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INSTRUCTIONS FOR AUTHORS

AIM AND SCOPE

The Journal will not consider manuscripts any that have been
published elsewhere, or manuscripts that are being considered
for another publication, or are in press. Studies previously
announced in the congresses are accepted if this condition
is stated. If any part of a manuscript by the same author(s)
contains any information that was previously published, a
reprint or a copy of the previous article should be submitted to
the Editorial Office with an explanation by the authors

A technical review is performed to confirm that all of the
required documentation has been submitted and to conduct
a preliminary evaluation of the manuscript and supplementary
files to assess suitability for the Journal. The manuscript will be
returned to the Author in the event of any deficiency.

Journal of Contemporary Medicine operates a blind review
process. Contributions deemed suitable are then typically sent
to a minimum of two independent expert reviewers in the field
of study to assess the scientific quality of the paper. (You can
see at the picture below).

The Editor/Editors are responsible for the final decision
regarding acceptance or rejection of articles. The Editor's
decision is final. If necessary, author(s) may be invited to submit
a revised version of the manuscript. This invitation does not
imply that the manuscript will be accepted for publication.
Revised manuscripts must be sent to the Editorial Office within
4 (four) weeks, otherwise they will be considered as a new
application. The corresponding author will be notified of the
decision to accept or reject the manuscript for publication.

Statements and suggestions published in manuscripts are the
authors’ responsibility and do not reflect the opinions of the
Editor, Associate Editors and the Editorial Board members.

The manuscript will not be returned to the authors whether
the article is accepted or not. Copyright fee is not paid for the
articles published in the journal. A copy of the journal will be
sent to the corresponding author.

Language of the Journal

The official languages of the Journal are Turkish and English.
The manuscripts that are written in Turkish have abstracts
in English, which makes the abstracts available to a broader
audience.

- JOURNAL OF CONTEMPORARY MEDICINE

Formerly Cagdas Tip Dergisi

Authorship Criteria

After accepted for publication, all the authors will be asked to
sign “CoyrightTransfer Form” which states the following: “ This
work is not under active consideration for publication, has not
been accepted for publication, nor has it been published, in full
or in part (except in abstract form). | confirm that the study has
been approved by the ethics committee. ” All authors should
agree to the conditions outlined in the form.

Journal of Contemporary Medicine has agreed to use the
standards of the International Committee of Medical Journal
Editors. The author(s) should meet the criteria for authorship
according to the "Uniform Requirements for Manuscripts
Submitted to Biomedical Journals: Writing and Editing for
Biomedical Publication. It is available at www.icmje.org.

Ethical Responsibility
The protocol of 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 am Informed Consent Form .

The articles submitted to the Journal of Contemporary Medicine
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 the “Animal” item was used in the study, the authors stated
that in the Material and Method section of the article, they
protect the animal rights in their studies in accordance with the
principles of 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. must
specify.

In case reports, Informed Consent a should be obtained from
patients regardless of the identity of the patient.

If the article includes the institution (directly or indirectly)
providing financial support for the commercial connection or
work, the authors; the commercial product used, the drug, the
company has no commercial relationship with, or if there is
any relationship (consultant, other agreements, etc.), the editor
must inform the presentation page.

If Ethics Committee Approval is required in the article; the
received document should be sent with the article.
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The manuscript should be submitted to the Academic Plagiarism
Prevention Program by the authors.

Itis the authors' responsibility to ensure that the article complies
with the ethical rules.

Policy of Screening for Plagiarism

The manuscripts are scanned by the Journal using the iThenticate
program for determination of plagiarism and non-ethical
situations. Journal of Contemporary Medicine will immediately
reject manuscripts leading to plagiarism.

TYPES OF MANUSCRIPT

Manuscripts should be submitted online via www.jcontempmed.
com

Original Articles should not exceed 3000 words and should
be arranged under the headings of Abstract (not more than
250 words), Introduction, Materials and Methods, Results,
Discussion, Conclusion and References.

Case Reports should not exceed 1000 words and 10 references,
and should be arranged as follows: Abstract, Introduction, Case
Report, Discussion and References. It may be accompanied by
only one figure or table.

Letter to the Editor should not exceed 500 words. Short
relevant comments on medical and scientific issues, particularly
controversies, having no more than five references and one
table or figure are encouraged. Where letters refer to an earlier
published paper, authors will be offered right of reply.

Reviews are not accepted unless written on the invitation of
the Editorial Board.

PREPARATION OF MANUSCRIPTS

All articles submitted to the Journal must comply with the
following instructions:

a) Submissions should be doubled-spaced and typed in Arial 10
points.

b) All pages should be numbered consecutively in the top right-
hand corner, beginning with the title page.

c) The title page should not include the names and institutions
of the authors.

d) The manuscript should be presented in the following order:
Title page, Abstract (English, Turkish), Keywords (English,
Turkish), Introduction, Materials and Methods, Results,
Discussion, Conclusion, Acknowledgements (if present),

References, Figure Legends, Tables (each table, complete with
title and foot-notes, on a separate page) and Appendices (if
present) presented each on a separate page.

Title
The title should be short, easy to understand and must define
the contents of the article.

Abstract

Abstract should be in both English and Turkish and should
consist “Aim, Materials and Methods, Results and Conclusion”.
The purpose of the study, the setting for the study, the subjects,
the treatment or intervention, principal outcomes measured,
the type of statistical analysis and the outcome of the study
should be stated in this section (up to 250 words). Abstract
should not include reference. No abstract is required for the
letters to the Editor.

Keywords

Not more than five keywords in order ofimportance for indexing
purposes should be supplied below the abstract and should be
selected from Index Medicus Medical Subject Headings (MeSH),
available at www.nlm.nih.gov/meshhome.html.

Text

Authors should use subheadings to divide sections regarding the
type of the manuscript as described above. Statistical methods
used should be specified in the Materials and Methods section.

References

In the text, references should be cited using Arabic numerals in
parenthesis in the order in which they appear. If cited only in
tables or figure legends, they should be numbered according to
the first identification of the table or figure in the text. Names
of the journals should be abbreviated in the style used in Index
Medicus. The names of all authors should be cited when there
are six or fewer; when seven or more, the first three should
be followed by et al. The issue and volume numbers of the
referenced journal should be added.

References should be listed in the following form:
Journal article
Teke Z, Kabay B, Aytekin FO et al. Pyrrolidine dithiocarbamate

prevents 60 minutes of warm mesenteric ischemia/reperfusion
injury in rats. Am | Surg 2007;194(6):255-62.

Supplement
Solca M. Acute pain management: Unmet needs and new advances
in pain management. Eur | Anaesthesiol 2002; 19(Suppl 25): 3-10.
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Online article not yet published in an issue

Butterly SJ, Pillans P, Horn B, Miles R, Sturtevant J. Off-label use
of rituximab in a tertiary Queensland hospital. Intern Med ] doi:
10.1111/.1445-5994.2009.01988.x

Book
Samplel: Murray PR, Rosenthal KS, Kobayashi GS, Pfaller MA.
Medical microbiology. 4th ed. St. Louis: Mosby; 2002.

Sample 2: Siimbiiloglu K, Akdag B. Regresyon Yontemleri ve
Korelasyon Analizi. Hatiboglu Yayinevi: Ankara; 2007.

Chapter in a book

Meltzer PS, Kallioniemi A, Trent JM. Chromosome alterations
in human solid tumors. | n: Vogelstein B, Kinzler KW, editors.
The genetic basis of human cancer. New York: McGraw-Hill;
2002. p. 93113.

Journal article on the Internet

Abood S. Quality improvement initiative in nursing homes: The
ANA acts in an advisory role. Am | Nurs [serial on the Internet]
2002 [cited 12 Aug 2002]; 102. Available from:
www.nursingworld.org/AJN/2002/june/wawatch.htm

Website

Cancer-pain.org [homepage on the Internet]. New York:
Association of Cancer Online Resources [updated 16 May
2002; cited 9 Jul 2002]. Available from: www.cancer-pain.org

An organization as an author

The Intensive Care Society of Australia and New Zealand.
Mechanical ventilation strategy in ARDS: Guidelines. Int Care
] Aust 1996;164:282-4.

Acknowledgements
The source of financial grants and the contribution of colleagues
or institutions should be acknowledged.

Tables

Tables should be complementary, but not duplicate information
contained in the text. Tables should be numbered consecutively
in Arabic numbers, with a descriptive, self-explanatory title
above the table. All abbreviations should be explained in a
footnote. Footnotes should be designated by symbols in the
following order: *,1, 1, §, .

Figures

All illustrations (including line drawings and photographs) are
classified as figures. Figures must be added to the system as
separate .jpg or .gif files (approximately 500x400 pixels, 8 cm
in width and at least 300 dpi resolution). Figures should be
numbered consecutively in Arabic numbers and should be cited
in parenthesis in consecutive order in the text.

Figure Legends

Legends should be self-explanatory and positioned on a separate
page. The legend should incorporate definitions of any symbols
used and all abbreviations and units of measurements should
be explained. A letter should be provided stating copyright
authorization if figures have been reproduced from another
source.

Measurements and Abbreviations

All measurements must be given in metric system (Systéme
International d'Unités, SI). Example: mg/kg, upg/kg, mL, mL/
kg, mL/kg/h, mL/kg/min, L/min, mmHg, etc. Statistics and
measurements should always be given in numerals, except
where the number begins a sentence. When a number does not
refer to a unit of measurement, it is spelt out, except where the
number is greater than nine.

Abbreviations that are used should be defined in parenthesis
where the full word is first mentioned. Some common
abbreviations can be used, such as iv, im, po, and sc.

Drugs should be referred to by their generic names, rather than
brand names.
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Review guide for authors and instructions for submitting
manuscripts through the electronic submission, website at
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YAZARLARA BILGI

AMAC ve KAPSAM

Cagdas Tip Dergisi, li¢ ayda bir yayimlanir ve dort sayi ile bir
cilt tamamlanir. Dergi; tim tip alanlariyla ilgili nitelikli klinik ve
deneysel aragtirmalari, olgu sunumlarini ve editére mektuplari
yayimlar.

Cagdas Tip Dergisi, bilimsel yayinlara agik erigsim saglar. Dergi
basimindan hemen sonra, makalelerin tam metinlerine licretsiz
ulasilabilir.

Dergide yayimlanmak iizere génderilen yazilarin daha 6nce bagka
bir yerde yayimlanmamis veya yayimlanmak tizere génderilmemis
olmasi gerekir. Daha 6nce kongrelerde sunulmus calismalar,
bu durum belirtilmek kosuluyla kabul edilir. Makale, yazar(lar)
in daha 6nce yayimlanmis bir yazisindaki konularin bir kismini
igeriyorsa bu durum belirtilmeli ve yeni yaz ile birlikte dnceki
makalenin bir kopyasi da Yayin Biirosu’na génderilmelidir.

Gerekli tiim belgelerin sunuldugunu teyit etmek ve dergiye
uygunlugunu degerlendirmek igin makale ve ek dosyalarin
on degerlendirmesini yapmak iizere teknik bir inceleme
yapilir. Herhangi bir eksiklik olmasi halinde makale yazara
iade edilecektir. Journal of Contemporary Medicine kor bir
inceleme siireci yiiritmektedir. Uygun goriilen yazilar daha
sonra makalenin bilimsel kalitesini degerlendirmek igin galisma
alaninda en az iki bagimsiz uzmana génderilir. Editor / Editorler
makalelerin kabulii veya reddi ile ilgili nihai karardan sorumludur.
(Asagidaki akis semasinda goriildiigi gibi).

Editoriin karari kesindir. Gerekli oldugu durumlarda, yazar(lar)
dan diizeltme istenebilir. Yazardan diizeltme istenmesi, yazinin
yayimlanacagl anlamina gelmez. Bu diizeltmelerin en geg 21 giin
icinde tamamlanip dergiye gonderilmesi gereklidir. Aksi halde
yeni basvuru olarak degerlendirilir. Sorumlu yazara yazinin kabul
veya reddedildigine dair bilgi verilir.

Dergide yayimlanan yazilarin etik, bilimsel ve hukuki sorumlulugu
yazar(lar)a ait olup Editor, Editor Yardimcisi ve Yayin Kurulu’nun
gorislerini yansitmaz.

Dergide yayimlanmasi kabul edilse de edilmese de, yazi materyali
yazarlara geri verilmez. Dergide yayimlanan yazilar igin telif hakki
6denmez. Bir adet dergi, sorumlu yazara gonderilir.

Derginin Yaz Dili

Derginin yaz dili Tiirkge ve ingilizcedir. Dili Tiirkge olan yazilar,
ingilizce ozetleri ile yer alir. Yazinin hazirlanmasi sirasinda,
Tirkge kelimeler igin Turk Dil Kurumundan (www.tdk.gov.
tr), teknik terimler igin Tirk Tip Terminolojisinden (www.
tipterimleri.com) yararlanilabilir.

Yazarlik Kriterleri

Dergide yayinlanmasi uygun bulunan tiim yazilarin arastirma ve
yayin etigine uygun hazirlandig, varsa saglanan fonun kaynaginin
tanimlandigi, baska yerde yayimlanmadigi veya yayimlanmak
lizere gonderilmedigi, calismaya katilan tiim yazarlar tarafindan
yazinin son halinin onaylandigi, yayimlanacak yaz ile ilgili telif
haklarinin dergiye devredildigi, tiim yazarlarin imzalari ile “Yayin
Hakki Devir Formu”nda belirtilmesi gerekir.

Cagdas Tip Dergisi, Uluslararasi Tip Dergileri Editorleri
Kurulu’nun  (International Committee of Medical Journal
Editors) “Biyomedikal Dergilere Gonderilen Makalelerin
Uymasi Gereken Standartlar: Biyomedikal Yayinlarin Yazimi ve
Baskiya Hazirlanmasi (Uniform Requirements for Manuscripts
Submitted to Biomedical Journals: Writing and Editing for
Biomedical Publication)” standartlarini  kullanmayr  kabul
etmektedir. Bu konudaki bilgiye www.icmje.org adresinden
ulasilabilir.

Etik Sorumluluk
Etik Sorumluluk / Kurallar: Klinik arastirma makalelerinin
protokolii Etik Komitesi tarafindan onaylanmis olmalidir.

insanlar {izerinde yapilan tiim galigmalarda “Gereg ve Yontem”
bolimiinde galigmanin ilgili komite tarafindan onaylandigi veya
calismanin Helsinki ilkeler Deklarasyonu’na (https://www.
wma.net/what-we-do/medical-ethics/declaration-of-helsinki/)
uyularak gergeklestirildigine dair bir ciimle yer almalidir.

Calismaya dahil edilen tiim kisilerin Bilgilendirilmis Onam
Formu’nu imzaladigi metin iginde belirtilmelidir.

Journal of Contemporary Medicine’e génderilen makalelerdeki
calismalarin  Helsinki ilkeler Deklarasyonu’na uygun olarak
yapildigi, kurumsal etik ve yasal izinlerin alindigi varsayilacak ve
bu konuda sorumluluk kabul edilmeyecektir.

Calismada “Hayvan” &gesi kullanilmis ise yazarlar, makalenin
Gereg ve Yontem bolimiinde hayvan haklarini Guide for
the Care and Use of Laboratory Animals (www.nap.edu/
catalog/5140.html) prensipleri dogrultusunda koruduklarini,
¢alismalarinda ve kurumlarinin etik kurullarindan onay aldiklarini
belirtmek zorundadir.

Olgu sunumlarinda hastanin  kimliginin ortaya ¢ikmasina
bakilmaksizin hastalardan “Bilgilendirilmis riza” alinmalidir.

Makalede ticari baglanti veya galisma igin maddi destek veren
kurum (dogrudan veya dolayl)) mevcut ise yazarlar; kullanilan
ticari urin, ilag, firma ile ticari higbir iligkisinin olmadigini veya
varsa nasil bir iligkisinin oldugunu (konsiiltan, diger anlagsmalar
vs.), editére sunum sayfasinda bildirmek zorundadir.

Makalede Etik Kurul Onayi alinmasi gerekli ise; alinan belge
makale ile birlikte gonderilmelidir.
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Makale vyazarlar tarafindan akademik intihal 6nleme

programindan gegirilmelidir.

Makalenin etik kurallara uygunlugu yazarlarin sorumlulugundadir.

intihal Taramasi Politikas

Makaleler, intihal ve etik olmayan durumlarin belirlenmesi
icin iThenticate programi kullanilarak Journal tarafindan
taranir. Journal of Contemporary Medicine intihallere yol agan
makaleleri derhal reddedecektir.

YAZI TURLERI

Yazilar, elektronik ortamda www.cagdastipdergisi.com adresine
gonderilir.

Orijinal makaleler, 3000 sozciik sayisini agmamal, “Oz (250
sozciikten fazla olmamali), Giris, Gereg¢ ve Yontem, Bulgular,
Tartigma, Sonug, Kaynaklar” bolimlerinden olugsmalidir.

Olgu Sunumu, “Oz, Giris, Olgu Sunumu, Tartisma, Kaynaklar”
seklinde diizenlenmelidir. En fazla 1000 s6zciik ve 10 kaynak ile
sinirhdir. Sadece bir tablo veya sekil ile desteklenebilir.

Editére Mektup, yayimlanan metinlerle veya mesleki konularla
ilgili olarak 500 s6zciigli agmayan ve bes kaynak ile bir tablo
veya sekil icerecek sekilde yazilabilir. Ayrica daha 6nce dergide
yayinlanmig metinlerle iligkili mektuplara cevap hakki verilir.
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Oz
Amac: Cocuk kardiyoloji klinigine basvuran hastalarda konjenital
kalp hastaligi sikliginin ve dagiliminin belirlenmesi amaglandi.

