde tiimoériin diferasiyasyonu, mitoz
ve nekroz degerlendirilerek skorlanir ve toplam skora
gore de timoriin grade’i belirlenir (8). Toplam skor
2-3 ise grade 1, 4-5 ise grade 2, >6 ise grade 3 olarak
degerlendirilir. TNM evrelemesine gore yapilan bu
grade’leme (Tablo), hasta prognozu ve buna yonelik
tedavi planinin belirlemesi agisindan olduk¢a 6nemlidir.
Leiomyosarkomlarda tiimor boyutu da Onemli bir
prognostik faktordiir. Opere edilmis vakalardakotiihasta
sagkalimi tiimor boyutunun biiyiik olmasi ile pozitif
korelasyon gostermektedir (8,9). Ayrica tiimor boyutu
10 cmYyi gectiginde karaciger ve peritoneal metastaz
riskinin arttig1 bildirilmektedir. Leiomyosarkomlarda
diger onemli bir prognostik faktor de cerrahi sinirdir.
Literatiirde rekirrens oranlar1 ve metastazin, cerrahi
siir pozitifligi olan hastalarda arttig bildirilmektedir
(9). Boyutu 10 cm’yi asan olgumuzda mitozun ve
nekrozun arttig, diferansiasyonun da yer yer diistigi
alanlar izlendigi i¢in timor grade 2 ile uyumlu olarak
degerlendirilmistir.

Tablo. Leiomyosarkomlarda histopatolojik tiimor derecelendirmesi

; Tulpor Mitoz Sayisi Nekroz
diferansiyasyonu
Iyi = Skor 1 1/10 BBA -> Skor 1 Nekroz yok = Skor 1
Orta=Skor2  15/10BBA ->Skor2 _lumoriin %50%inden
azinda mevcut = Skor 2
Kotii = Skor3  >10/10 BBA -> Skor 3 _1umorin %50sinden
fazlasinda mevcut = Skor 3

Gastrik leiomyosarkom tedavisinde parsiyel gastrektomi
Onerilmektedir. Yapilan c¢alismalarda distal subtotal
gastrektomi yapilan hastalarin proksimal ya da wedge
rezeksiyon uygulananlara gore daha yiiksek sagkalima
sahip olduklar1 goriilmistiir (10). Parsiyel gastrektomi
uygulanan olgumuzun 24 aylik takibinde niiks ya da
metastaz saptanmamaistir.

SONUC

Gastrik leiomyosarkom nadir goriilmekle beraber
mide yerlesimli stromal lezyonlarin ayirici tanisinda
akilda tutulmalidir ve basta GIST olmak {iizere bircok
mezenkimal neoplazinin bu tiimdre histopatolojik olarak
benzemesi nedeniyle tani tuzaklarindan korunmak i¢in
immiinhistokimyasal caligmaya mutlaka bagvurulmalidir.

ETiK BEYANLAR

Aydinlatilmis Onam: Bu caligmaya katilan hasta(lar)
dan yazili onam alinmustir.

Hakem Degerlendirme Siireci: Harici ¢ift kor hakem
degerlendirmesi.

Cikar Catismasi Durumu: Yazarlar bu c¢aligmada
herhangi bir ¢ikara dayali iliski olmadigini beyan
etmiglerdir.

Finansal Destek: Yazarlar bu calismada finansal destek
almadiklarini beyan etmislerdir.

Yazar Katkilar1: Yazarlarin timii; makalenin tasarimina,
yuriitiilmesine, analizine katildigin1 ve son siiriimiinii
onayladiklarini beyan etmislerdir.
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PUBLICATION RULES, PUBLICATION POLICY, GENERAL PRINCIPLES AND SUBMISSION
RULES

AUTHOR GUIDELINES

Journal of Medicine and Palliative Care (JOMPAC) is a refereed, open access and periodical publication. The articles
published according to the journal’s writing rules are accepted through the DergiPark system. All numbers are available
at our https://dergipark.org.tr/en/pub/jompac/archive web address and Dergipark web page for free. Our purpose
is to provide high-quality scientific articles for diseases’ diagnosis and treatment having appropriate innovations
internationally. It is a scientific medical journal published four times (March, June, September, December) a year.
The articles coming as a refereed journal are primarily evaluated in terms of common rules conformity with the
standard requirements defined by the Committee of International Medical Journal Editors (www.icmje.org) in
biomedical articles. You can access all of the articles published in our journal electronically, read and download from
our web site (https://dergipark.org.tr/en/pub/jompac). Our goal is to make sure that your colleagues send the decision
and publishing process of publications that we send to you in the shortest possible time. We would like to emphasize
that we are always open to suggestions and constructive criticisms to raise the quality of our publication, and that we
will show the necessary sensitivity to the statements in this regard. The English name of the journal will be used in the
article operating system and citations.

Journal of Medicine and Palliative Care (JOMPAC) it is a scientific, internationally refereed journal that publishes
retrospective/prospective clinical and laboratory studies, interesting case presentations, invited collections, editorial
letters, original images, short reports and surgical technical articles about every branch of medicine. The language
of the journal is English and Turkish. Articles are accepted in both English and Turkish. The articles submitted in
Turkish should also have English Title, Abstract, Keywords, and in the articles sent in English, there should also be
Turkish Title, Abstract, Keywords. Sent for evaluation to be published or published articles in another journal or not
written in accordance with the journal’s rules are not accepted for evaluation. The editor, co-editor and publisher do
not take any responsibility for the articles published in the journal.You can access all of the articles published in our
journal electronically, read and download from our web site: https://dergipark.org.tr/en/pub/jompac.

JOURNAL NAME

Journal of Medicine and Palliative Care

ABBREVIATION OF JOURNAL NAME
J Med Palliat Care / JOMPAC / jompac

CORRESPONDENCE ADDRESS

Manuscripts should be sent by e-mail by the responsible author, after registering with DergiPark, by going to https://
dergipark.org.tr/en/journal/3258/submission/step/manuscript/new.

ARTICLE GENERAL WRITING RULES

All scientific responsibility of the manuscripts belongs to the author (s). The editor, co-editor and publisher do not
accept any responsibility for the articles published in the journal.