Gereg ve Yontem: Cocuk Kardiyoloji kliniginde Ocak 2013-Aralik
2015 tarihlerinde 3 yillik periyodda transtorasik ekokardiyografi
ile degerlendirilen cocuklarin dosya kayitlari geriye donik olarak
incelendi. Konjenital kalp hastaliklari soldan saga santli hastaliklar,
obstriiktif hastaliklar, siyanotik hastaliklar, kardiyak malpozisyon,
vaskiler ring ve siniflandinimayan hastaliklar olmak Gzere
gruplandinldi. Hastaliklarin sikhigi, cinsiyet ve yas gruplar arasi
dagilimiincelendi.

Bulgular: Calismaya 12.342 birey dahil edildi. Calisma bireylerinin
6996'si erkek (%56,7), 5346'si kiz (%43,3) idi. Bireylerin yas araligi 1
glin - 18 yil, ortanca yas 7 yil (IQR:10.5) idi. Konjenital kalp hastalig
tim bireylerin %27,7'sinde tespit edildi. Konjenital kalp hastahg
erkeklerde ve 0-1 ay yas grubunda en sik saptandi. Konjenital
kalp hastaliklan sirasiyla %87 soldan saga santli hastaliklar,
%21,2 siniflandinimayan hastaliklar, %7 obstriktif hastaliklar,
%1,6 siyanotik hastaliklar, %0,8 vaskdler ring ve %0,7 kardiyak
malpozisyon olarak tespit edildi.

Sonug: Cocuk kardiyoloji klinigine basvuran butlin ¢ocuklara
ekokardiyografi yapilmasini 6neriyoruz c¢linkii bu c¢ocuklarin
dortte birinde konjenital kalp hastaligi tespit edildi. Yasamin ilk bir
ayinda cocuk kardiyoloji boliimiine yonlendirilen yenidoganlara
ekokardiyografik inceleme yapilmasi ile o6zellikle soldan saga
santh ve siyanotik konjenital kalp hastaliklarinin tespit edilmesi
ve bdylece bunlarin uygun zamanda tedavilerinin planlanmasi
saglanacaktir.

Anahtar Sozciikler: Cocukluk c¢agi, konjenital kalp hastalig,
prevalans

Abstract

Aim: The present study aimed to determine the prevalence and
distribution of congenital heart disease in patients who presented to
the pediatric cardiology clinic.

Material and Method: File records of the children who underwent
transthoracic echocardiography within the 3-year period between
January 2013 and December 2015 at the pediatric cardiology clinic
were retrospectively evaluated. Congenital heart diseases were
grouped as follows: diseases with a left-to-right shunt, obstructive
diseases, cyanotic diseases, cardiac malposition, vascular ring and
unclassified diseases. Prevalence of the diseases, distribution among
gender and age groups were investigated.

Results: This study included 12,342 subjects; 6996 (56.7%) subjects
were male and 5346 (43.3%) subjects were female. The subjects were
aged between 1 day and 18 years, and the median age was 7 years
(IQR:10.5); 27.7% of the subjects were determined to have congenital
heart disease. The prevalence of congenital heart disease was higher
in males and in the 0-1 month age group. Of the subjects with
congenital heart disease, 87% had a disease with a left-to-right shunt,
21.2% had an unclassified disease, 7% had obstructive disease, 1.6%
had cyanotic disease, 0.8% had a vascular ring and 0.7% had cardiac
malposition.

Conclusion: We recommend performing echocardiography in all
children who presented to the pediatric cardiology clinic because
one-fourth of these children have congenital heart disease.
Conducting echocardiographic examination on new-borns who are
referred to the pediatric cardiology department within the first month
of life would enable detecting, particularly the diseases with a left-to-
right shunt and cyanotic congenital heart diseases, and ensure timely
treatment planning.

Keywords: Childhood, congenital heart diseases, prevalence
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INTRODUCTION

The prevalence of congenital heart disease (CHD) is 8 per
1000 live births. The disease is the most common cause of
prenatal mortality.? Therefore, early diagnosis and timely
treatment are vital for CHD. The prevalence of CHD varies by
age, continents and countries. According to a recent study
conducted in Canada, the recent prevalence of CHD was
higher than the previous years (13.1 per 1000 live births)."
A limited number of studies exist on the distribution of CHD
in Turkey.*® QOur study aimed to investigate the prevalence
and distribution of CHD and comorbidities in children who
underwent transthoracic echocardiography between January
2013 and December 2015 at the pediatric cardiology clinic.

MATERIAL AND METHOD
Subjects

Subjects included in this retrospective study consisted of
individuals between the ages 1 day-18 years, which presented
to the pediatric cardiology outpatient clinic of our hospital
within the 3-year period between January 2013 and December
2015 and underwent transthoracic echocardiography upon
their first admission. In addition to outpatients; patients
consulted by newborn intensive care unit were included in
the study. Patients consulted from other departments and
patients with missing data were excluded from the study. In
addition, patients older than 18 years and premature neonates
who had patent ductus arteriosus (PDA) were excluded from
the study.

Approval for the study was obtained from the Ethics
Committee of Necmettin Erbakan University Meram Faculty of
Medicine with decision no. 2015/224.

Patient demographics and diagnoses according to the
transthoracic echocardiograms at the time when patients
first presented were obtained from patient records. Patients
divided into 4 groups according to their ages (0-1 month, 1
month-2 years, 2-6 years and 6-18 years).

Patients were classified according to their diseases as follows:
diseases with a left-to-right shunt, obstructive lesions,
cyanotic heart defects, vascular rings, cardiac malposition
and unclassified diseases.”? Ventricular septal defects (VSD)
classified as perimembranous (inlet, outlet, trabecular),
muscular and doubly commited.®

Echocardiographic Examination

All  transthoracic echocardiographic examinations were
conducted by a single pediatric cardiologist. All subjects
included in the study underwent two-dimensional, M-mode,
colourand pulsed-wave Doppler echocardiography. ProSound
Alpha 7 Aloka (Hitachi-Aloka Medical, Tokyo, Japan) was used
for echocardiography.

Statistical Analysis

Statistical analysis was performed using Statistical Package for
the Social Sciences software (version 18). Descriptive statistical
methods (percentage calculations, median, mean, standard
deviation) were used when evaluating the study data. Visual
and analytical methods (Kolmogorov-Smirnov/Shapiro-Wilk’s
tests) were used to determine if the variables showed normal
distribution. Descriptive analyzes are expressed as mean + SD
for variables showing normal distribution and as median and
interquartile range (IQR) for those lacking normal distribution.
In comparisons between groups; Chi-square test was used for
categorical variables. Situations where the p-value was below
0.05 were evaluated as statistically significant results.

RESULTS

A total of 12342 subjects were included in the study, of which
6996 subjects (56.7%) were male and 5346 subjects (43.3%)
were female. The patients were aged between 1 day and 18
years; the the median age was 7 (IQR:10.5) years.

Of all the subjects, 54.9% (n=6774) had normal
echocardiographic findings, whereas 45.1% (n=5568) had
abnormal echocardiographic findings. Of the subjects with
abnormal echocardiographic findings, 3418 were included
in the CHD classification. 632 patients classified in CHD had
two or more combined defects and they included in different
subgroups for each defect. Other 2150 subjects had different
diagnosis that were not evaluated in CHD such as mitral
valve prolapse, patent foramen ovale (PFO) or bicuspid aortic
valve. Diagnosis and gender distributions of the subjects and
comprasions of gender were presented in Table 1.

Table 1. Diagnosis distributions and gender comparisons of the subjects

- _Prevalence Pr?r\‘latlﬁgce Male,
in CHDs, % study, % %
All CHDs 3418 100 27.7 53.5
ﬁ;sﬁf:ﬁznwt“h a left-to- 2975 87 24.1 529
ASD 2435 71.2 19.7 525
VSD 455 13.3 3.7 49.2
PDA 498 14.5 4 522
AVSD 24 0.7 0.2 375
PAPVR 10 0.2 0.1 70
Obstructive diseases 239 7 1.9 56.9
Pulmonary stenosis 135 39 1.1 43.7
Aortic stenosis 81 23 0.7 77.8
Coarctation of the aorta 28 0.8 0.2 60.7
Interrupted aortic arch 2 0.06 0.01
Cyanotic heart diseases 55 1.6 0.4 50.9
Cardiac malposition 26 0.7 0.2 73.1
Vascular ring 30 0.8 0.2 50
Unclassified Diseases 725 21.2 5.9 47.7
ASD: atrial septal defect, AVSD: atrioventricular septal defect, CHD: Congenital Heart Diseases, PAPVR:
gggcatl'anomalous pulmonary venous return, PDA: patent ductus arteriosus, VSD: ventricular septal
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Cyanotic Diseases: Of the subjects included in the study;
0.1% (n=7) had transposition of the great arteries (TGA), 0.2%
(n=20) had tetralogy of Fallot, 3 had corrected-TGA, 1 had
total anomalous pulmonary venous return (TAPVR), 3 had
tricuspid atresia, 4 had pulmonary atresia, 1 had hypoplastic
left heart syndrome, 1 had Ebstein anomaly, 4 had double
outlet right ventricle, 1 had heterotaxia, 2 had tricuspid atresia
accompanied with pulmonary atresia, 6 had pulmonary atresia
accompanied by tetralogy of Fallot and 2 had corrected TGA
accompanied with pulmonary atresia.

Vascular Rings: Of the subjects included in the study; 0.2%
(n=22) had right-sided aortic arch accompanied by left
ligamentum arteriosum, 1 had double aortic arch, 1 had
aberrant innominate artery, 2 had aberrant right subclavian
artery, 3 had abnormal left pulmonary artery and 1 had
right-sided aortic arch accompanied by abnormal left
pulmonary artery. In addition to echocardiography, cardiac
computed tomography imaging was used in the diagnosis
of these patients. 1 double aortic arch, 2 of right-sided aortic
arch accompanied by left ligamentum arteriosum and 2
of abnormal left pulmonary arteries were isolated defects.
Other 25 patients had another CHD (7 Cardiac Malposition, 7
tetralogy of Fallot, 3 pulmonary atresia, 1 TGA, 11 ASD, 7 VSD,
3 PDA, 1 PAPVD).

Cardiac Malposition: Of the subjects included in the study;
0.2% (n=19) had dextrocardia and 0.1% (n=7) had mesocardia.

Unclassified Diseases: Of the subjects included in the study;
0.1% (n=13) had coronary AV fistula, 1 had pulmonary AV
fistula, 1 had systemic AV fistula, 0.6% (n=70) had atrial septal
aneurysm, 4 had double chambered right ventricle, 0.1%
(n=10) had idiopathic dilatation of the pulmonary artery, 1
had pseudo coarctation of the aorta, 0.1% (n=16) had systemic
venous anomaly, 4.7% (n=583) had peripheral pulmonary
stenosis, 0.1% (n=7) had atrial septal aneurysm accompanied
by peripheral pulmonary stenosis, 1 had hemitruncus

arteriosus accompanied with peripheral pulmonary stenosis,
5 had aortopulmonary collateral artery (APCA), 0.1% (n=10)
had major aortopulmonary collateral artery (MAPCA), 2
had systemic venous anomaly accompanied by peripheral
pulmonary stenosis, and 1 had atrial septal aneurysm
accompanied by systemic venous anomaly. In addition to
echocardiography, cardiac computed tomography imaging
has also been used in the diagnosis of these patients.1
systemic AV fistula and 1 pseudo coarctation of the aorta were
isolated defects. All other patients in this group had another
CHD.

4 age group compared in all subjects and CHDs were more
common in subjects aged 0-1 months (p<0.001). Distribution
of CHD according to age groups and their comprasions was
presented in Table 2.

Of the diseases with a left-to-right shunt; 81.8% were atrial
septal defects (ASDs), 15.3% were ventricular septal defects
(VSDs), 16.7% were PDAs, 0.8% was atrioventricular septal
defect (AVSDs) and 0.3% was partial anomalous pulmonary
venous return (PAPVR).

Of the ASDs, 98% (n=2385) were secundum ASDs, 0.2% (n=5)
were isolated primum ASDs, 0.1% (n=3) were sinus venosus
ASDs, 0.3% (n=8) were coronary sinus ASDs, and 1.3% (n=33)
were operated upon ASDs. One subject had both primum and
secundum ASDs.

Of the VSDs, 2.4% (n=11) were perimembranous inlet VSDs,
19.4% (n=88) were perimembranous outlet VSDs, 12.1%
(n=55) were perimembranous trabecular VSDs, 53.1% (n=242)
were muscular VSDs, 1.1% (n=5) were doubly committed
VSDs, 5.1% (n=23) were operated VSDs and 6.8% (n=31) were
closed VSDs.

Of the obstructive diseases; 56.5% were pulmonary stenoses,
33.9% were aortic stenoses, 11.7% were coarctation of the
aorta and 0.8% were interrupted aortic arch.

Table 2. Distribution and comprasions of congenital heart diseases by age

0-1 month %, (n) 1 month- 2 years %, (n) 2-6 years %, (n) 6-18 years %, (n) P value
Diseases with a left-to-right shunt 35.9(1067) 29.4 (874) 11.5(343) 23.2(691) <0.001
ASD 36.6 (890) 28.8 (702) 10 (243) 24.6 (600) <0.001
VSD 42 (191) 30.1(137) 14.3 (65) 13.6 (62) <0.001
PDA 55.8 (278) 28.1 (140) 9 (45) 7 (35) <0.001
AVSD 4.1(1) 29.1(7) 33.3(8) 33.3(8) 0.08
PAPVR 30(3) 20 (2) 20 (2) 30(3) 0.32
Obstructive diseases 15.9 (38) 31.8(76) 23 (55) 29.3 (70) <0.001
Pulmonary stenosis 22.2 (30) 40 (54) 21.5(29) 16.3 (22) <0.001
Aortic stenosis 1.2(1) 22.2(18) 22.2(18) 54.3 (44) <0.05
Coarctation of the aorta 25(7) 25(7) 32.1(9) 17.9 (5) <0.05
Interrupted aortic arch 100 (2) 0(0) 0(0) 0(0) -
Cyanotic heart diseases 25.4(14) 34.5(19) 10.9 (6) 29 (16) <0.05
Cardiac malposition 15.4 (4) 23.1(6) 19.2 (5) 423(11) 0.71
Vascular ring 30(9) 16.7 (5) 23.3(7) 30 (9) <0.05
Unclassified Diseases 61.2 (444) 17 (123) 6.5 (47) 15.3(111) <0.001
ASD: atrial septal defect, AVSD: atrioventricular septal defect, PAPVR: partial anomalous pulmonary venous return, PDA: patent ductus arteriosus, VSD: ventricular septal defect.
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A total of 93.3% (n=126) of the pulmonary stenoses were
valvular, 5.2% (n=7) were supravalvular and 2.5% (n=2) were
subvalvular stenoses.

Of the aortic stenoses, 12.3% (n=10) were supravalvular
stenoses, 60.5% (n=49) were valvular stenoses, 21% (n=17)
were subaortic ridge without subaortic stenosis, 2.5% (n=2)
were subaortic stenoses and 3.7% (n=3) were subaortic ridge
accompanied by subaortic stenosis.

DISCUSSION

The prevalence of CHD varies by continents and countries.
In a meta-analysis conducted in 2011 in the Netherlands, it
was found that there were 1.35 million new-borns with CHD
every year over the last 15 years, that the prevalence of CHD
in Europe were significantly higher than that in Northern
America, that the highest prevalence of CHD was observed in
Asia (9.3 per 1000) and the lowest prevalence was observed
in Africa (1.9 per 1000) and that the global prevalence of CHD
increased from 0.6 per 1000 in 1930 to 9.1 per 1000 after 1995.
BI'The prevalence of CHD was found to be 8 per 1000 in studies
conducted in Turkey, which is similar to the rates reported in
the Western countries.”

In our retrospective study based on selected subjects, 27.7% of
the subjects were diagnosed with CHD by echocardiography.
This rate was higher in our study compared with that present
the literature is because our study was not a population-
based study. Our hospital provides secondary and tertiary
healthcare services. The most common causes for presenting
to our pediatric cardiology outpatient clinic were murmurs
and chest pain. Besides the individuals who present to our
clinic as outpatients, new-borns who are suspicious in cardiac
screening were also examined using echocardiography.

In our study, 46.1% of the subjects with CHD were 0-1 month
old and 87% of the subjects with CHD comprised those with
diseases with a left-to-right shunt. A study conducted in 2007
showed that the prevalence of diseases with a left-to-right
shunt was higher in girls than in boys.'™ However, diseases
with a left-to-right shunt were more common in boys (52.9%)
according to our study.

Egbe et al.l'" reported that the frequency of ASD within CHDs
was 15.6%, whereas Kula etal."?reported the sameto be 11.1%
in Turkey. Our study showed that 19.7% of all subjects and
71.2% of the subjects with CHD had ASD. This is because the
subjects included in this study were selected from individuals
who presented to the cardiology outpatient clinic and that
ASD closure can be observed in time. Our clinic provides
the opportunity of echocardiographic examination within
the first days of life for neonates who cannot pass new-born
screening. Therefore, it is possible that secundum ASD could
not be distinguished from patent foramen ovale (PFO) due to
the presence of left atrial flap tissue during echocardiographic
examination and the defects that appeared larger than 3 mm
in colour Doppler were classified as secundum ASD.

In our study, ASD was more common in 0-1-month-old
subjects. Previous studies showed that ASD was more common
in girls, whereas the prevalence of ASD was slightly higher in
boys according to our study.l'® It was reported in the literature
that 75% of the ASDs were secundum, 15% were primum and
10% were sinus venosus ASDs." In our study, 98% of the ASDs
were secundum, 0.2% were primum, 0.1% were sinus venosus,
0.3% were coronary sinus and 1.3% were operated upon ASDs.
We think that the prevalence of secundum ASD is higher than
the literature since the subjects in 0-1 month group are very
much in our study (%12.7 in whole study). The prevalence of
primum ASD in our study appears to be less than the literature.
Primum ASDs are often observed as a component of AVSD. We
included these patients in the AVSD classification and did not
specify them as primum ASD.

Van der Linde et al.®! reported a worldwide VSD prevalence
of 2.62 per 1000 live births, and stated that VSDs constituted
34% of all CHDs. In our study, the prevalence of VSD was 3.7%
in all subjects and 13.3% of all CHDs were VSDs, which was a
relatively lower rate. Holst et al." reported that VSD was more
common in girls (52.5%) than boys. Similarly, our study also
showed that VSD was more common in girls (50.8%) than boys
(49.2%). In addition, VSD was more common in 0-1-month-old
subjects. In a study conducted in 2011, it was reported that
70% of VSDs were perimembranous VSDs."® On the contrary,
most of the VSDs were muscular VSDs (53.1%) in our study,
whereas perimembranous VSDs constituted 40% of all VSDs.

The frequency of PDA in CHDs was reported to be 15.9% in
Turkey by Baspinar et al'” and 15.8% in Saudi Arabia by
Abbag et al.'® Qur study showed that the frequency of PDA
in CHDs was 14.5%, which was similar to the values reported
in the literature. We excluded the preterm neonates with PDA.
In our study, the mean age at the time of PDA diagnosis was
1.2 years and 55.8% of the PDAs were observed in 0-1-month-
old subjects. Although numerous studies reported that the
prevalence of PDA was nearly twofold higher in girls than
boys, 52% of the subjects with PDA were boys in our study.

AVSD represents around 3% of CHDs." In our study, the
frequency of AVSD in CHDs was 0.7%.

The prevalence of PAPVR was reported to be 0.1% by Ho et
al.’% In our study, the prevalence of PAPVR was 0.1% and its
frequency in CHDs was 0.2%.

Egbe et al."" found that pulmonary stenoses constituted 6.6%
of all CHDs.The prevalence of pulmonary stenosis was 1.1%
in our study, since only selected individuals were included. In
addition, pulmonary stenoses constituted 3.9% of the CHDs.

In a study by lvanov et al.?" conducted in 2020, it was reported
that 72.7% of the patients with aortic stenosis were males.
In our study, 77.8% of the patients with aortic stenosis were
males.

Egbe et al." reported that the frequency of coarctation of the
aorta in CHDs was 2.6%. In our study, coarctation of the aorta
constituted 0.8% of all CHDs.
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In a study conducted by Guven et al.?? in 2006, 15.7% of the
patients admitted to the neonatal unit had cyanotic CHDs. In
our study, 0.4% of the subjects had cyanotic CHD and 1.6%
of all CHDs were constituted by cyanotic CHDs. CHD surgery
is not performed in our hospital. These patients are generally
diagnosed before birth and their birth takes place in hospitals
that is suitable for this surgery. This is the reason why the
frequency of cyanotic heart diseases is low in our study.

There was some limitations in our study. First of all this is a
single-center and a retrospective study. The reason of the high
prevalence of CHDs in our study compared to the literature is
that the study individuals were selected. In addition, it is often
difficult to differentiate ASD and PFO in echocardiography
at early stages of life because they cry a lot. Further studies
are needed to determine the prevalence of CHDs in the
population.

CONCLUSION

In conclusion; in the present study, nearly one-fourth of the
subjects who underwent echocardiographic examination at
the pediatric cardiology outpatient clinic had mild to severe
CHDs. Most of the subjects with CHD were 0-1 month old.
Conducting detailed echocardiographic examination on new-
borns referred to the pediatric cardiology department within
the first month of life would enable detecting particularly
CHDs with left-to-right shunt and cyanotic CHD. The early
detection of these patients enables a more accurate route in
follow-up and treatment.
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Abstract

Background: Physical activity is advantageous for several diseases
like heart problem, diabetes & cancer as well. The complete load
of diseases depends upon the physical inactivity. The significance
of physical life style is to reduce the risk of coronary heart disease,
diabetes as well as hypertension.

Aim: The aim of the study was to determine the physical therapist’s
prescription regarding benefits of active life style among patients.

Methods: A cross sectional study with 150 male and female
physical therapist working at different hospitals located in Karachi.
Practicing Physical therapists were included by convenient
sampling to fill the consent form. The modified and adopted
questionnaire physical activity Promotion in the Physical Therapy
Setting was used to collect data to examine the prescription of
active life style among patients. Data was analyzed through SPSS
20 version, frequency and percentage was calculated.

Results: The result of this study showed that majority physical
therapist agreed with the prescription of short time exercises
on most of the day is good for patient’s health and prescribe the
benefits of active life style among patients.

Conclusion: This study concluded that majority of physical
therapist agreed for the implementation of benefits of active life
style among patients. The further result of this study concluded that
physical therapist agreed to prescribe the short time exercises on
most of the day is better for patient’s health. The recommendation
of this study is that the governing body of physical therapy should
be organized different programs like workshops and seminars
regarding fitness training.

Keywords: Prescription, active lifestyle, benefits, physical fitness,
physical therapist physical activity.

0z

Arkaplan: Fiziksel aktivite, kalp problemi, diyabet ve kanser gibi
cesitli hastaliklar icin de avantajlidir. Hastaliklarin tam yuku fiziksel
hareketsizlige baglidir. Fiziksel yasam tarzinin énemi, koroner kalp
hastaligl, diyabet ve hipertansiyon riskini azaltmaktir.

Amag: Calismanin amaci fizik tedavi uzmaninin hastalar arasinda aktif
yasam tarzinin yararlarina iliskin regetesini belirlemekti.

Yontemler: Karaci'deki farkli hastanelerde calisan 150 erkek ve kadin
fizyoterapist ile kesitsel bir calisma. Pratik Fizik terapistler, onay formunu
doldurmak icin uygun érnekleme yoluyla dahil edilmistir. Degistirilmis
ve benimsenen anket fiziksel aktivite Fizik Tedavi Ortaminda Tanitim,
hastalar arasinda aktif yasam tarzinin recetesini incelemek icin veri
toplamak amaciyla kullaniimistir. Veriler SPSS 20 versiyonu ile analiz
edildi, frekans ve ylzde hesaplandi.

Bulgular: Bu calismanin sonucu, ginin cogunda kisa sdreli
egzersizlerin recetesi ile kabul edilen ¢ogunluk fizyoterapistinin
hastanin saghdi icin iyi oldugunu ve hastalar arasinda aktif yasam
tarzinin faydalarini recete ettigini gostermistir.

Sonug: Bu calisma fizyoterapistin cogunlugunun hastalar arasinda aktif
yasam tarzinin faydalarini uygulamayi kabul ettigi sonucuna varmistir.
Bu calismanin bir sonraki sonucu, fizyoterapistin giniin ¢cogu zaman
kisa sUreli egzersizler recete etmeyi kabul etmesinin hastanin saghgi
icin daha iyi oldugu sonucuna varmistir. Bu calismanin onerisi, fizik
tedavinin yonetim organinin fitness egitimi ile ilgili atolye calismalar
ve seminerler gibi farkli programlar organize etmesi gerektigidir.

Anahtar Kelimeler: Recete, aktif yasam tarz, vararlarn, fiziksel
uygunluk, fizyoterapist fiziksel aktivite.
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INTRODUCTION

Physicaltherapistsareresponsibleforthe promotion of physical
activity because they are basically primary care practitioners.
They tell about posture and give guidance about exercises
mostly in musculoskeletal cases which require rehabilitation.
At this moment, physical therapists are included in the list of
tertiary prevention discipline due to their skills."" Currently,
health problems are rapidly growing day by day due to less
physical activity which is harmful to public health. Better
treatment provides to regain movements, behaviors and
functional capacity, which enhances lifestyle and increasing
in ability to do work.” The significance of active life style is to
reduce the risk of cardiovascular disease, obesity and diabetes.
As a result, they give a message for health promotion that
every adult must do physical activity at least half an hour per
day a week. Majority adults of United States and Britain go to
clinic at least 1 times within 2 years for taking the guidance
of general practitioners.® Physical activity is advantageous for
several diseases like heart problem, diabetes & Cancer as well.
The complete load of diseases depends upon the physical
inactivity. For the Promotion of physical activity, good general
practice is required due to numerous reasons. In Australia, due
tothe doctor’s visit of adult once in a year, general practitioners
have a power to reach huge population, source of information
and other advices which they give to the patients on physical
activity. There is a long-lasting follow-up of patients because
they have older relation with patients which effects on better
counseling as well. After all reviews it is described that patients
can adopted physical activity because of GP advice and
communication as well as behavior." For social marketing and
promotion of health, a use of internet and differential internet
growth has been parallel by study. Advantages of behavioral
change, health promotion and social marketing evaluated
with a physical activities interruption. There was harmony
that in the behavioral changes low degree of interactivity
was not more effective than with high degree interactivity.”
Feasibility and approval of physical activity promotion is the
significant measure to determine the research from public
health.” There are three main points on which Primary Care
has been based. It includes: (a) Factors which influenced
characteristics of patient. (b) Consultation by Primary Health
Care staff members. (c) Rules & regulations, agreements as
well as manner and attitude.

All these factors are related with a professional who shows
their behavior, perception and knowledge as well.”? In this
study they go on the results of those patients who come in
physiotherapy clinic for the performance of physical activity
which indicates behavioral education and skills. Basically
this study is based on the improvement of physiotherapist’s
perception, knowledge and behavior.®' Life hope have
gained as well as decreased the risk factors of trouble creating
disease likewise, diabetes, heart problems, osteoporosis and

fracture of hip by performing physical activity on daily basis.
In many industrialized countries, there are the combinations
of exercise skill, managed teaching sessions, health care
clinics in the form of routine consultations advices by
primary care intercession. Furthermore, daily consultation is
more effective to any adult as compared to comprehensive
intervention because regular advices from consultants
increases the support of active physical life style and covers a
large proportion of population.'" In all developing countries,
it is assumed that there is gaining significance of non-
communicable chronic diseases among adult population.
General practitioners are responsible for teaching the patient
and giving advices for the promotion of physical active life
style.l'? It is highly complicated process that there is always
need a proper assessment about physical active lifestyle for
the management of physical inactivity in the patient’s lifestyle.
General practitioners should assess properly in stepwise
pattern of treatment process and try to get information of
every individual’s health problem. On the other hand GP’s also
give focus on the environmental factors of adults.™

Physical therapist works as health care professionals also who
are responsible for the promotion of physical activity, wellness
and fitness by the help of exercises which can reduce obesity
as well. They can play a vital role in the management and
prevention of overweight. The complications which occurred
due to over body weight can be decreased by increasing the
ratio of physical activity daily. Physical therapist must have an
ability to treat their patients on different categories to contrive
the patient’s health problem and physical fitness. As a result
patient’s can work independently. There are 2 things which
effect on physical active lifestyle of patient .These are behavior
and knowledge.'*"®! Most of the medical comorbid can be
reduced by increasing physical activity in the daily routine
of patients.'"” The quantity of exercises rises by performing
aerobic physical activity on daily basis. As a result, adults
can prevent from chronic several chronic diseases such as
Cardio vascular disease. Adult population must be performing
physical exercises in their daily routine for the promotion of
health program according to their demand and interest. There
are many physical activities such as running, walking, jogging
on track, cycling, swimming, rolling and sports activities are
also included in it.'”?

The Guide to Physical Therapist prefers that there is
involvement of physical therapist in all the three categories
that is primary, secondary or tertiary. For instance, familial
risk factors, psychological performance (memory, depression,
anger and reasoning capability), behavioral factors (smoking
drug intake abuse), health fitness level and supportive
systems as well. Physical therapists are responsible to address
the promotion of health problems. On the other hand patients
do such physical activities which are essential for them by the
assistance of physical therapist.'® A patient’s health influence
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by all healthcare interactions as well as brief interventions also
plays a significant role. Due to daily healthcare consultations
brief interventions for PA can be provided in; they have the
potential to reach alarge proportion of the adult population.t*
21 Physical therapists are health professionals who are perfectly
appropriate for delivering health education to patients. In
the comparison with other well-known health professionals,
their practice pattern typically requires expanded time of
patient and prolonged visits.?" In daily practice there are
sort of strategies which have been implemented with proper
counseling sessions.?? Physical activity plays a great role in
other health problems and outcomes likewise, cardiovascular
disease, depression, Type Il diabetes, cardiovascular disease
and malignancies.””®! Inspite of the overpowering proof on the
benefits of physical activity in the prevention, rehabilitation
and management of chronic health diseases, physical activity
levels persist low in all over the world and variable across
people of society. In this study, in most of the countries there
are policy interventions that can bring about population
wide change in physical activity participation. However in
all developing countries it is essential to assist with policy
and standard program, health professionals with necessary
knowledge and expertise are required to participate in
effecting adaptations in physical activity attitude.*® An advice
into action should be translated by patients. They have to
follow advice appropriately, for suitable time and with proper
intensity to improve all problems and function. Patients may
undertake exercise independently from other healthcare
practitioners' advice and encouraged patients may exercise
with little or no benefit without any command.®! Objective of
the study was to observe the physical therapist’s prescription
regarding benefits of active life style of patients.

MATERIAL AND METHOD

The sample consisted of 150 male and female physical
therapist of different hospitals located in Karachi. It was a
cross-sectional study. The sample size was calculated by epi
sample size calculator. This study approved by Institutional
Ethical Review committee of Isra University. The duration of
study was six months from April, 2019 to September 2019.
Practicing Physical therapists were included by convenient
sampling to fill the consent form. Diploma Holders and
undergraduate students were excluded. The modified and
adopted questionnaire physical activity Promotion in the
Physical Therapy Setting (Shirley D et al.™ 2010). Data was
analyzed by the use of software Statistical Packages of Social
Sciences (SPSS) version 20. Frequency, percentage was applied
to examine the physical therapist’s prescription regarding
benefits of active life style of patients. It was also assured to the
participant that the information was completely confidential.

RESULT

Response rate of this study was 100%. Table 1 shows that mean
age is 29.13 years, the working experience mean is 5.37 years,
the mean of number of patients in a week are 39.94 and the
mean of working hours of physical therapist are 39.05 hours.
Figure 1 shows that when prescribe the patient for more
active each day, 28.7% participants were strongly agree, 39.3%
participants were agree and remaining 32% participants were
disagree. Figure 2 shows that when prescribe half an hour or
walking on most day is all the exercise that is needed for good
health, 78.6% participants were agree and 13.3% respondents
were not sure,8% participants were disagree. Figure 3 shows
that when prescribing the benefits of a physically active
life style with patients is part of the physical therapists role,
71.3% participants were strongly agree, 28% were agree and
remaining 0.7% participants were not sure.

Table 1. Demographic details

Variables N Mean Std. Deviation
Age in years 150 29.13 4.393
Working experience in years 150 537 3.977
Average numberof patientsyou 150 3994 15.825
Working hours per week 150 39.05 12.111
Percentage
3
40
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30
r- 3 4
an ¥ Percentage
15 | '
10 |
5 ¥
]
strongly agree Agree Disagree
Figure 1. Prescribe the patient for more active each day
Percentage
7
80
70 1
60 +
50 7
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Agree not sure Disagree

Figure 2. Prescribe half an hour or walking on most day is all the exercise that
is needed for good health
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Figure 3. Prescribing the benefits of a physically active life style with patients
is part of the physical therapists role.

DISCUSSION

The current study indicates that physical therapists believe
on suggestions for health promotion about physical activity
and active life style plays a major part in population. On the
other hand they feel fear to promote proper knowledge
about physical activity due to some obstacles. Mostly,
physiotherapists prefer brief counseling into their treatment
sessions was thought to be the most feasible form of physical
activity promotion in physical therapist practice, by the help
of different styles likewise, brochures. Moreover compare
results of our study with the American study in which physical
therapists of America showed significant believed promotion
of physical activity is the part of physical therapist while our
findings showed same significant believed that active life
style promotion in patient is the part of physical therapist.
In the previous study, mostly physicians that participated in
the research work believed that physicians play a vital role in
physical activity promotion.'™ Similarly, in this study mostly
participants were strongly agree for suggesting to patients
ways to increase daily physical activity in life.

Rea BL et al® has done the study on the role of health
promotion among physical therapist in California, New York
and Tennessee to investigate the perception of practice
patterns. As a result, the most common practice setting was
related to orthopedics same as the result of our study in
which majority physical therapist worked in musculoskeletal
practice area.

Lowe A et al." has done the study on the Physiotherapy and
physical activity: a cross-sectional survey exploring physical
activity promotion, knowledge of physical activity guidelines
and the physical activity habits of UK physiotherapists this
study was to explore PA promotion in routine physiotherapy
practice in the UK. As study showed that

Seventy-seven per cent of respondents routinely discussed
physical activity with patients and 68% routinely delivered
brief interventions. Assessment of physical activity status
was not routine practice, neither was signposting to further
sources of physical activity support. Despite the promising
finding that some form of physical activity promotion is

integrated into most respondents' practice, we report a poor
understanding of brief interventions and poor knowledge
of the physical activity guidelines. Additionally, the majority
of respondents were not sufficiently active to meet current
physical activity recommendations which is not similar with
our study in which mostly respondents were strongly agreed
in discussing the benefits of a physically active life style with
patients is part of the physical therapists role."