EDITORIAL PRE-CONTROL EVALUATION

Manuscripts sent to the Journal of Medicine and Palliative Care (JOMPAC) are evaluated in terms of format and
plagiarism. Manuscripts that do not conform to the format are sent back to the author responsible for evaluation.
Spelling rules should be reviewed to avoid such a waste of time. All manuscripts submitted for publication are
evaluated by two or more domestic/foreign referees. The evaluation of the articles is made considering the scientific
importance and originality. Manuscripts that are accepted for publication can be rearranged by the editorial board
without informing the authors. After the article is submitted to the journal or accepted for publication, the order of
names cannot be changed, author name cannot be added or removed.
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SCIENTIFIC AND ETHICAL RESPONSIBILITY

The editorial and the publication processes of Journal of Medicine and Palliative Care (JOMPAC) are shaped in
accordance with the guidelines of the World Association of Medical Editors (WAME), the Committee on Publication
Ethics (COPE), the International Council of Medical Journal Editors (ICMJE), the Council of Science Editors (CSE),
the European Association of Science Editors (EASE) and National Information Standards Organization (NISO). The
journal conforms to the Principles of Transparency and Best Practice in Scholarly Publishing (doaj.org/bestpractice).

The protocol for clinical research articles must be approved by the Ethics Committee. In all studies conducted on
humans, the “Material and Method” section was approved by the relevant committee or the Helsinki Declaration
of Principles (https://www.wma.net/what-we-do/medical-ethics/declaration-of-helsinki/). It should be stated in the
text that all persons included in the study signed the Informed Consent Form. The articles submitted to the Journal
of Medicine and Palliative Care (JOMPAC) will be deemed to have been conducted in accordance with the Helsinki
Declaration of Principles, and have received ethical and legal permissions and will not be held responsible. If “Animal”
was used in the study, the authors stated in the Materials and Methods section of the article that they protect animal
rights in accordance with the principles of the Guide for the Care and Use of Laboratory Animals (www.nap.edu/
catalog/5140.html), and that they have received approval from the ethics committees of their institutions. it is difficult.
In case reports Informed Consent an should be obtained from patients regardless of the identity of the patient. If the
Ethics Committee Approval is required in the article; the received document should be sent with the article. The
article should be passed by the authors for academic plagiarism prevention program. It is the authors’ responsibility
to ensure that the article complies with the ethical rules.

All manuscript submissions should be scanned for plagiarism research and then uploaded to the journal system. In
the event of alleged or suspected research misconduct, e.g., plagiarism, citation manipulation, and data falsification/
fabrication, the Editorial Board will follow and act in accordance with the COPE guidelines. See Guidance from the
Committee on Publication Ethics (COPE).

Each individual listed as an author should fulfill the authorship criteria recommended by the International Committee
of Medical Journal Editors (ICMJE- www.icmje.org). The ICMJE recommends that authorship should be based on
the following 4 criteria: (1) Substantial contributions to the conception or design of the work; or the acquisition,
analysis, or interpretation of data for the work; (2) Drafting the work or revising it critically for important intellectual
content; (3) Final approval of the version to be published; (4) Agreement to be accountable of all aspects of the work
in ensuring that questions related to the accuracy or the integrity of any part of the work are appropriately investigated
and resolved.

In addition to being accountable for the parts of the work he/she had done, an author should be able to identify which
co-authors are responsible for the specific other parts of the work. In addition, authors should have confidence in the
integrity of the contributions of their co-authors.

All those designated as authors should meet all of the four criteria for authorship, and all who meet the four criteria
should be identified as authors. Those who do not meet all four criteria should be acknowledged and thanked on the
title page of the article. If the editorial board suspects that someone who does not meet the authorship requirements
has been added as a writer, the article will be rejected without further investigation.

Journal of Medicine and Palliative Care (JOMPAC) requires and encourages the authors and the individuals who
involved in the evaluation process of submitted manuscripts to disclose any existing or potential conflicts of interests,
including financial, consultant, and institutional, that might lead to the potential bias or a conflict of interest. Any
financial grants or other supports received for the submitted study from individuals or institutions should be disclosed
to the Editorial Board. To disclose a potential conflict of interest, the ICMJE Potential Conflict of Interest Disclosure
Form should be filled in and submitted by all of the contributing authors. Cases of the potential conflict of interest of
the editors, authors, or reviewers are being resolved by the journal’s Editorial Board within the scope of COPE and
ICMJE guidelines. The Editorial Board of the journal handles all of the appeal and complaint cases within the scope
of COPE guidelines. In such cases, authors should get in direct contact with the editorial office to regard their appeals
and complaints. When needed, an ombudsperson may be assigned to resolve cases that cannot be resolved internally.
The Editor in Chief is the final authority in the decision-making process for all of the appeals and complaints. When
submitting a manuscript to the Journal of Medicine and Palliative Care (JOMPAC), authors should accept to assign
the copyright of their manuscript to the Journal of Medicine and Palliative Care (JOMPAC). If authors rejected for
publication, the copyright of the manuscript will be assigned back to the authors. When using previously published
content including figures, tables, or any other material in both of the print and electronic formats, authors must
obtain permission from the copyright holder. Legal, financial and criminal liabilities in this regard belong to the
author(s). Statements or opinions expressed in the manuscripts published in the Journal of Medicine and Palliative
Care (JOMPAC) reflect the views of the author(s) and not the opinions of the editors, the editorial board, or the
publisher; the editors, the editorial board, and the publisher disclaim any responsibility or liability for such materials.
The final responsibility in regard to the published content rests with the authors.
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ARTICLE IS NOT PUBLISHED ELSE

Each author should indicate to the editor on the presentation page that part or all of the manuscript is not published
elsewhere and is not in the process of being evaluated in another journal at the same time. Oral or poster presentations
presented at congresses should be indicated on the title page with the name of the congress, place and date. All
responsibility for the articles published in the journal (ethics, scientific, legal, etc.) belongs to the authors.

COPYRIGHT TRANSFER FORM

Copyright Transfer Form (https://dergipark.org.tr/tr/pub/jompac/page/9856) can be obtained from the link. In the
native language of the manuscript (if the manuscript is in English, the manuscript should be in Turkish, the manuscript
should be in Turkish) should be filled in must be sent on-line when loading. According to the 1976 Copyright Act, all
kinds of publication rights of articles accepted for publication belong to the publisher.

WRITING LANGUAGE CONTROL

The publication language of the journal is Turkish and English, and the articles are accepted in both Turkish and
English. Proper use of Turkish is important in articles written in Turkish. For this reason, the Turkish dictionary of
the Turkish Language Association or www.tdk.org.tr address should also be based on a glossary of terms related to the
branches of Turkish medical associations. English articles and English Abstract should be checked by a professional
linguist before being submitted. The spelling and grammatical errors in the manuscript are corrected by our English
language consultant and editorial committee.

STATISTICS EVALUATION

All prospective, experimental and retrospective research articles should be evaluated in terms of statistics (if required
by the statistical expert) and indicated by appropriate planning, analysis and reporting.

ACCEPTANCE OF PUBLISHING

After the approval of the editors and referees, the publication date of the article is taken into consideration. A Doi
number is obtained for each post.