CONCLUSION

Mostly physical therapists prescribed the benefits of active
life style of their patients. The further result of this study
concluded that physical therapist agreed to prescribe the
short time exercises on most of the day is better for patient’s
health. The outcomes of this study recommended that the
governing body of physical therapy profession to organized
different programs like workshops and seminars regarding
fitness training.
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Abstract

Aim: The aim of this study is to determine the distribution of
microorganisms isolated in blood culture and their antibiotic
susceptibility retrospectively.

Materials and Methods: This study was conducted at the
Mogadishu Somalia Tiirkiye Recep Tayyip Erdogan Training and
Research Hospital. A total of 76 patients who were hospitalized to
the pediatric clinic between the years of 2016 and 2018, who had
significant reproduction in their culture tests and whose samples
was performed antibiogram test were included. Demographic
datas, microorganism strains and antibiogram results of these
patients were recorded.

Results: The subjects of this study were 37 females (48.7%) and
39 males (51.3%). The mean age of the subjects was 4.68 +4.74 (1
month-18 years) years. 57 (75%) of the reproduced microorganisms
were Gram-positive bacteria, and 19 (25%) were Gram-negative
bacteria. The most commonly isolated bacteria was coagulase-
negative staphylococci (CoNS) by 36.8%. It was followed by
Staphylococcus aureus by 19.7%. The most commonly isolated
Gram-negative bacteria was Escherichia coli by 6.6%. The antibiotic
resistance of CoNS was highest against penicillin G by 85.7%,
ampicillin-sulbactam by 78.6% and trimethoprim sulfamethoxazole
by 75%. The antibiotic resistance of Staphylococcus aureus was
also highest against penicillin G (86.7%), ampicillin-sulbactam
(80%) and trimethoprim sulfamethoxazole (73.3%).

Conclusion: It was thought that necessary that determining the
microorganisms reproduced in blood culture and their antibiotic
susceptibility as periodic and that taking the results of such studies
into account while designing appropriate empirical therapy.

Keywords: Somalia; child; bloodstream infection; blood culture;
antibiotic susceptibility.

Oz

Amag: Bu calismada, kan kulttrinde treyen mikroorganizmalarin
dagiliminin  ve antibiyotik duyarliiginin - geriye  doéntk olarak
belirlenmesi amagland.

Gereg¢ ve Yontem: Bu calisma Mogadishu Somali Turkiye Recep
Tayyip Erdogan Egitim ve Arastirma Hastanesinde yapildi. 2016-2018
yillari arasinda ¢ocuk servisine yatirilan, kan kilttrinde anlamli Greme
olan ve antibiyogram testi yapilan 76 hasta dahil edildi. Bu hastalarin
demografik verileri, mikroorganizma tiirleri ve antibiyogram sonuglari
kaydedildi.

Bulgular: Hastalarin 371 kiz (%48,7), 39'U erkek (%51,3) idi. Hastalarin
yas ortalamasi 4,68 + 4,74 yil olup, yas araligi 1 ay - 18 yil idi. Ureyen
mikroorganizmalarin 57'si (%75) gram pozitif bakteri, 19'u (%25)
gram negatif bakteri idi. En sik izole edilen etken %36,8 ile koagulaz
negatif stafilokok (KNS) idi. Bunu %19,7 ile Staphylococcus aureus
takip etmekte idi. Gram negatif bakteriler icinde en sik izole edilen ise
%6,6 ile Escherchia coli idi. KNSda antibiyotik direnci en fazla %85,7
ile penisilin G, %78,6 ile ampisilin-sulbactam ve %75 ile trimetoprim-
sulfametoksazol'a karsi idi, Staphylococcus aureus'ta ise antibiyotik
direnci en fazla %86,7 ile penisilin G, %80 ile ampisilin-sulbactam ve
%73,3 ile trimetoprim-sulfametoksazol'a karsi idi.

Sonug: Belli araliklarla kan kulttrinde Ureyen mikroorganizmalari
ve bunlarin antibiyotik duyarliligini belirlemenin ve uygun ampirik
antibiyotik seciminde bu calismalarin sonuglarini dikkate almanin
gerekli oldugu distnuldd.

Anahtar Kelimeler: Somali; cocuk; kan doiasimi enfeksiyonu; kan
kaltard; antibiyotik duyarlihig.
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INTRODUCTION

Bloodstream infections (BSls) are medical condition with high
morbidity and mortality despite antimicrobial treatments.
They extend hospitalization periods, increase resistance to
antibiotics and cause increase in healty spendings.'? The
epidemiology of pediatric BSI is affected by various factors
such as age, nutritional condition, vaccination coverage and
geographical location.® Infections related to medical care
in developing countries have a very limited coverage in the
scientific literature.” Pediatric BSI in Sub-Saharan Africa
constitutes as a major medical burden.>

Microorganisms causing BSIs have a wide range. Gram-positive
cocci (staphylococci, streptococci and enterococci) and Gram-
negative bacilli (Pseudomonas Aeruginosa, Escherichia Coli,
Acinetobacter, Klebsiella strains) are the most frequently
encountered causes. Besides bacteria, fungi such as Candida
strains are also responsible for causing BSls.["1%

Blood culture tests are widely used for isolation of BSI-causing
microorganisms. Correct identification of infection factors and
their antibiotic susceptibilty holds the utmost importance
in designing a successful treatment plan and decreasing
mortality. Distribution and antibiotic susceptibilty of BSI-
causing microorganisms vary based on years and regions. For
these reasons, every hospital needs to monitor the distribution
of these microorganisms and the their antibiotic susceptibilty
in terms of guiding an empirical treatment.'"'?

The purpose of this study is to identify distribution of the
microorganisms isolated in blood culture and their antibiotic
susceptibilty together with the demographic characteristics of
the subjects. Because there are no prior studies on this subject
that were conducted in this region in the scientific literature.
With this study, it is hoped to offer appropriate empirical
treatment options and prevent antibiotics resistance, from
forming by identifying the most common microorganisms in
this region and their antibiotic susceptibility.

MATERIAL AND METHOD

This study was conducted at the Mogadishu Somalia Turkiye
Recep Tayyip Erdogan Training and Research Hospital.
The study was carried out by retrospective analysis of the
blood culture test records kept in the automation system
of the pediatric clinic between the years of 2016 and 2018.
Patients who were between 1 month old and 18 years old
that significant reproduction in their culture tests and whose
samples received antibiogram were included in this study.
Duplicate samples of the same subjects and samples thought
to be contaminated with skin flora were excluded from this
study. 93 patients were included in the study. 11 of them
because of contamination and 6 of them because of double
samples were excluded from this study. The demographic
datas, the strains of reproducing microorganism and the
results for antibiogram tests of 76 patients whose samples
met the criteria of this study were registered.

Culture samples were incubated using the BACTEC 9050
(Becton Dickinson, ABD) blood incubation system. Vials with
positive signals were passaged into blood agar, chocolate
agar and ethylene blue media. Identifications performed by
conventional practices were verified with the Analytical Profile
Index (BioMerieux, France) when needed. Antibiograms of the
reproduced microorganisms were conducted in accordance
with the Kirby-Bauer Disk Diffusion method and the criteria of
the Clinical and Laboratory Standards Institute.!'™

Approval was obtained from the ethics committee in the
hospital where the study was conducted. The study was also
conducted in accordance with the Declaration of Helsinki.

Supplementary statistical analyses were used. The categorical

variables were signified with frequency (n) and percentage
(%) values. For the comparison of the categorical variables,
chi-squared test was utilized. For every statistical analysis, the
Statistical Package for the Social Sciences Windows Software
(ver. 22; IBM SPSS, Chicago, USA) was used.

RESULTS

The subjects of this study were 37 females (48.7%) and 39
males (51.3%). The mean age of the subjects was 4.68+4.74
years, and the subjects were between 1 month and 18 years of
age. 57 (75%) of the reproduced microorganisms were Gram-
positive bacteria and 19 (25%) were Gram-negative bacteria.
The most commonly isolated bacteria was coagulase-
negative staphylococci (CoNS) by 36.8%. It was followed
by Staphylococcus aureus (S. aureus) by 19.7%. The most
commonly isolated Gram-negative bacteria was Escherichia
coli (E. coli) by 6.6%. Strains of the reproduced microorganisms
and their frequency are shown in Table 1.

Table 1. Strains and frequency of the reproduced microorganisms

Microorganisms n %

Gram-positive bacteria

CoNS 28 36.8
Staphylococcus aureus 15 19.7
Staphylococcus intermedius 4 53
Enterococcus faecium 3 3.9
Streptococcus pyogenes 1 1.3
Streptococcus pneumoniae 1 1.3
Kocuria kristinae 5 6.6
Gram-negative bacteria

Escherchia coli 5 6.6
Pseudomonas aeruginosa 4 53
Klebsiella pneumoniae 3 3.9
Acinetobacter baumannii 2 2.6
Acinetobacter twoffii 1 13
Burkholderia cepacia 1 1.3
Moraxella lacunata 1 13
Stenotrophomonas maltophilia 1 1.3
Yersinia pseudotuberculosis 1 1.3
Total 76 100

CoNS: Coagulase negative staphylococci
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The antibiotic resistance of CoNS was highest against
penicillin G by 85.7%, ampicillin-sulbactam (SAM) by 78.6%
and trimethoprim sulfamethoxazole (TMP-SMX) by 75%. The
antibiotic resistance of S. aureus was also highest against
penicillin G (86.7%), SAM (80%) and TMP-SMX (73.3%). The
antibiotic resistance of Gram-positive bacteria is shown in
Table 2.

The antibiotic resistance of E. coli was the highest against TMP-
SMX by 80% and against ampicillin, amoxicillin clavulanate
(ACA), ceftriaxone and cefoxitin by 60%. The antibiotic
resistance of Gram-negative bacteria is shown in Table 3.

DISCUSSION

Bloodstream infections in children, if not treated with
appropriate antibiotics, may result in complications and
mortality and cause antibiotic resistance to develop.!" """ Thus,
assessment of the distribution of isolated microorganisms
and their antibiotic susceptibility as periodic for every
region and hospital is important in selecting appropriate
treatment. This study show that the appropriate antibiotics
for treatment of BSIs in this region to be, linezolid, vancomycin
and clindamycin for Gram-positive bacteria, and imipenem,
amikacin and gentamicin for Gram-negative bacteria. In

Table 2. Antibiotic resistance rates of gram-positive bacteria

Staphylococcus  Staphylococcus Enterococcus Streptococcus Streptococcus At
fﬂ"g aureus intermedius faecium pyogenes pneumoniae Kocurlr? I_(l;stlnae
- n=15 n=4 n=3 n=1 n=1 -

Antibiotics n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Ampicillin-

sullaem 22 (78.6) 12 (80) 3(75) 1(33.3) 0(0) 0 (0) 2 (40)

Penicillin G 24 (85.7) 13 (86.7) 3(75) 1(33.3) 1(100) 0(0) 4 (80)

Vancomycin 0(0) 2(13.3) 0(0) 0(0) 0(0) 0(0) 0(0)

Linezolid 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0)

Clindamycin 4(14.3) 4(26.7) 0(0) 1(33.3) 0(0) 0(0) 1(20)

Ciproflokxacin 8(28.6) 7 (46.7) 1(25) 1(33.3) 1(100) 0(0) 2 (40)

TMP-SMX 21 (75) 11 (73.3) 3(75) 3(100) 1(100) 0(0) 3 (60)

TMP-SMX: Trimethoprim-sulfamethoxazole, CONS: Coagulase negative staphylococci

Table 3. Antibiotic resistance rates of gram-negative bacteria

E . Pseudo- . Acineto- Acineto-  Burkhol- Stenotro- Yersinia
scherchia Klebsiella . Moraxella
. monas N bacter bacter deria phomonas pseudo-
coli N pneumoniae " R " lacunata . .
_ aeruginosa _ baumannii twoffii cepacia _ maltophilia  tuberculosis
n=>5 n=3 n=1
n=4 n=2 n=1 n=1 n=1 n=1
Antibiotics n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Ampicillin 3(60) 4 (100) 3(100) 2(100) 1(100) 1(100) 1(100) 1(100) 0(0)
Amoxicillin-
clavulanate 3(60) 4(100) 0(0) 2(100) 1(100) 1(100) 1(100) 0 (0) 0 (0)
Amikacin 1(20) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0)
Gentamicin 1(20) 1(25) 1(33.3) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0)
TMP-SMX 4 (80) 4(100) 3(100) 1(50) 1(100) 1(100) 1(100) 1(100) 0(0)
Cefuroxim 2 (40) 1(25) 3(100) 1(50) 1(100) 0 (0) 0(0) 0 (0) 0(0)
Cefoxitin 3(60) 1(25) 1(33.3) 1(50) 1(100) 1(100) 0(0) 0(0) 0(0)
Ceftriaxone 3(60) 1(25) 3(100) 0(0) 1(100) 0(0) 0(0) 1(100) 0(0)
Ciprofloxacin 1(20) 0(0) 3(100) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0)
imipenem 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0)
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empirical treatment, combination of effective an antibiotic
to Gram-positive bacteria with, and effective an antibiotic to
Gram-negative bacteria will be more suitable.

When prior studies on BSI were examined, it was established
that while Gram-negative bacteria were prevalent in the
1960s and 1970s, in 1980s, an increase in the frequency of
Gram-positive bacteria was observed.'>'9 In current studies,
the most commonly isolated bacteria were reported to be
Gram-positive bacteria at a detection rate between 59.8%
and 80%.""'719 Furthermore, the most commonly isolated
microorganism was reported to be CoNS."'7-2 Moreover, in
this study, the most commonly isolated bacteria were Gram-
positive bacteria (75%), and the most commonly isolated
microorganism was CoNS.

In the study conducted by Karlowsky et al.?? in United States,
they reported that CoNS had the highest antibiotic resistance
against penicillin (68.3%) and erythromycin (40.8%).In the
study conducted by Reynolds et al.?" in UK and lIreland,
they reported that oxacillin-sensitive CoNS had the highest
resistance against penicillin (75.5%) and TMP-SMX (52%). In
the study conducted by Kim et al."*! in Korea, they found that
the highest resistance was against penicillin (96.8%), oxacillin
(84.7%) and erythromycin (71.3%). In the study conducted
by Kaya et al."® in Turkey, they determined that the highest
resistance was against penicillin (70.4%) and erythromycin
(68.1%). In this study, the highest antibiotic resistance was
found against penicillin G (85.7%), SAM (78.6%) and TMP-
SMX (75%). These results show that CoNS has the highest
resistance against penicillin-group antibiotics, erythromycin
and TMP-SMX.

Karlowsky et al.? reported that S. aureus had the highest
antibiotic  resistance against penicillin  (85.7%) and
erythromycin  (30.9%).Reynolds et al.l?" reported that
oxacillin-sensitive S. aureus had the highest resistance against
penicillin (82.5%) and TMP-SMX (31.4%). Kim et al.'™ found
that the highest resistance was against penicillin (95.4%)
and oxacillin (69.8%). In the study conducted by Hill et al.”
in Gambia, they reported that the highest resistance was
against penicillin (71.4%), tetracycline (66.6%) and TMP-SMX
(33.3%).1n a meta-analysis study related with Africa conducted
by Reddy et al?? they reported that the highest resistance
was against ampicillin (90.9%), tetracycline (56.5%) and
erythromycin (43.5%). In the study conducted by Blomberg
et al®in Tanzania, they found that the highest resistance was
against penicillin (100%), doxycycline (65%) and ACA (50%).
Kaya et al.'® reported that the highest resistance was against
penicillin (95.8%) and erythromycin (83.3%). In this study, the
highest antibiotic resistance was found against penicillin G
(86.7%), SAM (80%) and TMP-SMX (73.3%). In accordance
with these results, S. aureus has the highest resistance against
penicillin- and tetracycline-group antibiotics, erythromycin
and TMP-SMX.

Karlowsky et al.?% reported that the highest antibiotic
resistance in E. coli was against ampicillin (47.8%) and
cephalothin (35.5%). Reynolds et al?" determined that
the highest resistance was against tigecycline (89.2%),
minocycline (88.4%) and ACA (56.2%). Kim et al." reported
that the highest resistance was against ampicillin (63.4%),
piperacillin (44.2%) and TMP-SMX (37%). Hill et al.”’ that
reported the highest resistance was against ampicillin (100%),
and TMP-SMX (77.8%). Reddy et al.?? found that the highest
resistance was against ampicillin (91.9%), tetracycline (91.9%)
and TMP-SMX (83.1%). Blomberg et al?! stated that the
highest resistance was against ampicillin (85%), TMP-SMX
(77%) and doxycycline (77%). Kaya et al.'® reported that the
highest resistance was against ampicillin (91.6%) and ACA
(60%).In this study, the highest antibiotic resistance was found
against TMP-SMX with 80% and ampicillin, ACA, ceftriaxone
and cefoxitin with 60%. Thus, these results show that E. coli
has the highest resistance against penicillin, tetracycline- and
cephalosporin-group antibiotics and TMP-SMX.

CONCLUSION

In conclusion, distribution of sepsis-causing microorganisms
and their antibiotic susceptibilty vary over time and between
different geographical locations. Therefore, it is necessary that
conducting studies on this subject and that taking the results
of such studies into account while designing an appropriate
empirical therapy. In this wise, it was concluded that morbidity
and mortality may be reduced and development of antibiotic
resistance may be prevented.
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Abstract

Introduction: Psychiatry and neurology are concerned with central
nervous system dysfunctions; therefore, a common approach to
said diseases is required. The aim of this study was to investigate the
characteristics of psychiatric consultations, diagnostic congruence rates of
psychiatric disorders, and the diagnostic accuracy between psychiatrist and
neurologists in a neurology clinic of a training hospital.

Material and Method: Psychiatric consultations requested between
01.01.2017 and 01.07.2019 were evaluated retrospectively. The accuracy
rate between the final psychiatric diagnosis made by the consulting
psychiatrist and the initial psychiatric diagnosis made by the neurologist
as well as the diagnostic congruence rate between two departments were
examined.