ARTICLE WRITING RULES

Manuscripts are double-spaced with Microsoft Word, and title titles (Abstract, Abstract, Introduction, Materials and
Methods, Results, Discussion, References, etc.) are written in 12 pt. 2.5 cm space should be written at the top and
bottom. The writing style should be Times New Roman. “System International” (SI) units should be used. Figures,
tables and graphs should be referenced in the text. Abbreviations should be given in parentheses where the word first
appears. Turkish articles should be 50% contiguous, and English should be 50% contiguous. A comma should be used
in decimal numbers in Turkish (55.78) and a period (55.78) should be used in English manuscripts. Review should
not exceed 4000 words, research articles 2500, case reports 1500, letters to the editor should not exceed 500 words.
Pages should be numbered from the abstract page.

SECTIONS OF MANUSCRIPT

1. Presentation to the Editor

This is the article that the author of the article sends to the editor of the journal. In this section, it should be noted that
part or all of the article is not published elsewhere and is not in the process of being evaluated in another journal at the
same time, “Material Support and Interest Relationship” status, language and statistical checks are made.

2. Title Page

The category of the article submitted at the beginning of the page should be indicated (clinical analysis, research
article, experimental study, case report, review, etc.). The names and surnames of all authors should be numbered after
the superscript and numbered from 1, and they should be added under the names of the institutions, clinics, cities
and countries. On the title page, each author’s Orcid ID should be his / her e-mail address. This page should include
the Authorized Author (s), name, full address, telephone and e-mail (address information should be indicated in
Turkish if the language of the article is Turkish and English if it is English). Oral or Poster presentations presented at
congresses should be indicated on the title page by giving the name, place and date of the congress.

3. Article File
There should be no names of authors and institutions, only this information should be on the title page.

Title: There should be a short and clear title. It should not contain abbreviations and should be written in Turkish
and English. Abstract: Turkish and English abstracts should be written. In research articles; It should be divided into
sections of Aim, Material, Method, Results and Conclusion and should not exceed 400 words. In the review, case
reports and the like, Oz; it should be short and one paragraph, and should not exceed 300 words in reviews and 250
words in case reports.
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Keywords: Turkish Abstract and English should be found at the end of the abstract. A minimum of 3 and a maximum
of 6 should be written. Words should be separated by semicolons. Keywords should be submitted in accordance with
Subject Medical Subject Headings (MESH) (www.nlm.nih.gov/mesh/MBrowser.html). Turkish Keywords “Turkey
Science Terms what should be in accordance with (www.bilimterimleri.com). If not, a one-to-one Turkish translation
should be provided.

Figures, Photographs, Tables and Graphics: It should be indicated at the end of the sentence where it is mentioned in
the text, should not be placed in the text, and should be added to the end of the text after the references. Abbreviations
used should be indicated in the description below. If previously printed figures, pictures, tables and graphics are used,
written permission must be obtained and this permission should be stated in the description of figures, pictures, tables
and graphics. The article should be passed by the authors for academic plagiarism prevention program. The picture /
photo should be in jpeg and at least 300 dpi resolution.

Text Sections: The text samples to be sent for publication are as follows.

Editorial Comment / Discussion: It is the evaluation of the original research articles published by the expert other
than the authors. It is published before the articles in the journal.

Research Article: Prospective-retrospective and all kinds of experimental studies can be published. Introduction,
Materials and Methods, Results, Discussion, Conclusion. Abstract (approximately 200-250 words; aim, material
and method, findings and conclusion sections in Turkish and English), Introduction, Material and Method, Results,
Discussion, Conclusion, Acknowledgments, References.

Review: Can be prepared by invited authors or directly. It can be prepared to include the latest medical literature for
any subject that has medical characteristics. Abstract (about 200-250 words, unpartitioned, Turkish and English),
titles, references.

Case Report: These are rare or different articles in diagnosis and treatment. It should be supported with sufficient
number of photographs and diagrams. Abstract (about 100-150 words; no section; Turkish and English), Introduction,
Case report, Discussion, Conclusions.

Letter to the Editor: The articles that are published in the journal within the last year include a maximum of 500 words
containing various opinions, experiences and questions of the readers. There are no Title and Abstract sections. The
number of references is limited to 5. It should be indicated which article (number, date) is dedicated and at the end
there should be the name, institution and address of the author. The answer to the letter is given by the editor or the
author (s) of the article and published in the journal.

Education: Scientific articles supported by the latest clinical and laboratory applications that send messages to readers
on current issues within the scope of the journal. Abstract (about 200-250 words; no section; Turkish and English),
related titles, references.

Book Evaluations: Evaluations of national or internationally accepted books of current value within the scope of the

journal.

WHAT SHOULD BE INDICATED BEFORE THE RESOURCES
ETHICAL DECLERATIONS

Ethics Committee Approval: The study was carried out with the permission of local Ethics Committee (Permission
granted ............. , Decision No. ............ ).

Informed Consent: Written informed consent was obtained from all participants who participated in this study.
Referee Evaluation Process: Externally peer-reviewed.

Conflict of Interest Statement: The authors have no conflicts of interest to declare.

Financial Disclosure: The authors declared that this study has received no financial support.

Author Contributions: All of the authors declare that they have all participated in the design, execution, and analysis
of the paper, and that they have approved the final version.

Acknowledgements: If any, it should be written before references.
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References: References should be written according to the order of arrival. If the number of authors in the source is 6
or less, all authors (surname and first name should be the first letter, the names of the authors should be separated by
commas) should be specified; (et al ”), the name of the article (only the first letter of the sentence and the first letter
of the special names will be capitalized), short journal name, year, volume, short page number (15-8, not 15-18) and a
space between the punctuation marks. The format used for the manuscript submission should be as specified in Index
Medicus (www.icmje.org). The list of references should only include studies that have been published or accepted for
publication or have a Doi number. Journal abbreviations should follow the style used in Cumulated Index Medicus
(http://www?2.bg.am.poznan.pl/czasopisma/medicus.php?lang=eng.). The number of references should be limited to
40 in research articles, 60 in reviews, 20 in case reports and 10 in letter to the editor. References should be given in
parentheses at the end of the sentence just before the period. For example (4,5). The author (s) is responsible for the
accuracy of the references. Importance should be given to the synthesis of domestic and foreign sources.

4. Figures and Table Titles

Titles should be written after the references. Each must be submitted as a separate image file (at least 300 dpi resolution,
jpg)-

After the article is accepted for publication, the first copy of the string will be sent to the responsible author by e-mail.

In this text, only the spelling errors will be corrected and no additions or substitutions will be made. The responsible
author will notify the editorial center by e-mail of the corrections within 2 days.

SOURCE WRITING EXAMPLES

Excerpt from journals;

Cesur S, Aslan T, Hoca NT, Cimen E Tarhan G, Cifci A. Clinical importance of serum neopterin level in patients with
pulmonary tuberculosis. Int ] Mycobacteriol 2014; 3: 15-8 (not 15-18).

Excerpt from the book;

Tos M. Cartilage tympanoplasty. st ed. Stuttgart-New York: Georg Thieme Verlag; 2009.
Excerpt from the book, which is the only author and editor;

Neinstein LS. The office visit, interview techniques, and recommendations to parents. In: Neinstein LS (ed). Adolescent
Health Care. A practical guide. 3rd ed. Baltimore: Williams & Wilkins; 1996: 46-60.

Excerpt from the book with multiple authors and editors;

Schulz JE, Parran T Jr.: Principles of identification and intervention. In: Principles of Addicton Medicine, Graem AW.
Shultz TK (eds). American Society of Addiction Medicine, 3rd ed. Baltimore: Williams & Wilkins; 1998: 1-10.

If the editor is also the author of the chapter in the book;

Diener HC, Wilkinson M (editors). Drug-induced headache. In: Headache. First ed., New York: Springer-Verlag;
1988: 45-67.

Excerpt from PhD / Undergraduate Thesis:;

Kilic C. General Health Survey: A Study of Reliability and Validity. phD Thesis, Hacettepe University Faculty of
Medicine, Department of Psychiatrics, Ankara; 1992.

Excerpt from an internet site;

Site name, URL address, author names, access date should be given in detail.

Giving a Doi number;

Joos S, Musselmann B, Szecsenyi J. Integration of complementary and alternative medicine into the family market in
Germany: Result of National Survey. Evid Based Complement Alternat Med 2011 (doi: 10.1093/ecam/nep019).

For other reference styles, see “lCMJE Uniform Requirements for Manuscripts Submitted to Biomedical Journals:
Sample References”.

Eder I hereby declare that all or part of the material in this study has not previously been published in any place and
is not currently being evaluated elsewhere for publication. electronic submissions and all kinds of pre-declarations.

Sponsorship Statement

Authors should declare, if any, the roles of sponsors of the study:
1. Design of the study 2. Data collection, analysis and interpretation of the results 3. Writing the report
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CHECKLIST / CONTROL LIST
The checklist must be complete.

What should be in the article;

—Editor to Presentation Page
—Title Page
o FEthical Status,

“Conflict of Interest”

« Orcid numbers and author information should be on this page.
—Main Text

—Copyright Transfer Form

1.

Presentation page to the Editor: It should be written by the responsible author addressed to the editor. Phone
and E-mail must be added. The title, short name of the submitted article, mamis Unpublished previously, has not
been sent to any journal for review and is the original work of the authors “should include a Conflict of Interest
Statement".

. Title page: Turkish and English Article titles / Short titles, Authors and Institutions, Corresponding Author’s

postal address and telephone, Orcid no (mandatory since 2019) and E-mail addresses of all authors. Special
names and lowercase letters should be used in the title.

Main pages of the article: Turkish and English Article Titles / Short Titles, Turkish and English Abstract and
Keywords, Article Text, References, Table and Figure Titles, Tables. This page will not contain author names or
institution information.

Font: Titles should be “Times New Roman 12 and 12 pt, with 11 pt, double-spaced line spacing and 2.5 cm
indentation in all areas.

Abstract: Turkish abstract should start with OZ; “Giris / Amag, Gereg ve Yontem, Bulgular ve Sonug”. The
English abstract should begin with the titte ABSTRACT and include the sections “Introduction / Aim, Material
and Method, Findings / Results, Conclusion”.

Keywords should be added under the abstract in “Keywords”, under “Abstract”. Keywords should be at least 3,
at most 6 words / words, separated by commas, and should be MeSH-compliant.

Material and Method section should indicate the approval of the Ethics Committee (it is recommended to
include the place, date, ethics committee number). In articles that do not require Ethics Committee Approval, it
should be stated that the Approval / Permission of the Institution has been obtained (in order to avoid Conflict
of Interest). Related documents should be sent on request. It should be noted that the author (s) is responsible for
ethical problems.

Statistical terms (such as p, r, @) should not be used in the discussion.

“Financial Support/ Conflict of Interest Status”; should be stated before the bibliography and “Acknowledgment”
should be written before the bibliography.

10.References Representation; should be as detailed in the spelling rules. Journal’s number number “(2)” is not in

bibliography. In articles with up to six authors, the names of all authors should be written (with the first letter of
surname and first name), and for articles with seven or more authors, the first three authors should be cited as
et al (et al.). The name of the manuscript should be in the form of sentence usage (except for special names and
first letter). The journal should be given a short name. A space must be left between the punctuation marks
after the journal name.

11.Tables, Graphs, Pictures and Figures should be placed under a separate title after the bibliography. Figures /

Images (at least 300 dpi resolution, must be jpeg file) and Tables should be submitted as one or more separate
files.

12.Copyright Transfer Form: Must be filled in the original language of the manuscript. It must be signed by all

authors. In the absence of the signature of all authors, the Corresponding Author may take responsibility and
sign on behalf of all authors.
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YAYIN KURALLARI, YAYIN POLITiKASI, GENEL iLKELER VE GONDERME KURALLARI

YAZARLARA BIiLGi

Journal of Medicine and Palliative Care (JOMPAC) hakemli, agik erisimli, periyodik olarak ¢ikan bir dergidir.
Dergi yazim kurallarina gore diizenlenmis makaleler DergiPark sistemi iizerinden kabul edilmektedir. https://
dergipark.org.tr/tr/pub/jompac/archive web adresinden ve Dergipark web sayfasindan tiim sayilara iicretsiz olarak
erisilebilmektedir. Amacimiz uluslararas: bir tabanda hastaliklarin teshis ve tedavisinde yenilikler igeren yiiksek
kalitede bilimsel makaleler yayimlamak ve bilime katk: saglamaktir. Yilda dort kez (Mart, Haziran, Eyliil, Aralik)
yayimlanmaktadir. Hakemli bir dergi olarak gelen yazilar biyomedikal makalelere ait Uluslararas1 Tip Dergileri
Editorleri Komitesi (www.icmje.org) tarafindan tanimlanan standart gereksinimler ile ilgili ortak kurallara
uygunlugu agisindan degerlendirilmektedir. Dergimizde yayimlanmis makalelerin tamamina elektronik ortamdan
ulagabilir, DergiPark web sitemizden (https://dergipark.org.tr/en/pub/jompac) okuyabilir, indirebilirsiniz. Amacimiz
siz meslektaslarimizin géndermis oldugu yayinlarin karar ve yayimlanma siirecini en kisa siirede sonuca ulastirmaktr.
Dergimizin kalitesini yiikseltmek i¢in her zaman Onerilere ve yapici elestirilere agik oldugumuzu ve bu konudaki
bildirimlere gereken hassasiyeti gosterecegimizi belirtmek isteriz. Makale isletim sisteminde ve atiflarda derginin
Ingilizce ad1 kullanilacaktir.