Results: The most common reasons for consultation were agitation
(36.5%), depressive symptoms (23.9%), and history of psychiatric treatment
(18.9%), respectively. The most common diagnoses made by psychiatrists
were depressive disorders (29.7%), anxiety disorders (18.9%), and cognitive
disorders (11.7%). Accurate diagnosis rates were found to be high for
psychotic disorders (100%), bipolar disorder (90.9%), alcohol/substance
use disorders (A/SUD) (83.3%) and cognitive disorders (73.7%), and low for
somatization disorders (50%).and anxiety disorders (29.2%). The diagnostic
congruence between the two physicians was high (kappa=0.62) for A/
SUD and moderate for cognitive and depressive disorders (kappa=0.57,
kappa=0.42).

Discussion and Conclusion: This study showed that A/SUD is well
recognized by neurologists, but anxiety disorder and somatization disorder,
which are commonly seen in inpatients, are poorly recognized. Due to the
limited number of studies in this field, our study is valuable in emphasizing
the importance of recognizing psychiatric comorbidities in the neurological
patient population.

Keywords: Psychiatric consultation, psychiatric disorders, neurology,
psychiatric comorbidity, inpatient

Oz

Amag: Psikiyatri ve noroloji merkezi sinir sistemine ait islev bozukluklariyla
ilgilenmeleri nedeniyle ilgili hastaliklara yonelik ortak yaklasim
gerekmektedir. Bu arastirmada bir egitim hastanesinin noroloji kliniginde
yatarak tedavi goren hastalara istenen psikiyatri konsiltasyonlarinin
ozellikleri, psikiyatrik hastaliklarin tani benzerlik oranlari ve psikiyatri
hekimi ile néroloji hekimi arasindaki psikiyatrik tant uyumunun arastirilmasi
amaclanmistir.

Gereg ve Yontem: Ocak 2017-Temmuz 2019 tarihleri arasinda istenen tim
psikiyatri konsultasyonlari geriye donik olarak degerlendirilmis, konsultan
psikiyatristin belirledigi son psikiyatrik tani ile nérologun belirledigi ilk
psikiyatrik tani arasindaki dogruluk orani ve iki brans arasindaki tani uyumu
incelenmistir.

Bulgular: En sik konsiltasyon istenme nedenleri sirasiyla ajitasyon (%36,5),
depresyon belirtileri (%23,9) ve ge¢miste psikiyatrik tedavi oykusi (%18,9)
olarak bulunmustur. Psikiyatristler tarafindan en sik konulan tanilar
depresif bozukluklar (%29,7), anksiyete bozukluklari (%18,9) ve kognitif
bozukluklardir (%11,2). Dogru taninma oranlari alkol/madde kullanim
bozukluklar (A/MKB) (%83,3) ve kognitif bozukluklar (%73,7) icin yliksek
saptanirken, somatizasyon bozuklugu (%50) ve anksiyete bozukluklar
(%29,2) igin diisiik saptanmistir. A/MKB icin iki hekim arasindaki tani uyumu
yuksek (kappa=0,62), kognitif bozukluklar ve depresif bozukluklar icin orta
diizeydedir (kappa=0,57, kappa=0,42).

Sonug¢ ve Tartisma: Bu calisma A/MKB'nun norologlar tarafindan iyi
tanindigini, ancak yatan hastalarda siklikla goriilen anksiyete bozuklugu ve
somatizasyon bozuklugunun tanisinda yanilgilarin yasandigini gostermistir.
Bu alanda yapilan arastirma sayisinin az olmasi nedeniyle arastirmamiz
norolojik hasta popllasyonunda psikiyatrik es tanilarin taninmasinin
onemini vurgulamasi agisindan degerlidir.

Anahtar Kelimeler: Psikiyatri konsiiltasyonu, psikiyatrik hastaliklar,
ndroloji, psikiyatrik es tani, yatan hasta
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INTRODUCTION

The presence of mental disorder is often overlooked in
inpatients admitted to general hospitals." Similar results
have been reported in patients admitted to neurology clinics
using standardized psychiatric clinical assessment scales.>®
39% of the patients have psychiatric symptoms, but 72% of
them are not recognized by neurologists.” In a study including
56 separate consultation-liaison (CL) units, the referral rate for
psychiatric opinion was 1.4% despite high comorbidity rates
of 30-40%."" In other words, approximately 97% of patients in
a general hospital with a psychiatric diagnosis are not treated
by CL psychiatrists.['#

Epidemiological studies have shown that psychiatric
comorbidity rates in hospitalized patients range from 41.3%
to 46.5%.°' In a study conducted in Turkey, the rate of
psychiatric disorders was found to be 23.4% in inpatients
treated in internal and surgical wards."" The most common
diagnoses in inpatients were organic mental disorder,
depressive  disorder, and alcohol-substance abuse.”
Although the rates and prevalence of comorbid psychiatric
disorders vary in different studies, the presence of psychiatric
comorbidity has been associated with prolonged hospital
stay, increased morbidity and mortality.'>™ Psychiatry
and neurology are concerned with central nervous system
(CNS) dysfunctions and it is important that both branches
collaborate for these diseases."™ Majority of inpatients in
the neurology wards of general hospitals have psychiatric
comorbidities."*'"1 Therefore, it is important for neurologists
to be able to recognize the signs and symptoms of the patient
and to come up with an idea for the diagnosis and treatment
while evaluating patients with a psychiatric disorder. In
cerebrovascular disorder, which is the most common
neurological disease, depressive disorder (DD) is reported to
accompany approximately 50% of individuals.'®2% In addition,
mood disorders are commonly seen with epilepsy and are the
most important psychiatric comorbidity affecting quality of
life and prognosis.?" In Parkinson's disease (PD), 60% of the
patients have psychiatric complaints, while depressive and
anxiety disorder are the most common psychiatric disorders
in PD.22231 |n some studies, symptoms of DD and anxiety have
been reported approximately 5 years before the onset of
PD.2% Studies report that psychiatric disorders are seen at a
varying rate between 15 and 90% in patients diagnosed with
multiple sclerosis (MS), and during the course of the disease
a range of manifestations from depressive mood to euphoria
or psychotic disorder appear.?>? There are limited studies in
Turkey investigating the distribution of psychiatric diagnoses
in neurology wards. However, in one study investigating the
psychiatric consultations requested in a general hospital, the
rates of DD, conversion disorder, and psychotic symptoms
were reported to be 18.5%, 14.8%, and 14.8%, respectively.”?®
Diagnostic rate of DD among patients living in nursing homes
and consultations requested with a preliminary diagnosis of
DD were evaluated in a study, and it was found that DD was
not sufficiently recognized by health professionals.” In many

studies, accurate diagnostic rates of DD®°3%, delirium®334
and conversion symptoms®* by non-psychiatric physicians
or non-physician healthcare workers were investigated. Dilts
et al. investigated the accuracy of psychiatric diagnoses
in the CL service for the first time in the literature.*® They
found that cognitive and SUD were correctly recognized by
non-psychiatric physicians to a large extent, but only half of
the depressive patients were diagnosed.®® Although there
are many studies on psychiatric comorbidity and outcomes
in inpatients, the number of studies investigating accurate
diagnostic rates by non-psychiatric physicians is limited.
143738 In two studies in Turkey, the accurate diagnostic rates
of psychiatric diseases by non-psychiatric physicians were
investigated in the CL services of university hospitals.'**? To
the best of our knowledge, there is no study investigating the
accurate diagnostic rate of psychiatric diseases by neurologists
in neurology patients admitted to a general hospital.

In this study, all psychiatry consultations requested for on-
site evaluation of patients hospitalized in the neurology ward
within a period of 2.5 years were evaluated retrospectively,
and the aim of the study was to investigate the characteristics
of the consultations, accurate diagnosis rate of the neurologist
responsible for the patient's primary care, and the congruence
with the psychiatric diagnosis made by the consultant
psychiatrist.

MATERIAL AND METHOD

In this study, all on-site psychiatric consultations requested
by the Neurology Clinic of Izmir Bozyaka Training and
Research Hospital between 01.01.2017 and 07.01.2019 were
evaluated retrospectively by reviewing the data on the
hospital information management system (HIMS). To screen
the files retrospectively, written consent was obtained from
the head physician of the hospital’s comittee within the scope
of good clinical practice (07.08.2019/124-4). Demographic
information, reason for requesting consultation, neurological
diagnosis and clinical characteristics, psychiatric diagnosis
according to DSM-IV diagnostic criteria were filled out
by reviewing patient records. The primary neurological
diagnosis of patients for whom psychiatric consultation was
requested was made by neurologists using the World Health
Organization's Classification System (ICD 10), which was
registered in the HIMS database.

As in a previous similar study, after consultation and
evaluation of the cases by the psychiatrist, all patients who
were diagnosed as unipolar depressive disorder, bipolar
depressive disorder, dysthymic disorder, depressive disorder
due to general medical condition or drug use were included
in the DD group.”™ Delirium, all dementia types, organic
mental disorders and amnestic disorders were classified as
cognitive disorders. The general psychiatric diagnoses made
by the neurologists were matched with DSM-IV diagnoses.
For example, the consultation request of the neurologists to
evaluate a patient with depressive mood led us to conclude
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that the neurology physician was suspicious of DD, and the
preliminary diagnoses such as depressive mood, pessimism,
and depression were considered as depressive disorders.

SPSS 22 statistical package program was used for data analysis.
Descriptive statistics such as mean, standard deviation and
percentage distributions, as well as parametric tests such as
Student's t test and Chi-square test for categorical variables
were used to evaluate the data. Diagnostic accuracy in
psychiatric consultations was calculated by the ratio of the
diagnoses confirmed by psychiatrists to all consultations
requested by neurologists for that diagnosis. For each
psychiatricdiagnosis category, whether there was a statistically
significant difference between the psychiatric diagnoses of
the two branches was examined by chi-square test and Kappa
statistic was used to evaluate the diagnostic congruence
between the two branches. P<0.05 was considered statistically
significant.

RESULTS

There were 222 patients over the age of 18 who were
requested to be consulted for mental health and diseases
within a 2.5-year period. In the same period, the total
number of patients admitted to the neurology unit was
3675. Psychiatric consultation was requested for 6.4% of
all patients hospitalized in the neurology unit. The mean
age of the patients was 55.44+1.71 (female:54.82+1.85,
male:53.27+1.61). Other sociodemographic characteristics of
the patients are given in Table 1.

Table 1. Sociodemographic characteristics of patients

Age (meanzsd) 55.44+1.71
Education (meanz+sd) 5.74+3.82
Sex
Female n=110 (49.5%)
Male n=112 (50.5%)
Marital Status
Single n=48 (21.6%)
Married n=125 (56.3%)
Widowed/divorced n=49 (22.1%)
Employment Status
Unemployed n=182 (82%)
Employed n=40 (18%)
Socioeconomic Status
Low n=72 (32.4%)
Middle n=145 (65.3%)
High n=5 (2.3%)

32.9% (n=73) of the patients for whom consultation was
requested had previously received psychiatric treatment.
Four patients were found to have attempted suicide during
hospitalization to the neurology unit. The mean duration of
hospitalization in the neurology unit was 8.95+7.21 (1-45)
days, the mean number of hospitalizations was 1.77+£1.75
(1-14) times, the mean time until psychiatric consultation

requested was 3.91+4.62 (0-38) days, and the number of
psychiatric consultations requested during hospitalization
was 1.12+0.37 (1-3).

“Agitation” was the most common reason for psychiatric
consultation by neurology physicians (n=81, 36.5%).
Depressive symptoms (n=53, 23.9%) and past psychiatric
disorder/treatment history (n=42, 18.9%) were among the
leading reasons for consultation. The other stated reasons for
consultation are given in Table 2.

Table 2. Distribution of reasons for psychiatric consultation for patients

n %
Agitation 81 36.5
Depressive symptoms 53 23.9
History of past psychiatric treatment 42 18.9
Application to Health Board 27 12.2
Not specified 7 3.2
Considering delirium 4 1.8
Conversion 3 1.4
Insomnia 2 0.9
Smoking cessation 1 0.5
Suicide attempt 1 0.5
Presence of self-destructive thinking 1 0.5

Ischemic cerebrovascular event (n=72, 32.4%), MS (n=37,
16.7%), epilepsy (n=27, 12.2%) and PD (n=25, 11.3%) were the
most common diagnoses for hospitalization in the neurology
clinic. When the distribution of psychiatric diagnoses of the
patients after evaluation of the psychiatric consultation team
were examined, most common diagnoses were depressive
disorders (29.7%), anxiety disorders (18.9%), and cognitive
disorders (11.2%). The distribution of the diagnosis of
psychiatric disorders is shown in Table 3.

Table 3. Diagnostic distribution of psychiatric disorders in inpatients after

consultation (n=222)

Depressive Disorders 66 29.7
Anxiety Disorders 42 18.9
No Active Psychopathology 26 11.7
Cognitive Disorders 25 11.2
Alcohol-Substance Use Disorders 13 5.9
Conversion-Somatoform Disorders 13 5.9
Bipolar Disorder 12 54
Psychotic Disorders 12 5.4
Others 8 3.6
Adjustment Disorder 5 23

Cognitive Disorders: Delirium, organic mental disorder, dementia
Others: Mental retardation, sleep disorder, simulation

According to the results of this study, accurate diagnosis
rate of depressive disorders was found to be 63.0%. Alcohol/
substance use disorders (A/SUD) were accurately diagnosed
by neurology physicians at a rate of 83.3%. Congruence rate
between the neurologist and the consultant psychiatrist was



171

Journal of Contemporary Medicine

50% for conversion and somatoform disorders and 29.2%
for anxiety disorders. In 83 (36%) patients, psychiatric pre-
diagnosis was not indicated in the consultation request.
Diagnostic congruence rates between the neurologist and
consultant psychiatrist for other diagnoses are shown in
Table 4.

For five categories of psychiatric disorders, the diagnostic
agreement between the two branches was investigated with
the kappa statistics. Psychotic disorders and bipolar disorders
are not analysed due to the low number of cases. It was found
that there was a statistically significant difference in depressive

disorders between the initial diagnosis (DD diagnosed
by neurologist) and the final diagnosis (DD diagnosed by
psychiatrist) (p<0.001) and the diagnostic agreement between
the two physicians was moderate (kappa value=0.424). There
was a statistically significant difference between the initial
and final diagnoses in anxiety disorders and somatoform
disorders (p=0.027, p=0.024), and the congruence between
the two physicians was poor (kappa=0.25; kappa=0.28) for
both groups. Congruence rates between the two physicians
for other diagnoses are given in Table 5.

Table 4. Preliminary diagnoses indicated by the neurologist, and similarity and difference rates of these diagnoses after the evaluation of

patients

Prediagnosis specified by neurology

Rate of first diagnosis con-
firmed by psychiatrist

Diagnosis distribution of patients diagnosed
differently by psychiatrist

Depressive Disorders (n=54) n=34 (63.0%)

Anxiety Disorders (n=8, 14.8%)

Cognitive Disorders (n=3, 5.6%)
Adjustment Disorders (n=2, 3.7%)

No Active Psychopathology (n=2, 3.7%)
Acute Stress Reaction (n=1, 1.9%)
Obsessive Compulsive Disorder (n=1, 1.9%)
Bipolar Disorder (n=1, 1.9%)

Psychosis (n=1, 1.9%)

Conversion (n=1, 1.9%)

Anxiety Disorders (n=24) n=7 (29.2%)

No Active Psychopathology (n=6, 25.0%)
Depressive Disorder (n=5, 20.8%)
Adjustment Disorders (n=3, 12.5%)

Bipolar Disorder (n=1, 4.2%)
Alcohol-Substance Use Disorders (n=1, 4.2%)
Cognitive Disorders (n=1, 4.2%)

Psychotic Disorders (n=5) n=5 (100%)

Cognitive Disorders (n=19) n=14 (73.7%)

Anxiety Disorders (n=2, 10.5%)
Depressive Disorder (n=2, 10.5%)
Psychosis (n=1, 5.3%)

Bipolar Disorders (n=11) n=10 (90.9%)

No Active Psychopathology (n=1, 9.1%)

Alcohol-Substance Use Disorders (n=12) n=10 (83.3%)

No Active Psychopathology (n=2, 16.7%)

Conversion-Somatoform Disorders (n=14) n=7 (50%)

No Active Psychopathology (n=4, 20.8%)
Anxiety Disorders (n=2, 14.3%)
Simulation (n=1, 7.1%)

Patients With Psychiatric Diagnosis Not Specified
(n=83)

Depressive Disorder (n=25, 30.1%)

Anxiety Disorders (n=23, 27.7%)

No Active Psychopathology (n=11, %13.3) Cognitive
Disorders (n=7, 8.4%)

Conversion (n=5, 6.0%)

Psychosis (n=5, 6.0%)

Sleep disorder (n=3, 3.6%)

Alcohol-Substance Use Disorders (n=2, 2.4%)
Mental Retardation (n=2, 2.4%)
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Table 5. Diagnostic accuracy between the two branches in terms of psychiatric disorders

Psychiatric Disorders Positive Expected Value Ki-square test Kappa Value
Depressive Disorders 63% (34/54) <0.001 0.424
Anxiety Disorders 29.2% (7/24) 0.027 0.25
Cognitive Disorders 73.7% (14/19) 0.280 0.57
Alcohol-Substance Use Disorders 83.3% (10/12) 0.523 0.62
Conversion-Somatoform Disorders 50.1% (6/12) 0.024 0.28

p<0.05 statistically significant
Value of Kappa Level of Agreement

0.01—0.20 None
0.21 —0.40 Minimal

0.41 — 0.60 Moderate

0.61 — 0.80 Moderate-Strong

DISCUSSION psychiatric treatment. The varying rates obtained in different

The frequency and clinical characteristics of psychiatric
consultations requested for inpatients in the neurology clinic
of a training hospital and the congruence rates of psychiatric
diagnoses between the two branches were investigated over
a 2.5-year period. In previous studies conducted in Turkey
consultation rate from the psychiatric department varies
between 1.37 and 2.80%."“%*? In the present study, psychiatric
consultation was requested for 6.4% of neurology patients. This
is slightly higher than the rates reported in the literature.”.'743
Studies in Turkey have shown that consultation rate is higher
in internal medicine branches.***1The fact that neurology and
psychiatry are concerned with closely related disorders may
explain the need for higher rates of consultation observed in
this study.l>1”

Inthe present study, 32.9% of the patients for whom psychiatric
consultation was requested stated that they had received
psychiatric treatment before. This result is consistent with
other studies in the literature.**%I Neurology patients needing
the support of another person to provide daily functionality is
among the factors that create a predisposition in individuals for
the development of mental disorders.”# The majority of the
cases (80.6%) needed support for self-care. The mean duration
of hospitalization was 8.95 days, and psychiatric consultation
was requested in the early period of hospitalization on average
1.12 times and within 3.91 days. Because of the high rate of
psychiatric comorbidity in neurology patients, if treatment
planning is not performed, the course of primary disease
and treatment outcomes are affected.”™ It is known that
early diagnosis of psychiatric comorbidities, and initiation of
treatment contribute to the treatment process of the primary
disease. As a result of psychiatric consultation, psychiatric
treatment was initiated in the majority of the patients (75.1%).