Journal of Medicine and Palliative Care (JOMPAC) kapsam olarak tibbin ve tipla ilgili saglik bilimlerinin her
brang: ile ilgili retrospektif / prospektif klinik ve laboratuvar ¢aligmalari, ilging olgu sunumlari, davet {izerine
yazilan derlemeler, editére mektuplar, orijinal goriintiiler, kisa raporlar ve teknik yazilar1 yayimlayan bilimsel,
hakemli bir dergidir. Derginin dili Ingilizce ve Tiirk¢edir. Makaleler hem Tiirk¢e hem de Ingilizce olarak kabul
edilmektedir. Tiirk¢e gonderilen makalelerde ayrica Ingilizce Baglik, Abstract, Keywords olmall, 1ngilizce olarak
gonderilen makalelerde de ayrica Tiirkge Baslik, Oz, Anahtar Kelimeler olmalidir. Baska bir dergide yayimlanmis
veya degerlendirilmek {izere gonderilmis yazilar veya dergi kurallarina gore hazirlanmamis yazilar degerlendirme
i¢in kabul edilmez. Editor, yardimct editdr ve yayinci dergide yayimlanan yazilar i¢in herhangi bir sorumluluk kabul
etmez. Dergimizde yayimlanmis makalelerin tamamina elektronik ortamdan ulasabilir, https://dergipark.org.tr/tr/
pub/jompac web sitemizden okuyabilir, indirebilirsiniz. Yazilarin tiim bilimsel sorumlulugu yazar(lar)a aittir.

DERGI ADI

Journal of Medicine and Palliative Care

DERGI ADININ KISALTMASI
J Med Palliat Care / JOMPAC / jompac

YAZISMA ADRESI

Yazilar e-posta yoluyla sorumlu yazar tarafindan, DergiPark’a kayit olunduktan sonra DergiPark tizerinden https://
dergipark.org.tr/tr/journal/3258/submission/step/manuscript/new linkine girilerek génderilmelidir.

MAKALE GENEL YAZIM KURALLARI

Yazilarin tiim bilimsel sorumlulugu yazar(lar)a aittir. Editor, yardimci editdr ve yayinci dergide yayimlanan yazilar
i¢in herhangi bir sorumluluk kabul etmez.

EDITORIYEL ON KONTROL DEGERLENDIRMESI

Journal of Medicine and Palliative Care (JOMPAC)e gonderilen yazilar format ve intihal agisindan degerlendirilir.
Formata uygun olmayan yazilar degerlendirilmeden sorumlu yazara geri gonderilir. Bu tarz bir zaman kaybinin
olmamasi i¢in yazim kurallar1 gozden gegirilmelidir. Basim i¢in gonderilen tiim yazilar iki veya daha fazla yerli/
yabanci hakem tarafindan degerlendirilir. Makalelerin degerlendirilmesi, bilimsel 6nemi, orijinalligi goz Oniine
almarak yapilir. Yayima kabul edilen yazilar editérler kurulu tarafindan igerik degistirilmeden yazarlara haber
verilerek yeniden diizenlenebilir. Makalenin dergiye gonderilmesi veya yayima kabul edilmesi sonrasi isim sirasi
degistirilemez, yazar ismi eklenip ¢ikartilamaz.
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BILIMSEL VE ETiK SORUMLULUK

Journal of Medicine and Palliative Care (JOMPAC)’in yayin ve yayin siiregleri, Diinya Tibbi Editorler Dernegi
(World Association of Medical Editors (WAME)), Yayin Etigi Komitesi (Committee on Publication Ethics (COPE)),
Uluslararas: Tibbi Dergi Editorleri Konseyi (International Council of Medical Journal Editors (ICMJE)), Bilim
Editorleri Konseyi (Council of Science Editors (CSE)), Avrupa Bilim Editorleri Birligi (EASE) ve Ulusal Bilgi
Standartlar1 Organizasyonu (National Information Standards Organization (NISO)) kurallarina uygun olarak
sekillendirilmistir. Dergi, Bilimsel Yayincilikta Seffaflik ve En Iyi Uygulama Ilkelerine (Principles of Transparency
and Best Practice in Scholarly Publishing (doaj.org/bestpractice)) uygundur.

Klinik aragtirma makalelerinin protokolii Etik Komitesi tarafindan onaylanmis olmalidir. Insanlar tizerinde yapilan
tim ¢aligmalarda “Gereg ve Yontem” boliimiinde ¢aligmanin ilgili komite tarafindan onaylandigi veya ¢aligmanin
Helsinki ilkeler Deklarasyonuna (https://www.wma.net/what-we-do/medical-ethics/declaration-of-helsinki/)
uyularak gerceklestirildigine dair bir cimle yer almalidir. Caliymaya dahil edilen tiim kisilerin Bilgilendirilmis
Onam Formu’nu imzaladig1 metin iginde belirtilmelidir. Journal of Medicine and Palliative Care (JOMPAC)’e
génderilen makalelerdeki ¢aligmalarin Helsinki Ilkeler Deklarasyonu'na uygun olarak yapildigi, kurumsal etik
ve yasal izinlerin alindig1 varsayilacak ve bu konuda sorumluluk kabul edilmeyecektir. Calismada “Hayvan” 6gesi
kullanilmis ise yazarlar, makalenin Gere¢ ve Yontem boliimiinde hayvan haklarini Guide for the Care and Use of
Laboratory Animals (https://www.nap.edu/catalog/5140/guide-for-the-care-and-use-of-laboratory-animals)
prensipleri dogrultusunda koruduklarini, ¢alismalarinda ve kurumlarinin etik kurullarindan onay aldiklarini
belirtmek zorundadir. Olgu sunumlarinda hastanin kimliginin ortaya ¢ikmasina bakilmaksizin hastalardan
“Bilgilendirilmis riza” alinmalidir. Makalede Etik Kurul Onay1 alinmasi gerekli ise; alinan belge makale ile birlikte
gonderilmelidir. Makale yazarlar tarafindan akademik intihal 6nleme programindan gegirilmelidir. Makalenin etik
kurallara uygunlugu yazarlarin sorumlulugundadir.

Tiim makale bagvurulari intihal aragtirilmast i¢in taranmali ve sonrasinda dergi sistemine yiiklenmelidir. Intihal, atif
manipiilasyonu ve gercek olmayan verilerden stiphelenilmesi veya arastirmalarin kotiiye kullanilmas: durumunda,
yayin kurulu COPE y6nergelerine uygun olarak hareket eder. Bakiniz: Guidance from the Committee on Publication
Ethics (COPE).