Agitation (36.5%), depressive symptoms (23.9%) and history
of psychiatric treatment (18.9%) were the main reasons for
consultation. In previous studies, the reasons for consultation
were 12.8-54.4% for agitation, 13.0-24.5% for depressive signs
and symptoms, and 10.1% for previous psychiatric diagnosis
and treatment.[842454750 The results obtained in the present
study are consistent with the literature, except for history of

studies can be due to reasons such as study populations
(general hospital sample, internal/surgical clinics, etc.),
physicians not being able to recognize psychiatric disorders
correctly or not using the appropriate terminology when
requesting consultation, and neurologists having more
information about psychiatric diseases compared to other
branches.®

The results of our study showed that psychotic disorders,
bipolar disorders, A/SUD and cognitive disorders were
well recognized by neurologists, but anxiety disorders and
conversion-somatoform disorders, which are frequently
seen in inpatients, were poorly recognized. This finding was
not consistent with the results of Dilts et al.*® It is seen that
although the prevalence of SUD is high in inpatients, there
are difficulties in diagnosis.®*¥ The rate of accurate diagnosis
for SUD ranges from 7% to 89% in different studies.*? Similar
to our study, Sertéz et al. also reported that A/SUD was
well recognized by non-psychiatric physicians and anxiety
disorder was poorly recognized.™ In another study, the
diagnostic accuracy of psychiatric disorders in internal and
surgical units of a university hospital was evaluated as 60%
for cognitive disorders, 50% for depressive disorder, 46% for
anxiety disorders, and 0% for the diagnosis of psychosis.* In
the present study, active psychopathology was not detected
after psychiatric evaluation in two of the patients who were
requested for consultation with the diagnosis of A/SUD. The
reason why A/SUD are well recognized by neurologists may be
due to diligently receiving clinical history from the patients,
may be related to their experience in neuropsychiatric
pathologies resulting from alcohol/substance use, or due to
the fact that these patients are often hospitalized because of
physical ilinesses that develop due to alcohol consumption.

In the patients requested consultations for evaluation of
cognitive disorders; two had DD, two patients had anxiety
disorder and one patient had psychotic disorder. Symptoms
such as negativistic attitudes, somatic complaints, difficulty in
maintaining attention and concentration, and forgetfulness,
which are among the clinical signs of DD and anxiety, should
be considered especially in patients who are evaluated with a
preliminary diagnosis of delirium or dementia by neurologists.
2955 Similarly, apathy and psychomotor deceleration, which
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are common symptoms in both DD and hypoactive delirium,
may have led neurologists to decide in favor of delirium or
dementia. Also, disorganized speech and failure to maintain
purpose-oriented activities seen in psychotic disorders should
be considered in congitive evaluation.

DD were correctly recognized by neurologists at a rate of
63%, and moderate agreement was found between the two
branches. In terms of DDs, anxiety disorder (14.8%), cognitive
disorder (5.6%), and adjustment disorder (3.7%) were the most
common changing diagnoses after psychiatric evaluation.
The results showed that neurology physicians particularly had
difficulty in recognizing the symptoms of anxiety disorder.
In the literature, it has been reported that DDs are often
confused with cognitive disorders.2%>¢' Ekmekgi et al. reported
in their study that delirium, anxiety disorders and alcohol-
substance use disorders were the diseases with the highest
rates of confirmation by psychiatry.’*%

In our study, accurate diagnosis rates of anxiety disorders
and somatoform disorders were lower than other disease
groups. DD was found in 20.8% and adjustment disorder
was found in 12.5% of the patients who were consulted by
neurologists with a preliminary diagnosis of anxiety disorder.
Active psychopathology was not detected in 25% of these
cases. Anxiety that occurs in patients with a medical illness
is generally interpreted by non-psychiatric physicians as a
normal response associated with physicalillness or uncertainty
about treatment.®” Since anxiety can also be a symptom of a
mood disorder or other psychiatric disorder, it is important to
recognize it and evaluate for treatment.>%

Medically unexplained physical symptoms sometimes lead
physicians to consider cases as somatization disorder. There
are studies in the literature reporting that conversion and
somatization symptoms are recognized by non-psychiatric
physicians at a rate of 96-100%.53%% Psychiatric diagnoses of
patients referred by neurologists differ from other branches
especially in terms of the diagnosis frequency of somatoform
and dissociative disorders. When the relationship between
neurological and psychiatric disorders is examined, most of
these cases may also exhibit somatization disorder, since an
organic basis for symptoms cannot be found in approximately
30% of neurological patients.*>¢” Ewald et al. reported that 14
of 100 neurological inpatients had a diagnosis of somatization
disorder without organic medical disease, and 26 had both
an organic disease and non-organic symptoms.®? In addition,
somatic complaints may also be a symptom of DD or anxiety.
61 Consistent with this data, active psychopathology was
not detected in 20.8% of the patients with a pre-diagnosis
of somatoform disorder, and 14.3% were diagnosed with
anxiety disorder. 50% of 12 patients with a pre-diagnosis of
somatoform disorder were also diagnosed as somatoform
disorder by psychiatrists.

In this study, 37% of the consultations requested could not
be classified in any diagnostic category by neurologists. The
majority of these cases were diagnosed with DD and anxiety
disorder by a psychiatrist. In an other study examining all
hospital consultations, this rate was reported to be 72%.5% In
our opinion, this may have led to a decrease in the accurate

diagnosis rate of psychiatric disorders. These results are
consistent with the literature indicating that DD and anxiety
disorders are not sufficiently recognized by non-psychiatric
physicians.%6263 For this reason, this study has led us to realize
that the frequency of the disorders in the spectrum of DD and
anxiety seen in neurological diseases is quite high, and that we
gain awareness that neurologists and psychiatrists will work
together in order to plan joint trainings in order to recognize
their clinical symptoms more easily.

Some of the significant limitations encountered during the
study are the retrospective design of the study, its inclusion
of a single center, the lack of face-to-face interviews with the
physician requesting consultation on a case by case basis,
neurologists not classifying the diagnoses based on DSM and
the exclusion of personality disorders.

CONCLUSION

This study showed that A/SUD and cognitive disorders were
well recognized by neurologists, but the recognition rate
of anxiety and somatization disorders was low. Psychiatric
education within the scope of medical and specialty education
mainly focuses on psychiatric morbidity in the population
included in the field of mental health. This affects health
professionals’ recognition of psychiatric disorders in general
hospitals and subsequent psychiatric referral. Considering the
effect of the presence of psychiatric comorbidity on mortality,
morbidity and length of hospital stay, we believe that the
results of our study are valuable in terms of emphasizing the
importance of recognizing psychiatric comorbidities in the
neurological patient population.
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Abstract

Aim: To compare two different consciousness assessment scales
used in intensive care units.

Material and Method: The prospective observational study was
conducted with a total of 29 patients who were followed up in
intensive care units. GCS (Glasgow Coma Scale) and FOUR (Full
Outline of UnResponsiveness) Scores and modified Rankin Scale
(mRS) scores of the patients who were monitored by the same
observer for 10 days in the intensive care units were measured
and recorded. Meanztstandard deviation was used for the values
regarding total scale score means. Pearson’s correlation analysis
was used for comparing total score means.

Results: GCS and FOUR scores and the mean total mRS scored of
the patients on the first day were 6.95+2.25 (range, 3-11), 8.65+2.45
(range, 4-13), and 4.93+0.25 (range, 4-5) respectively. The mean
total scale scores on the 10th day were 6.62+3.27 (range, 3-12),
8.13+3.44 (range, 4-13), and 4.89+0.30 (range, 4-5). A statistically
significant high-degree relationship was found between the mean
total scores of the patients' GCS and FOUR scores (p<0.001).

Conclusion: FOUR can be confidently used instead of GCS for
the assessment of consciousness. Comparisons of GCS and FOUR
score may be conducted with different patient groups and larger
samples. Differences between observers should also be evaluated
when comparing the scoring systems.

Keywords: Consciousness assessment, full outline of
unresponsiveness score, glasgow coma scale, follow-up, nursing

0z
Amag: Yogun bakim Unitesinde kullanilan iki farkli biling
degerlendirme aracini karsilastirmaktir.

Gereg ve Yontem: Prospektif gozlemsel tipteki calisma yogun
bakim Unitesinde izlenen 29 hasta ile yurittldd. Yogun bakim
Unitesinde 10 gun sdre ile ayni gozlemci tarafindan izlenen
hastalarin GKS (Glasgow Koma Skalasi) ve FOUR (Full Outline
of Unresponsiveness) Skoru ile Modifiye Rankin Skalasi (mRS)
odlctlerek kayit edildi.  Olgek toplam puan ortalamalarina
iliskin degerlerde Ortalama+Standart Sapma; toplam puan
ortalamalarinin karsilastirilmasinda Pearson Corelasyon Analizi
kullanildi.

Bulgular: Hastalarin izlenen 1. giinde GKS, FOUR Skoru ve
mRS toplam puan ortalamalari sirasiyla 6,95+2,25 (3-11),
8,65+2,45 (4-13) ve 4,93+0,25 (4-5); 10.gunde 0lgek toplam
puan ortalamalar sirasiyla 6,62+3,27 (3-12), 8,13+3,44 (4-13)
ve 4,89+0,30 (4-5) olarak olculdu. Biling degerlendirmesinde,
hastalarin GCS ile FOUR Skoru toplam puan ortalamalari
arasinda istatistiksel olarak ileri derecede anlamli bir iliski
oldugu saptandi (p<0,001).

Sonug: Hastalarin biling degerlendirilmesinde FOUR Skoru,
GKS vyerine guvenle kullanilabilir. GKS ve FOUR Skorunun
karsilastinimasi farkli hasta gruplari ile daha biylUk 6rneklem
ile yUrattlebilir. Skorlama sistemlerinin  karsilastirlmasinda
gozlemciler arasindaki farkliliklar da dlgulebilir.

Anahtar Kelimeler: Biling degerlendirmesi, full outline
of unresponsiveness skoru, glasgow koma skalasi, izlem,
hemsirelik
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INTRODUCTION

Assessment of consciousness is the best and most practical
way of distinguishing brain dysfunction. For this purpose, the
Glasgow Coma Scale (GCS) was developed by Teasdale and
Jennett in 1974.14 The GCS is a commonly used international
scale for the assessment of comatose patients and allows
rapid identification of changes in patients' consciousness.?*

The GCS, which includes "eye aperture’, "motor response,’
and "verbal response" parameters, is commonly used for
assessing consciousness for diseases such as head trauma,
central nervous system diseases, and concussion.®! However,
the GCS remains incapable of identifying certain neurologic
examinations. It is not designed for detecting different details
of neurologic examinations such as brain stem reflexes and
eye movements. In this sense, it is not adequate for predicting
the patients' condition, especially concerning the verbal
component.!67!

In this direction, Wijdicks et al. developed the Full Outline
of UnResponsiveness Score (FOUR Score), which includes
detailed examinations of abnormal respiratory rhythm, brain
stem reflexes, eye opening and blink reflexes, and motor
responses.'8% Studies state that FOUR is more effective than
the GCS, it provides knowledge about important details such
as brain stem reflexes, eye movement, and respiratory rhythm,
and more studies on this matter are needed.""®'s Furthermore,
FOUR is applicable for patients who are intubated or aphasic
and can be used to identify the severity of coma (abnormal
brain stem reflexes, fluctuant respiratory rate and mechanic
ventilation rate)."®'”7 FOUR is composed of "eye response,’
"motor response,’ "brain stem reflexes,' and "respiration”
parameters. It is thought that it is easier to remember FOUR
than the GCS because each parameter is calculated on a
4-point scale.'"®The studies conducted to date also emphasize
that FOUR is easily applicable by nurses.l%1>18

In this direction, the aim of the study was to compare the
GCS and FOUR by using these scales for assessing the
consciousness of patients in the intensive care unit (ICU).

MATERIAL AND METHOD
Design; A prospective observational study.
Place and sample of the study

In the research, the sample width determination method was
chosen for the relationship between the scale scores. For the
sample size, a value of 0.70 and higher was assumed to be
high and a one-way hypothesis test was performed. Other
parameters required for the calculation of the sample size
are Type | error and Type Il error amount. In order to make a
reliable decision of 95% for type error and 80% for type Il error,
the software is entered as a error 0.5 and 3 error 0.20. G*Power
3.1.9.4 software!™ was used in the calculation. According to
the results of the analysis, the expected sample size was
calculated as 11 people. Accordingly, a sample of 29 patients
seems to be sufficient. The study was conducted with a total

of 29 patients hospitalized in a 6-bed adult ICU of a training
and research hospital in Sakarya, between February and
May, 2019. Patients aged over 18 years who were intubated,
sedated, and monitored in the ICU for at least 10 days and
examined neurologically using the GCS were included in the
research. Patients with spinal cord injury, head trauma, and
those who were discharged before 10 days or who were exitus
(total of 12 patients) were excluded.

Data collection scales

Data of the research were collected using a Patient Information
Form, the GCS, FOUR, and the modified Rankin Scale.

Patient Information Form: This form questioned diagnostic
and operational parameters such as length of ICU stay,
duration of intubation, and duration of mechanic ventilation,
as well as socio-demographic characteristics such as age and
sex (10 items).

Glasgow Coma Scale (GCS): The GCS was developed as a
practical scale in 1974 by Teasdale and Jennett to evaluate the
level of consciousness of patients following acute or traumatic
brain damage.??Although its validity is frequently questioned,
it is still the most commonly used scoring system. It is a simple
and practical scale, especially for admission to the ICU and
monitoring clinical course. A GCS score of 8 or less indicates
severe damage, 9-12 points indicate moderate damage, and
13-15 points indicate minor trauma. The scale is composed
of three different parameters: eye opening, verbal response,
and motor response. The GCS is calculated by adding up
the patient's scores from each parameter. This score ranges
between 3-15 points. A GCS total score of 13-15 means that
the patient is conscious, a score of 8-12 indicates pre-coma,
and scores less than 8 indicate coma. In this study, the break
point of the GCS was a score less than or equal to five (GCS<5).
The Cronbach alpha coefficient was 0.96 in the study.

Full Outline of UnResponsiveness (FOUR) Score: The scale,
which was developed by Wijdicks et al.® as an alternative to
the GCS, was adapted to Turkish by Orken et al.'® The score is
composed of four parameters: eye response, motor response,
brain stem reflexes, and respiration. Scores of 0-4 can be
obtained from each parameter. "0 points" indicate deep
coma, "4 points" indicate full wakefulness and awareness.
The maximum score that can be obtained is 16. This score
outclasses the GCS because it is applicable for patients who
are intubated or aphasic. Moreover, it is easier to remember
and use compared with the GCS because each parameter is
evaluated out of four. Nurses can easily use this score following
training on its use.l'®’>"®The Cronbach alpha coefficient was
0.95 in the study.

Modified Rankin Scale (mRS): This scale was first introduced
by Dr. John Rankin?modified by Warlow et al.?? and used for
thefirsttime by van Swieten etal.?The scaleis used to measure
the degree of disability and dependency of patients with
stroke or other neurologic problems. It is evaluated between
0-6 points; 0 points mean no symptoms, 1 point indicates no
significant disability despite symptoms (able to carry out all
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usual activities), 2 points indicate slight disability (unable to
perform some previous activities but able to carry out own
activities without assistance), 3 points indicate moderate
disability (requiring some help but able to walk without
assistance), 4 points indicate moderate-severe disability (not
able to walk and attend to bodily needs without assistance), 5
points indicate severe disability (bedridden, incontinent and
require constant care), and 6 points mean that the patient is
dead.??! In the mRS, 0-2 points means good prognosis and
3-6 points mean poor prognosis.?® In this study, this scale
was used to monitor the prognosis of patients. The Cronbach
alpha coefficient of the study was 0.97.

Data Collection Process

Socio-demographic characteristics were questioned during
the first encounter with the patients who were admitted to
the ICU. The GCS, FOUR, and mRS scores of the patients were
recorded. Patients were monitored in the ICU for 10 days. Data
were collected by a researcher with ICU experience of more
than one year and who is knowledgeable about GCS and
FOUR scoring. Data were collected by the same researcher
at the same time intervals in order to achieve an objective
evaluation. GCS and FOUR scoring was tested on some patients
prior to the study and these patients were not included in the
study. Scales were calculated by using the original formulae.

Study ethics: The Declaration of Helsinki was abided by
throughout the research. Ethics committee approval was
obtained in writing from Sakarya University Medical Faculty
(Permission No. 12.12.2018/06). Written consent was obtained
from the patients/patients’ relatives.

Data analysis: Data were analyzed using the Statistical
Package for the Social Science for Windows Version 21.0 (SPSS,
IBM). Ordinal variables were evaluated as the arithmetic mean
and standard deviation, minimum, maximum. The results of
total scale score means are given as Mean+Standard Deviation
(SD). Pearson’ correlation analysis was used to compare total
scale score means. Reliability analyses of the GCS and FOUR
are given using Cronbach’s alpha. The significance level was
accepted as p<0.05.

RESULTS

In the research, the mean age of the patients was 76.82+15.55
years, 37.9% were male and 62.1% were female. The patients'
mean length of stay in the ICU was 25 days and the mean
duration of intubation was 24 days. When the medical
diagnoses of the patients were examined, it was seen that
majority of the patients was monitored in the ICU due to
cerebrovascular accident (31.0%) and pneumonia (24.1%)
(Table 1).

When invasive procedures that were performed on the
patients were examined, it was detected that all patients
had urethral catheters inserted (n=29), the majority had
nasogastric catheters (n=22, 75.9%), and none was under
analgesia treatment (Table 2).

Table 1. Medical diagnosis groups of the patients

Diagnosis n (%)
Acute renal failure 2 (6.9)
Cancer 1 (3.4)
Gastrointestinal hemorrhage 3 (10.3)
Chronic heart failure 5 (17.2)
Pneumonia 7 (24.1)
Sepsis 2 (6.9)
Cerebrovascular accident 9 (31.0)

Table 2. Distribution of treatment attempts for patients

Treatments n %

X Yes 0 0.0

Arterial catheter

No 29 100.0
Yes 4 13.8
Central catheter
No 25 86.2
Yes 29 100.0
Urethral catheter
No 0 0.0
X Yes 22 75.9
Nasogastric catheter
No 7 241
X Yes 0 0.0
Analgesic treatment
No 29 100.0

The total score means for the routinely used GCS and
concurrently applied FOUR and mRS on the patients in the ICU
are shown in Table 3. The mean GCS total scores were under 8
for the 10 days of monitoring, and the patients were evaluated
as being in a coma.The total mean FOUR scores was 8-9 points,
also indicating coma. The mean mRS total score of all patients
was >2 in the prognosis evaluation. For the consciousness
assessment of patients included in the research, a statistically
significant high-degree relationship was detected between
the GCS and FOUR (p<0.001) (Table 3).

Table 3. Relationship between the results of FOUR, the GCS, and the
modified Rankin Scale

Follow- 2GCS 3-15 2FOUR 0-16 Lr) mRS 0-5
up Days x*sd (min-max) x*sd (min-max) P x+sd (min-max)
Dav 1 6.95+2.25 8.65+2.45 0.887, 4.93+0.25
Y (3-11) (4-13) 0.001 (4-5)
Dav 2 7.03+2.22 8.82+2.26 0.920, 4.93+0.25
Y (3-11) 4-13) 0.001 (4-5)
Dav 3 6.96+2.32 8.75+2.53 0.953, 4.89+0.30
Y (3-11) 4-13) 0.001 (4-5)
Dav 4 7.48+2.54 9.37+2.71 0.969, 4.89+0.30
Y (3-11) 4-13) 0.001 (4-5)
Day 5 7.10£2.60 8.89+2.85 0.969, 4.89+0.30
Y (3-11) 4-13) 0.001 (4-5)
BevG 7.06+2.53 8.75+2.82 0.965, 4,93+0.25
4 (3-11) (4-13) 0.001 (4-5)
Day 7 7.06+2.84 8.89+3.01 0.964, 4.89+0.30
Y (3-12) (4-13) 0.001 (4-5)
Day 8 6.82+2.91 8.48+2.97 0.966, 4.86+0.35
Y (3-12) (4-13) 0.001 (4-5)
Day 9 6.65+3.01 8.27+3.09 0.964, 4.89+0.30
Y (3-12) (4-13) 0.001 (4-5)
Day 10 6.62+3.27 8.13+3.44 0.974, 4.89+0.30
Y (3-12) (4-13) 0.001 (4-5)
2Values regarding scale total scores are given as Mean+SD.
bPearson correlation analysis was used for comparing scale total scores.
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DISCUSSION

In the study, in which we aimed to compare the GCS and
FOUR in the assessment of consciousness of patients in the
ICU, the correlation between the GCS and FOUR was found
significant at a high degree. FOUR was found to be as effective
as the GCS in assessing the degree of consciousness. In other a
study, the significant relationships were existed between GCS
and FOUR scores with mortality and poor outcomes.?”? There
are other studies indicating good correlations between GCS
and FOUR scores.?%?1 On the other hand, it is reported that
FOUR Score have better sensitivity, specificity, and predictive
ability compared to GCS in patients with endotracheal tube
intubation.B Despite all disadvantages, GCS is affirmed as the
gold standard for evaluating the consciousness and comatose
level of patients.B" The GCS is limited, especially for assessing
verbal response of patients who are intubated and aphasic.
B132n this sense, FOUR eliminates these limitations and allows
the assessment of respiratory parameters and brain stem
reflexes of patients. FOUR is as good as the GCS for predicting
mortality.*¥ FOUR can easily be used by nurses who receive
training on the subject.!'?!

Similar studies have compared the GCS and FOUR in different
patient groups. A study by Jalali and Rezaei found that FOUR
was a better and more comprehensive scale for neurologic
assessment as compared with the GCS."® FOUR has been
reported as being more effective in predicting the mortality
and discharge of patients in pediatric ICUs.”4 On the other
hand, a study by Sahin et al.' found no significant difference
between the GCS and FOUR or implementers. No statistically
significant difference was detected between the GCS and
FOUR in predicting mortality of patients in the ICU with
traumatic brain damage.?” Similarly, in another study, it was
found that FOUR had no distinct advantage over the GCS in
predicting morbidity and mortality of pediatric patients with
head trauma.B2

In our study, the GCS and FOUR were compared in terms of
mean total scores; sub-parameters of the scoring systems were
not examined individually. However, when the mean total
scores of both scores were examined, it was observed that
patients were at the level of coma. This shows that the scores
are consistent. Different studies that individually compare the
sub-parameters of the scores with different patient groups
(e.g. intubated and non-intubated) should be conducted.
Furthermore, this study was conducted in a single ICU with
a single observer. Similar research should be conducted in
different clinics such as emergency units, neurosurgery wards,
and stroke units, and comparisons should be performed
between different observers.

FOUR, which was developed as an alternative to the GCS, is an
easily applicable and valid scale. However, it is not a sufficient
scale to perform full neurologic examinations for patients
with coma.B® This scale also assesses neurological status of
patients with greater accuracy. High sensitivity of FOUR scale
in clinical assessment has eased treatment and monitoring

of patients for the medical team. Using brain stem reflexes
and respiratory pattern, this scale provides an accurate and
correct assessment of patients in coma, and has the ability
to assess minor changes in neurological status of patient.
Therefore, FOUR is recommended as a tool for assessment of
neurological patients with changes in consciousness levels.”

Limitations of the study: The main limitations of the research
are that the research was conducted in a single ICU with only
29 patients, and the patients were evaluated by a single
observer.

CONCLUSION

The study showed that the GCS and FOUR are in a significant
relationship in assessing the state of consciousness of
patients. FOUR is a scale for consciousness assessment that
can be substituted for the GCS. However, it is suggested that
studies comparing FOUR and the GCS with larger samples and
different samples should be conducted. In addition, scales for
assessing consciousness for patients in the ICU that can be
used easily by nurses should be developed.
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Abstract

Background: In this study, patients undergoing carotid
endarterectomy with primary closure or patch angioplasty
for carotid artery disease were evaluated retrospectively and
our early results were presented.

Methods: In our clinic, fifty-five patients who performed
carotid endarterectomy for carotid artery disease between
November 2013 and May 2017 were enrolled in the study.
The files of patients were reviewed retrospectively. These
patients were divided into two groups as Group 1 (primer
closure group, n =32) and Group 2 (patch angioplasty
group, n = 23). Both groups were compared in terms of
demographic data, surgical technique, complications, and
early results.

Results: There were no statistically significant differences
in terms of intensive care unit stay and hospitalization,
postoperative neck hematoma/exploration, postoperative
renal failure, and the other demographic data,
symptomatology, surgical technique, >30-day stroke, >30-
day restenosis, >30-day death between both groups.

Conclusion: Our study results have shown that the closure
of arteriotomy with primary or patch angioplasty after
carotid endarterectomy is a safe method in terms of early
results.

Keywords: Carotid endarterectomy, angioplasty, carotid
artery stenosis, mortality

Oz

Amag: Bu calismada karotis arter hastaligr icin primer kapama
veya yama anjiyoplasti ile karotis endarterektomi uygulanan
hastalar retrospektif olarak degerlendirildive erken sonuclarimiz
sunuldu.

Yontemler: Klinigimizde Kasim 2013-Mayis 2017 tarihleri
arasinda karotis arter hastaligi icin karotis endarterektomi
uygulanan elli bes hasta ¢alismaya dahil edildi. Hasta dosyalari
retrospektif olarak incelendi. Bu hastalar Grup 1 (primer
kapatma grubu, n = 32) ve Grup 2 (yama anjiyoplasti grubu,
n = 23) olarak iki gruba ayrildi. Her iki grup demografik veriler,
cerrahi teknik, komplikasyonlar ve erken sonuglar agisindan

karsilastirld.

Bulgular: iki gurup arasinda yogun bakimda kalis ve hastaneye
yatis, postoperatif boyun hematomu / eksplorasyonu,
postoperatif bobrek yetmezligi, semptomatoloji, 30 ginlik
inme, 30 gUnlik restenoz , 30 gUnlidk 6lim agisindan anlaml
fark tespit edilmedi.

Sonug: Arteriyotominin karotis endarterektomi sonrasi primer
veya yama anjiyoplasti ile kapatilmasinin erken sonuglar
acisindan guvenli bir ydontem oldugunu gostermistir.

Anahtar Kelimeler: Karotis endarterektomi, anjiyoplasti,
karotis arter stenozu, mortalite
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INTRODUCTION

Carotidarterydisease (CAD)isoneofthemostimportantcauses
of stroke. Currently, carotid endarterectomy (CEA) is accepted
as the gold standard treatment option for severe carotid
artery stenosis (CAS)."" A number of studies demonstrated
that CEA can reduce the rates of stroke and death in patients
with internal carotid artery stenosis independent of symptom
status.

Eastcott and colleagues ®'reported the first case of successful
surgical intervention to CAS in 1954. Several studies suggested
that surgical treatment of the carotid stenosis is superior to
medical treatment with respect to preventing cerebrovascular
complications and increasing quality of life in patients with
severe CAS.124

A number of techniques are proposed to patch up the
arteriotomy after CEA operation, and they are primer closure,
prosthetic patch angioplasty, venous patch angioplasty, or
biomaterial patch angioplasty.® Of these techniques, the
patch angioplasty is commonly performed after carotid
endarterectomy. In fact, patch angioplasty is standard practice
duetoitsrelationto lower rates of carotid restenosis and stroke.
571 Although there are a number of different approaches,
currently, there is no consensus about the optimal method of
arteriotomy closure after the carotid endarterectomy.

In the present study, we aimed to compare the clinical
outcomes of the primer closure and the patch angioplasty for
the carotid endarterectomy.

MATERIAL AND METHOD

A total of 55 patients (37 males and 18 females; the mean
age was 70.9 years) data, who underwent the carotid
endarterectomy between November 2013 and May 2017 at
Kayseri City Training and Educational Hospital were evaluated
retrospectively. The Local Clinical Research Ethical Committee
approved the protocol of the current study. Due to the
retrospective nature of the current study, the requirement for
written informed consent was waived by the committee.

Demographic data and comorbid conditions of each patient
were recorded. The patientsincluded in the current study were
divided into two groups: Group 1 (primer closure (PC) group,
n=32), and Group 2 (patch angioplasty (PA) group, n=23).
The 15 patients (27.3%) were neurologically asymptomatic,
whereas the 40 (72.7%) patients had neurologic symptoms
related to carotid stenosis before the surgery. The neurologic
symptoms were defined as TIA or stroke within six months
before the surgery. All the patients were examined by means
of carotid artery ultrasound and computed tomographic
angiography (CTA) or magnetic resonance angiography (MIRA)
orconventional digital subtractionangiography (DSA) toassess
the degree of carotid stenosis. The carotid endarterectomy
was performed when the carotid artery stenosis was =60% in
asymptomatic patients and =50% in symptomatic patients.
The patch angioplasty was performed with a Dacron patch or

bovine pericardial patch in Group 2. We used the processed
bovine pericardial patch for the patients, who underwent CEA
with the biological patch (Lemaitre Vascular, Inc, Burlington
MA 01803, USA). The patch was washed with sterile saline
solution, following the manufacturer’sinstructions prior to use.
The Dacron patch used almost exclusively was the Hemashield
Platinum Finesse (Maquet Cardiovascular, Inc, Wayne, NJ, USA).
Standard dual antiplatelet therapy (acetylsalicylic acid 100
mg/day and clopidogrel 75 mg/day) was routinely ordered
following the carotid endarterectomy on postoperative day
one. Postoperative neck hematoma/exploration, acute kidney
injury, length of hospital stay (days), ICU stay (day), duration
of surgical procedure (minutes), rates of 30-day stroke, and
30-day mortality were assessed for each surgical procedure
performed. Postoperative stroke was described as any major
neurologic deficit confirmed by the clinical judgment of the
attending physician and/or results of a brain CT.The restenosis
was described as the presence of significant stenosis in the
operated carotid artery (=50% stenosis at the endarterectomy
site with Doppler ultrasound study).

Surgical Procedure

All the patients included in this study underwent a standard
carotid endarterectomy surgery under general anesthesia.
In some cases, coronary artery bypass grafting (CABG) was
carried outalong with CEA, which was performed before CABG.
After the longitudinal incision was made along the anterior
border of the sternocleidomastoid muscle, the subcutaneous
tissues were passed, and then the carotid sheath was reached.
After the carotid sheath was opened, the common carotid
artery, internal and external carotid arteries, and superior
thyroid artery were exposed and isolated. The carotid bulb
was injected with 1% lidocaine hydrochloride, which affects
the carotid baroreceptor and prevents reflex sympathetic
bradycardia. A bolus of 5000 IU heparin was administered
intravenously for systemic anticoagulation before clamping
the carotid arteries. A longitudinal arteriotomy was performed
after systemic heparinization. Afterward, the carotid
endarterectomy was performed. The arterial wall was irrigated
with a heparinized saline solution. After the atheromatous
plaque was completely removed, tacking sutures were placed
proximally and distally unless no ledge was evident at either
end of termination of the endarterectomy. We measured the
pressure of the carotid stump in all the patients. The carotid
stump pressure was maintained above 40 mmHg and an
inotropic drug was administrated, if necessary. Cerebral
Oximeter was not used to evaluate cerebral oxygenation in
all the patients. The CEA procedures were performed without
shunting. The arteriotomy was closed either as primary or
with a patch including Dacron or bovine pericardial patch.
Primer arterial closure or prosthetic patch angioplasty were
performed regardless of the size of the ICA in all cases.

Statistical analysis

Descriptive data derived from the results of the present study
were presented as meanzstandard deviation or median-
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interquartile range depending on the distribution type of the
continuous variables. Categorical variables were summarized
as number and percentage. Kolmogorov-Smirnov test
was used to check the normality of the numeric variables.
Depending on the patient groups studied, Fisher Exact test
was utilized for comparisons of categorical variables, whereas
independent samples t-test and Mann Whitney U test
were used to compare continuous variables when data are
normally and non-normally distributed, respectively. Jamovi
(jamovi project (2018). jamovi (Version 1.0.7) [Computer
Software]) retrieved from https://www.jamovi.org) and JASP
Team (2018, Version 0.10.2 [Computer Software]) were used to
perform statistical analyses. A p value (<0.05) was considered
statistically significant.

RESULTS

developed acute kidney injury, and three patients had stroke
over 30 days after CEA. There was no difference between PC
and PA groups with regard to the developed complications.
In general, restenosis was detected in three patients, and in
this respect, the repeat groups did not show any meaningful
difference. The carotid stenosis was determined to be 50% in
three patients with restenosis. Therefore, these patients were
followed up with medical treatment. None of the operated
patients had contralateral severe carotid artery stenosis. Over
30 days postoperation, the mortality rate was 5.5% and there
was no difference between the groups. Perioperative patient
characteristics and complication rates were presented in
Table 2.