Yazar olarak listelenen her bireyin Uluslararast Tip Dergisi Editorleri Komitesi (ICMJE - www.icmje.org)
tarafindan onerilen yazarlik kriterlerini karsilamasi gerekir. ICMJE yazarligin asagidaki 4 kritere dayanmasin1 onerir:
(1) Caligmanin tasarimi, verilerin elde edilmesi, analizi veya yorumlanmasi(2) Dergiye gonderilecek kopyanin
hazirlanmasi veya bu kopyanin igerigini bilimsel olarak etkileyecek ve ileriye gotiirecek sekilde katki saglanmasi
(3) Yayimlanacak kopyanin son onayi (4) Caligmanin tiim boliimleri hakkinda bilgi sahibi olma ve tiim béliimleri
hakkinda sorumlulugu alma.

Bir yazar, yaptig1 calisgmanin bélimlerinden sorumlu olmanin yani sira, ¢alismanin diger belirli boliimlerinden
hangi ortak yazarlarin sorumlu oldugunu bilmeli ayrica yazarlar, ortak yazarlarinin katkilarinin biitiinligiine
giivenmelidir. Yazar olarak atananlarin tiimi yazarlik i¢in dort kriteri de karsilamali ve dort kriteri karsilayanlar yazar
olarak tanimlanmalidir. Dort kriterin tiimiinii karsilamayanlara makalenin baslik sayfasinda tesekkiir edilmelidir.
Yayin kurulu yazarlik sartlarini karsilamayan bir kisinin yazar olarak eklendiginden siiphe ederse yazi daha fazla
incelenmeksizin reddedilecektir.

Journal of Medicine and Palliative Care (JOMPAC)e gonderilen bir ¢alisma igin bireylerden veya kurumlardan
alinan mali hibeler veya diger destekler Editér Kurulu'na bildirilmelidir. Potansiyel bir ¢ikar ¢atigmasini bildirmek
i¢cin, ICMJE Potansiyel Cikar Catismasi Bildirim Formu, katkida bulunan tiim yazarlar tarafindan imzalanmali ve
gonderilmelidir. Editorlerin, yazarlarin veya hakemlerin ¢ikar gatigmasi olasiligl, derginin Editor Kurulu tarafindan
COPE ve ICMJE yonergeleri kapsaminda ¢oziimlenecektir. Derginin Editér Kurulu, tiim itiraz durumlarint COPE
kilavuzlar: kapsaminda ele almaktadir. Bu gibi durumlarda, yazarlarin itirazlari ile ilgili olarak yaz: isleri biirosu ile
dogrudan temasa ge¢meleri gerekmektedir. Gerektiginde, dergi i¢inde ¢oziilemeyen olaylar1 ¢6zmek i¢in bir kamu
denetgisi atanabilir. Bag editor itiraz durumlarinda karar alma siirecinde alinacak kararlarla ilgili nihai otoritedir.
Yazarlar, dergiye bir makale gonderirken, yazilarin telifhaklarini Journal of Medicine and Palliative Care (JOMPAC)e
devretmis olmay1 kabul ederler. Yaz1 yayimlanmamak iizere reddedilirse veya herhangi bir sebepten geri ¢ekilirse telif
hakki yazarlara geri verilir.Sekiller, tablolar veya diger basili materyaller de dahil olmak {izere basili ve elektronik
formatta daha once yayimlanmis igerik kullaniliyorsa yazarlar telif haklar1 sahiplerinden gerekli izinleri almalidur.
Bu konudaki hukuki, finansal ve cezai yiikiimliiliikkler yazarlara aittir. Journal of Medicine and Palliative Care'de
(JOMPAC) yaymmlanan makalelerde belirtilen ifade veya goriisler, editorlerin, yayin kurulunun veya yaymcinin
goriislerini yansitmaz; editorler, yayin kurulu ve yaymnci bu tiir materyaller icin herhangi bir sorumluluk veya
yikiimliiliik kabul etmez. Yayinlanan icerikle ilgili nihai sorumluluk yazarlara aittir.
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MAKALE “BASKA BIR YERDE YAYIMLANMAMISTIR” IBARESI

Her yazar makalenin bir boliimiiniin veya tamaminin bagka bir yerde yayimlanmadigini ve ayni anda bir diger
dergide degerlendirilme siirecinde olmadigini, editére sunum sayfasinda belirtmelidirler. Kongrelerde sunulan sozlii
veya poster bildirilerin, baslik sayfasinda kongre ads, yer ve tarih verilerek belirtilmesi gereklidir. Dergide yayimlanan
yazilarin her tiirlii sorumlulugu (etik, bilimsel, yasal, vb.) yazarlara aittir.

YAYIN HAKKI DEVIR FORMU

Telif Hakki Devir Formu (https://dergipark.org.tr/tr/journal/3258/file/3177/show) linkinden temin edilebilir.
Makalenin ana dilinde (makalenin dili Ingilizce ise, Ingilizce olmalidir, makalenin dili Tiirkge ise, Tiirkge olmalidir)
doldurulmali, makale (https://dergipark.org.tr/tr/journal/3258/submission/step/manuscript/new) adresi {izerinden
yiiklenirken on-line olarak génderilmelidir. 1976 Copyright Acte gore, yayimlanmak iizere kabul edilen yazilarin her
tiirlii yayin hakki yayimcrya aittir.

YAZIM DiLi KONTROLU

Derginin yayin dili Tiirkge ve Ingilizcedir, makaleler hem Tiirkce hem de Ingilizce olarak kabul edilmektedir. Tiirkge
yazilan yazilarda diizgiin bir Tiirkge kullanimi 6nemlidir. Bu nedenle Tiirk Dil Kurumunun Tiirkce sozliigii veya
www.tdk.org.tr adresi ayrica Tiirk tibbi derneklerinin kendi branglarina ait terimler sézliigii esas alinmalidir. Ingilizce
makaleler ve Ingilizce Abstract génderilmeden once profesyonel bir dil uzmani tarafindan kontrol edilmelidir.
Yazidaki yazim ve gramer hatalari icerik degismeyecek sekilde Ingilizce dil danismanimiz ve redaksiyon komitemiz
tarafindan diizeltilmektedir.

ISTATiISTiK DEGERLENDiRMESI

Tim prospektif, deneysel ve retrospektif aragtirma makaleleri istatistik yoniinden (gerekirse istatistik uzmani
tarafindan) degerlendirilmeli ve uygun plan, analiz ve raporlama ile belirtilmelidir.

YAYIMA KABUL EDILMESI

Editor ve hakemlerin uygunluk vermesi sonrasi makalenin gonderim tarihi esas alinarak yayim sirasina alinir. Her
yaz1 i¢in bir Doi numaras: alinir.

MAKALE YAZIM KURALLARI

Yazilar Microsoft Word programi ile ¢ift satir aralikli ve baglik yazilar1 (Makale Adi, Oz, Abstract, Giris, Gereg ve
Yontem, Bulgular, Tartigma, Kaynaklar vs.) 12 punto olarak, makalenin diger kisimlar1 11 punto olacak sekilde,
her sayfanin iki yaninda ve alt ve iist kisminda 2,5 cm bogluk birakilarak yazilmalidir. Yazi stili Times New Roman
olmalidir. “System International” (SI) unitler kullanilmalidir. $ekil, tablo ve grafikler metin iginde refere edilmelidir.
Kisaltmalar, kelimenin ilk gegtigi yerde parantez iginde verilmelidir. Tiirk¢e makalelerde %50 bitisik yazilmali,
ayni sekilde Ingilizcelerde de 50% bitigik olmalidir. Tiirk¢ede ondalik sayilarda virgiil kullanilmal (55,78) Ingilizce
yazilarda nokta (55.78) kullanilmalidir. Derleme 4000, arastirma makalesi 2500, olgu sunumu 1500, editére mektup
500 kelimeyi gegmemelidir. Oz sayfasindan itibaren sayfalar numaralandirilmalidir.

Yazinin Boliimleri

1. Editore Sunum Sayfast

Journal of Medicine and Palliative Care (Tip ve Palyatif Bakim Dergisi)de yayimlanmak iizere degerlendirilmesi
isteginin belirtildigi, makalenin sorumlu yazari tarafindan dergi editoriine hitaben gonderdigi yazidir. Bu kisimda
makalenin bir bélimiiniin veya tamaminin bagka bir yerde yayimlanmadigi ve aymi anda bir diger dergide
degerlendirilme siirecinde olmadigi, “Maddi Destek ve Cikar Iliskisi” durumu, dil ve istatistik kontroliiniin yapildig:
belirtilmelidir.

2. Baslik Sayfasi

Sayfa basinda gonderilen makalenin kategorisi belirtilmedir (klinik analiz, arastirma makalesi, deneysel ¢alisma, olgu
sunumu, derleme vs). Tiim yazarlarin ad ve soyadlar1 yazildiktan sonra tist simge ile 1'den itibaren numaralandirilip,
calistiklar1 kurum, klinik, sehir ve {ilke yazar isimleri altina eklenmelidir. Baslik sayfasinda her yazarin Orcid no
bilgisi, e-posta adresi olmalidir. Bu sayfada Sorumlu Yazar belirtilmeli isim, agik adres, telefon ve e-posta bilgileri
eklenmelidir (Dergimizin formati geregi adres bilgileri, kurumlar1 makale dili Tiirkge ise Tiirkge olarak, Ingilizce ise
Ingilizce olarak belirtilmelidir). Kongrelerde sunulan Sézlii veya Poster bildiriler baslik sayfasinda kongre ad, yer ve
tarih verilerek belirtilmelidir.
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3. Makale Dosyast
Yazar ve kurum isimleri bulunmamalidir, bu bilgiler sadece baslik sayfasinda olmalidir.

Baglik: Kisa ve net bir baglik olmalidir. Kisaltma icermemeli, Tiirkge ve Ingilizce olarak yazilmalidir. Oz: Tiirkge ve
ingilizce (Abstract) yazilmalidir. Arastirma makalelerinde Oz; Amag, Gereg, Yontem, Bulgular ve Sonug boliimlerine
ayrilmali ve 400 kelimeyi gegmemelidir. Derleme, olgu sunumlari ve benzerlerinde Oz; kisa ve tek paragraflik olmals,
derlemelerde 300, olgu sunumlarinda 250 kelimeyi gegmemelidir.

Anahtar Kelimeler: Tiirk¢e Oz’iin ve Ingilizce Abstract'in sonlarinda bulunmalidir. En az 3 en fazla 6 adet yazilmalidir.
Kelimeler birbirlerinden noktali virgiil ile ayrilmalidir. Ingilizce Anahtar Kelimeler (Keywords) “Medical Subject
Headings (MESH)"e uygun (www.nlm.nih.gov/mesh/MBrowser.html) olarak verilmelidir. Tiirk¢e Anahtar Kelimeler
“Tirkiye Bilim Terimleri’ ne uygun olarak verilmelidir (www.bilimterimleri.com). Bulunamamas: durumunda bire
bir Tiirkce terciimesi verilmelidir.

Sekil, Fotograf, Tablo ve Grafikler: Metin icinde gectigi yerlerde ilgili ctimlenin sonunda belirtilmeli, metin igine
yerlestirilmemeli, kaynaklardan sonra metin sonuna eklenmelidir. Kullanilan kisaltmalar altindaki agiklamada
belirtilmelidir. Daha 6nce basilmis sekil, resim, tablo ve grafik kullanilmis ise yazili izin alinmalidir ve bu izin agiklama
olarak sekil, resim, tablo ve grafik agiklamasinda belirtilmelidir. Makale yazarlar tarafindan akademik intihal 6nleme
programindan gegirilmelidir. Resim / fotograf jpeg ve en az 300 dpi ¢oziiniirliikte olmalidir.

Metin Boéliimleri: Yayimlanmak iizere génderilecek yazi 6rnekleri su sekildedir.

Editériyel Yorum / Tartisma: Yayinlanan orijinal arastirma makaleleri ile ilgili, arastirmanin yazarlar1 disindaki, o
konunun uzmani tarafindan degerlendirilmesidir. Dergide makalelerden 6nce yayimlanir.

Arastirma Makalesi: Prospektif-retrospektif ve her tiirlii deneysel ¢aligmalar yayimlanabilmektedir. Giris, Gereg ve
Yontem, Bulgular, Tartigma, Sonug olarak diizenlenmelidir. Oz (yaklasik 200-250 kelime; amag, gere¢ ve yontem,
bulgular ve sonug béliimlerinden olusan Tiirkge ve Ingilizce), Giris, Gereg ve Yontem, Bulgular, Tartigma, Sonug,
Tesekkiir, Kaynaklar.

Derleme: Davet edilen yazarlar tarafindan veya dogrudan hazirlanabilir. Tibbi 6zellik gésteren her tiirlii konu i¢in son
tip literatiiriinii de i¢ine alacak sekilde hazirlanabilir. Oz (yaklasik 200-250 kelime, boliimsiiz, Tiirk¢e ve Ingilizce),
konu ile ilgili Baghiklar, Kaynaklar.

Olgu Sunumu: Tan1 ve tedavide farklilik gésteren veya nadir goriilen makalelerdir. Yeterli sayida fotograflarla ve
semalarla desteklenmis olmalidir. Oz (yaklasik 100-150 kelime; boliimstiz; Tiirkge ve Ingilizce), Giris, Olgu sunumu,
Tartigma, Sonuc olarak diizenlenmelidir.

Editére Mektup: Dergide son bir yil iginde yayimlanan makaleler ile ilgili okuyucularin degisik goriis, tecriibe ve
sorularini iceren en fazla 500 kelimelik yazilardir. Baglik ve Oz boliimleri yoktur. Kaynak sayisi 5 ile sinirlidir. Hangi
makaleye (sayi, tarih verilerek) ithaf olundugu belirtilmeli ve sonunda yazarin ismi, kurumu, adresi bulunmalidir.
Mektuba cevap, editor veya makalenin yazar(lar)1 tarafindan, yine dergide yayimlanarak verilir.

Egitim: Derginin kapsami icinde giincel konularda okuyucuya mesaj veren son klinik ve laboratuvar uygulamalarin
da destekledigi bilimsel makalelerdir. Oz (yaklagik 200-250 kelime; boliimsiiz; Tiirkce ve Ingilizce), konu ile ilgili
Bagliklar, Kaynaklar.

Kitap Degerlendirmeleri: Derginin kapsami iginde giincel degeri olan ulusal veya uluslararasi kabul gérmiis kitaplarin
degerlendirmeleridir.

KAYNAKALRDAN HEMEN ONCE BELIRTILMESI GEREKENLER
ETiK BEYANLAR

Etik Kurul Onay1 (Eger gerkeiyorsa): “Calisma igin ........... Etik Kurulu'ndan ........ tarih ve ...... say1 /karar no ile etik
kurul onay1 alinmustir” ifadesiyle yazarlar tarafindan belirtilmelidir.

Aydinlatilmis Onam: Bu caligmaya katilan hasta(lar)dan yazili onam alinmigtir (Olgu sunumlarinda ve kisilerle
yapilan prospektif calismalarda mutlaka olmalidir. Eger ¢alisma retrospektif ise: “Aydinlatilmis Onam: Caligma
retrospektif olarak dizayn edildigi i¢in hastalardan aydinlatilmis onam alinmamigtir” ifadesiyle yazarlar tarafindan
belirtilmelidir.

Hakem Degerlendirme Siireci: “Harici ¢ift kor hakem degerlendirmesi” ifadesiyle yazarlar tarafindan belirtilmelidir.

Cikar Catismasi: “Yazarlar bu ¢alismada herhangi bir ¢ikara dayali iliski olmadigini beyan etmislerdir” ifadesiyle
yazarlar tarafindan belirtilmelidir.

Finansal Destek: “Yazarlar bu ¢aliymada finansal destek almadiklarini beyan etmislerdir” ifadesiyle yazarlar tarafindan
belirtilmelidir.

Yazar Katkilar:: “Yazarlarin timii; makalenin tasarimina, yiriitiilmesine, analizine katildigini ve son stiriimiini
onayladiklarini beyan etmislerdir.” ifadesiyle yazarlar tarafindan belirtilmelidir.

Tesekkiir Yazis1: Varsa kaynaklardan once yazilmalidir.
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Kaynaklar: Kaynaklar makalede gelis sirasina gore yazilmalidir. Kaynaktaki yazar sayis1 6 veya daha az ise tiim
yazarlar (soyad1 ve adinin ilk harfi olacak sekilde olmaly, yazar isimleri birbirinden virgiil ile ayirilmali) belirtilmeli, 7
veya daha fazla ise ilk 3 isim yazilip ve ark. (“et al”’) eklenmeli, makale ismi (Tiimce seklinde sadece ciimlenin ilk harfi
ve 0zel isimlerin ilk harfi biiyiik olacak), kisa dergi ads, y1l, cilt, kisa sayfa no (15-8. seklinde olacak, 15-18 olmayacak)
eklenmeli ve noktalama isaretleri arasinda birer bosluk birakilmalidir. Kaynak yazimi i¢in kullanilan format Index
Medicus'ta belirtilen sekilde olmalidir (www. icmje.org). Kaynak listesinde yalnizca yaymlanmis ya da yayinlanmasi
kabul edilmis veya Doi numarasi almis ¢calismalar yer almalidir. Dergi kisaltmalar1 Cumulated Index Medicus’ta
kullanilan stile uymalidir (http://www2.bg.am.poznan.pl/czasopisma/ medicus.php?lang=eng.). Kaynak sayisinin
arastirma makalelerinde 40, derlemelerde 60, olgu sunumlarinda 20, editére mektupta 10 ile sinirlandirilmasina 6zen
gosterilmelidir. Kaynaklar metinde cimle sonunda nokta isaretinden hemen 6nce parantez kullanilarak belirtilmelidir.
Ornegin (4,5). Kaynaklarin dogrulugundan yazar(lar) sorumludur. Yerli ve yabanci kaynaklarin sentezine énem
verilmelidir.

4. Sekil, Grafik, Resim ve Tablo Bagsliklar:
Bagliklar kaynaklardan sonra yazilmalidir. Her biri ayr1 bir gortintii dosyasi (en az 300 dpi ¢oziiniirliikte, jpg) olarak

gonderilmelidir.

Makalenin basima kabuliinden sonra Dizginin ilk diizeltme niishasi sorumlu yazara e-posta yoluyla gonderilecektir.
Bu metinde sadece yazim hatalar1 diizeltilecek, ekleme ¢ikartma yapilmayacaktir. Sorumlu yazar diizeltmeleri 2 giin
icinde bir dosya halinde e-posta ile yayin idare merkezine bildirecektir.

Kaynak Yazim Ornekleri

Dergilerden yapilan alinty;

Cesur S, Aslan T, Hoca NT, Cimen E Tarhan G, Cifci A. Clinical importance of serum neopterin level in patients with
pulmonary tuberculosis. Int ] Mycobacteriol 2014; 3: 15-8 (15-18 degil).

Kitaptan yapilan alinty;

Tos M. Cartilage tympanoplasty. 1st ed. Stuttgart-New York: Georg Thieme Verlag; 2009.

Tek yazar ve editorii olan kitaptan alinti;
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Catigmast olmamast icin) belirtilmelidir. Ilgili belgeler talep edildiginde gonderilmelidir. Etik problemlerde
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makalelerde ilk {i¢ yazar, et al (ve ark.) seklinde kaynak gosterilmelidir. Makalenin adi Tiimce kullanimi seklinde
(ozel isimler ve ilk harf disinda kiigiik harf kullanilmalidir) olmalidir. Derginin kisa ad1 verilmelidir. Dergi
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