Table 2. Perioperative characteristics and complication rates of primary

closure and patch angioplasty groups

i ini Complication rates Whole
The . study aims to compare the clinical outcomes of and perioperative group PA(N=23) PC(n=32) p-value
surgical techniques, primer closure, and patch angioplasty  characteristics (n=55)
with different patch materials, performed after CEA. The  Asymptomatic,n (%) 15(27.3) 8(34.8) 7(219) 0.289
demographic characteristics of the patients were summarized  symptomatic, n (%) 40(72.7) 15(65.2) 25(781) 0363
in Table 1. There was no significant difference between the  30-Day Death, n (%) 3(55) 1(4.3) 2(62) 0.759
patient groups in terms of demographic characteristics,  Preoperative LMWH 6(109) 143) 5(156) 0186
. . e . 0 . " . .
frequencies of chronic coexisting disorders, stroke, and lherapy' n M’;
. . . reoperative Statin
transient ischemic attacks (TIA). i et 00 16 (29.1) 7 (30.4) 9(28.1) 0.852
Preoperative 3-Blocker
Table 1. Baseline demographic characteristics of whole study population Therapy, n (%) 20EE) 0EE) 10E 0.352
and primary closure and patch angioplasty groups Preoperative
Variables Whole Group PCgroup  PAgroup Antiplatelet Therapy, 7(12.7) 3(13) 4(12.5) 0.952
(n=55) (n=3) (n=32) value n (%)
Age (years), Mean+SD 7093+9.16 70614859  71.16:967 0829 Preoperative Myocardial g 1.5 s017) 304 000
Gender, male, n (%) 37(67.3) 14(609)  23(719) 0561 Infarction, n (%)
) AR :
Hyperlipedemia, n (%) 21(382) 6(26.1) 15(469) 0162 (Ljngt)h °(f,/"')°5p'ta' Sty 9154383 9304385  903+385  0.800
Diabetes mellitus, n (%) 38(69.1) 18(783) 20(62.5) 025 ERE) M
; Length of ICU Sta:
H ,n (9 2(3. 2(6. ] € Yy . . -
ypertension, n (%) (36 0(0) 63) 0504 (days), Median IOR] 101-3] 101-3] 1[1-2.5] 0.743
COPD, n (%) 11(20) 4(17.4) 7(219) 0.745 Duration of operation
Smoking, n (%) 14(255) 7(304) 7(219) 0472 (minutes ), Mean, SD 92.78+2449 95.74+25.70 90.66%+23.76 0.453
CKD history, n (%) 4(73) 143) 3(94) 0479 CABG + CEA, n (%) 13 (23.6) 6(26.1) 7(21.9) 0.717
ASO, n (%) 1(1.8) 0(0) 13.1) 0392 Right CEA, n (%) 22 (40) 10 (43.5) 12(37.5) 0.655
CAD, n (%) 29(52.7) 15(65.2) 14(43.7) 0.116 Left CEA, n (%) 33(60) 13 (56.5) 20(62.5) 0.782
TIA, n (%) 18(32.7) 5(21.7) 13 (406) 0141 ASA classification, n (%)
Stroke, n (%) 23(41.8) 11(47.8) 12(37.5) 0444 | 2(3.6) 1(43) 13.1)
ASO: arteriosclerosis obliterans; CAD: coronary artery disease; CKD: chronic kidney disease; COPD: 1l 15 (27.3) 3(13) 12 (37.5)
chronic obstructive pulmonary disease; SD: Standart Deviation; TIA: transient ishemic attack. 0.078
Descriptive statistics for normally distributed variables were given as mean+SD and Independent 1] 37 (67.3) 19 (82.6) 18(56.3)
Samples t test was used for comparison. Descriptive statistics for categorical variables were given as
number (%) and Fisher Exact test was used for comparison. \% 1(1.8) 0(0) 1(3.1)
Postoperative neck
hematoma/exploration, 1(1.8) 0(0) 13.1) 0.392
n (%)
S . o . )
Right-sided CEA was performed in 22 cases (40%), while left >30-day stroke, n (%) 3(55) 143) 2(63) 0759
. . N
S|de.d CEA was performed in 33 cases (60%). |r.l group 2, the Postoperative acute e e -~ 0295
bovine pericardial patch was used in 11 patients and the  kidneyinjury,n (%) : ‘ ‘
Dacron patch was used in 12 patients for patch angioplasty. Of ~ =30-day restenosis, 3(5.5) 1(43) 2(6.3) 0.905
. : 0 . n (%) : : : :
all the patients, 15 patients (86.5%) were asymptomatic and
=>30-day aea n (7o,
>30-day death, n (%) 3(5.5) 1(4.3) 2(6.3) 0.905

40 patients (72.7%) had neurologic symptom:s.

A total of five patients developed several complications
related to CEA. One patient underwent postoperative neck
exploration due to surgical site hematoma, one patient

ASA: American Society of Anesthesiologists; ASO: arteriosclerosis obliterans; CABG: coronary artery
bypass grafting; CEA: carotid endarterectomy; ICU: intensive care unit; IQR: Interquartile Range; SD:
Standart Deviation.

Descriptive statistics for normally distributed variables were given as mean+SD verilip and Independent
Samples t test was used for comparison. Descriptive statistics for variables that didn’t have normal
distribution were given as median [IQR] and Mann Whitney U test was used for comparison. Descriptive
statistics for categorical variables were given as number (%) and Fisher Exact test was used for comparison.
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DISCUSSION

This study compared retrospectively the rates of restenosis
and stroke as well as other surgical complications in patients,
who had undergone CEA either with primary closure or with
patch angioplasty. The main finding of the current study was
that there was no significant difference between the groups in
terms of the restenosis, the stroke, or the other surgery-related
complications. In contrast to the literature, the primary closure
was not associated with increased perioperative stroke and
restenosis rates in the current study.

Several studies indicated that the carotid endarterectomy
reduces the risk of stroke and related mortality in patients
with both the symptomatic and the asymptomatic CAS.
B9 |ndications of treatment for carotid artery disease are
determined by factors associated with the neurological
symptoms, the degree of carotid stenosis, the presence of
coexisting chronic diseases, the vascular and local anatomical
features, and the carotid plaque morphology.*

The exact characterization of CAS with the appropriate
imaging modalities is of crucial importance before the CEA
performed. We used DUS as the first-line imaging modality for
diagnosis. After deciding on the carotid endarterectomy, the
CAS was confirmed by either CTA or MRA.The main advantage
of the CTA or MRA compared to DUS is their ability to evaluate

the aortic arch as well as the extra- and intracranial circulation.
1ol

According to the 2017 guidelines of the European Society for
Vascular Surgery (ESVS), the CAS is defined as ‘symptomatic’if
the patient had related symptoms in the preceding 6 months
and ‘asymptomatic’ if no prior symptoms are seen or when
symptoms have occurred >6 months before diagnosis. The
CEA should be considered in patients with an asymptomatic
60-99% stenosis if the perioperative stroke/death rates are
below 3%, and the patient’s life expectancy is greater than
five years (Class lla, Level B). In the symptomatic patients, who
have 70-99% carotid stenosis, the documented procedural
death/stroke rate is below 6% and the CEA is recommended
(Class I, Level A).l"@

The CEA has remained the standard management strategy for
severe carotid artery stenosis.In the present study, we preferred
the conventional CEA rather than eversion endarterectomy for
all the patients due to technical ease. When compared to the
primary arterial closure, patch angioplasty is associated with
fewer strokes and lower restenosis rates.""'? Therefore, the
patchplasty is now considered to be the standard of practice
for the patients undergoing conventional CEA. Although a
previous meta-analysis revealed that the patch angioplasty
was associated with lower restenosis and perioperative stroke
rates,'™ a recent retrospective study performed by Huizing E
et al." questioned this assumption. These authors suggested
that, in patients with symptomatic CAS, there was no
difference in PA and PC groups in terms of restenosis, stroke,
or death rates.'™ After this study, Huizing E et al." performed
a meta-analysis based on moderate-quality trial data, and
they found that perioperative stroke and restenosis rates
were lower in the patients undergoing PA when compared to
those undergoing PC."™™ The meta-analysis of Huizing E et al.l'™

confirmed the results of previous meta-analyses, in which the
PA was deemed safer when compared to the PC technique. As
we could not detect a difference regarding to restenosis and
stroke rates between the two procedures, the results of the
current study were not in agreement with the meta-analysis
results of Huizing E et al." The lack of this difference might
be due to the retrospective nature of the present study and a
relatively small sample size.

The primary closure or the patch angioplasty decision is
based in part on the anatomical features of the carotid artery.
However, there is still no unanimous agreement in regarding
to the selection of the closure method. The recent reports
suggested that a patch angioplasty is indicated for the
patients, whose internal carotid artery diameters are smaller
than 4-5 mm to prevent perioperative stroke and occlusion.
el Clagett and colleagues'” reported that the primer
closure method could be safely chosen in the anatomically
appropriate patient groups due to their lower restenosis rates.
The CEA operations were performed regardless of the size of
the ICA at our Institution/Hospital.

The arteriotomy closure can be performed either with an
autologous venous patch or synthetic materials such as
Dacron, polytetrafluoroethylene (PTFE), bovine pericardium,
and polyester urethane.®'® When compared to prosthetic
patches, bovine pericardial patches have several advantages,
which are more biocompatible, easy to handle, associated
with less suture line bleeding, and possibly have reduced
infection risk."”'These advantages of bovine pericardium
lead to its widespread use during the CEA. In this context, we
also used a Dacron patch and a bovine pericardial patch and
obtained similar results.

The use of shunting during the carotid endarterectomy (CEA)
to prevent the development of stroke is still controversial.
Although some studies supported the use of shunting, others
suggested that there was no additional advantage when
using a shunting procedure.®?Calligaro and colleagues
21221 reported that adequate carotid perfusion is provided
if the carotid stump pressure is above 40 mmHg, whereas
some authors stated that the stump pressure above 25
mmHg is sufficient. Bicer et al.?® emphasized that the carotid
endarterectomy could be performed with low morbidity
and mortality without shunting by providing normocapnia,
controlled backflow from the internal carotid artery, and
controlled hypertension. We noted that the stump pressure
was above 40 mmHg and no shunting was required in our
cases.

It was reported that almost half of the patients, who undergo
carotid endarterectomy, have coronary artery disease. In
the previous studies, synchronous surgery for the carotid
endarterectomy, and the coronary bypass was recommended
in these patients.?** The CAS causes nearly one-third of the
post-CABG stroke cases. Postoperative stroke is a major source
of morbidity and mortality in patients undergoing CABG.*
Our results indicated that no difference existed concerning
major complications of surgery between the patients
undergoing simultaneous CEA/CABG and those undergoing
only CEA.
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In the current study, we may have some limitations since
we have performed a retrospective analysis, and therefore,
we could make a clear conclusion regarding which surgical
method is safer. Moreover, we had a relatively small case
number, which made it hard to detect the subtle differences
in complication rates. Indeed, adverse event rates were quite
small in this study. On the other hand, we did our best to
evaluate the complete picture of the perioperative phase of
these patients, who underwent the CEA. We also presented a
detailed report regarding surgical methods, some aspects of
which are still debatable.

In conclusion, based on the retrospective analysis of the CEA,
our results verified comparable safety of the CEA either with
PA or with the PC method in contrast to the previous studies.
Moreover, the restenosis, perioperative stroke, and mortality
rates did not differ between the patient groups. Further
studies are needed to end the ongoing debates on technically
choose of better procedures.
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Abstract

Aim: Atrial fibrillation is frequent in patients with rheumatic mitral
stenosis. Numerous factors have been proposed to support the
pathogenesis of atrial fibrillation in mitral stenosis. Because of the
most leading rhythm disorder for morbidity and mortality, the
identification of its independent risk factors is very important for
the prevention, and treatment of atrial fibrillation. The present
study investigated the risk factors for atrial fibrillations in patients
with moderate to severe mitral stenosis.

Material and Method: This retrospective study included 307
patients (217 female, 90 male) with isolated moderate to severe
rheumatic mitral stenosis. The patients were divided into two
groups according to the existence of atrial fibrillation. Group 1
included patients with atrial fibrillation (188 patients) and Group
Il without atrial fibrillation (119 patients). A comparison of two
groups was made according to demographical like age and
echocardiographic parameters including MVA, MVG, SPAP, left
atrium diameter and mean valve score.

Results: In comparison of Group | and Group I, left atrium
diameter was 4.60+0.61 vs. 4.73+0.71; respectively, p=0.132, MVA
was 1.09+0.18 vs. 1.20+0.85; respectively, p=0.360), MVG was
11.31£3.86 vs. 10.78+3.32; respectively, p=0.251, SPAP was 48.41+
14.83 vs.47.80+13,45; respectively, p=0.813,and mean mitral valve
score was 7.60+1.77 vs. 7.72+1.66; respectively, p=0.613. All of
them were similar in both groups. Only age was significantly higher
in patients with atrial fibrillation (42.45+12.37 vs. 34.77+10.50;
p<0.001, respectively)

Conclusion: This study presented that the age is an important
factor for development of Atrial fibrillation in isolated rheumatic
mitral stenosis.

Keywords: Age, atrial fibrillation, mitral stenosis

0z

Amag: Atriyal fibrilasyon ritmi romatizmal mitral darlikli hastalarda
sik goruldr. Mitral darlikta atriyal fibrilasyonnun olusumunda pek ¢ok
faktortn etkili oldugu 6ne strtlmustdr. En dnde gelen élumcdl ritim
bozuklugu olmasi nedeniyle, bagimsiz risk faktorlerinin bilinmesi
atriyal fibrilasyonun tedavisi ve dénlenmesi icin cok dnemlidir. Mevcut
calismada orta ve ileri mitral darlikl hastalar icin atriyal fibrilasyon
yonunden risk faktorlerini arastiriimistir.

Gere¢ ve Yontem: Bu calisma geriye dontk olarak orta ve ileri
romatizmal mitral darlik tanili 307 hastayr (217 kadin, 90 erkek) icerir.
Galisma gruplari atriyal fibrilasyon varligina gore siniflandiriimistir.
Hastalar iki gruba ayrilmislardir, grup 1 (atriyal fibrilasyonlu hastalar,
188 hasta), grup 2 (atriyal fibrilasyon olmayan hastalar, 119 hasta).
Iki grubun karsilastinlmasi yas, ortalama kapak alani (MVA), ortalama
kapak gradiyent (MVG), sistolik pulmoner arter basinci ( SPAP), sol
atriyum capi ve ortalama kapak skora gore yapildi.

Bulgular: Sol atriyum capi 4,60+0,61 cm ve 4,73+0,71 cm; p=0,132)
idi. MVA 1,0940,18 cm? ve 1,20+0,85 cm? p=0,360 idi. MVG 11,31+3,86
mmHg ve 10,78+3,32 mmHg; p=0,251 idi. SPAP 48,41+£14,83 mmHg
ve 47,80+13,45 mmHg; p=0,813 idi. Ortalama kapak skor 7,60+1,77 ve
7,72+1,66; p=0,613 idi. Yas ise atriyal fibrilasyonlu hastalarda belirgin
olarak daha yuksekti (42,45+12,37 ve 34,77+10,50; p<0,001).

Sonug: Bu calisma atriyal fibrilasyonun olusumunda yasin énemli bir
etken oldugunu gostermistir.

Anahtar Kelimeler: Yas, atriyal fibrilasyon, mitral darlik
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INTRODUCTION

Atrial fibrillation (AF) is common in patients with rheumatic
mitral stenosis (MS) and association with increase the risk of
systemic embolization and mortality." Moreover, prevalence
of systemic emboli at autopsy in MS patients with AF has
been founded 41%." The pathogenesis of AF in MS have
been proposed many factors, including mitral valve area,
valvular calcification, greater mitral valve score, right atrial
pressure, increasing age, duration of mitral valve disease, left
atrial dilatation, and fibrosis.®” Therefore, the recognition of
risk factors is important for the prevention, and treatment of
AF because of high morbidity and mortality. The aim of this
study was to investigate the risk factors for AF in patients with
moderate to severe MS.

MATERIAL AND METHOD

This retrospective study included 307 patients (217 female,
90 male) with isolated moderate to severe rheumatic mitral
stenosis. The Atiim University Medicana International
ethics committee approved the study protocol (Ethics
Committee-2020/2). The populations were categorized
according to the existence of atrial fibrillation. The patients
separated into two groups; as Group 1 with atrial fibrillation
(188 patients), as Group Il without atrial fibrillation (119
patients). A comparison of two groups was made according
to age, mean valve area (MVA), mean valve gradient (MVG),
systolic pulmonary artery pressure (SPAP), left atrium diameter
(LA) and mean valve score (MVS).

Exclusion Criteria

Additional high grade valve disease (moderate or severe
mitral regurgitation, aortic stenosis, and aortic regurgitation),
valve prosthesis,severe coronary artery disease, left
ventricular hypertrophy, left ventricular systolic dysfunction,
thyroid disease, diabetes mellitus, chronic obstructive lung
disease, primary pulmonary hypertension, systemic arterial
hypertension, collagen tissue disease, any type of cardiac
surgery.

Echocardiography

Transthoracic echocardiography was done using a 2.5 MHz
transducer. All measurements were made following the
American Society of Echocardiography’s recommendations.®!
The size of the left atrium was calculated in the parasternal
long-axis view by M-Mode echocardiography. Mean transmitral
valve gradients (MVG) were measured by continuous-wave
Doppler echocardiography. The diastolic pressure half-time
method was used for calculating mitral valve area (MVA) and
tricuspidregurgitate velocity was used to measure systolic
pulmonary artery pressure (SPAP).

The mitral valve score was evaluated using by Wilkins scoring
system.”! The Wilkins score involves a semi quantitative
grading of mitral leaflet thickening, mobility, calcification, and
subvalvular thickening, each on a scale of 1 to 4.

Statistical Analysis

Kolmogorov-Smirnov test was used to evaluating with
regard to normal distribution of continuous variables. The
two independent sample t-test was used to comparison
of continuous variables. Multivariate models for age were
constructed with Standard regression techniques and
considered only variables univariate significant. Comparisons
of categorical variables for the two groups were analyzedby
Chi-Square test. Relations among study parameters were
evaluated using Spearman’s test. The effects of age on
occurrence of AF were assessed with logistic regression
analysis. All continuous variables are presented as mean+SD
and all categorical variables are presented as count and
percentage. P values <0.05 were considered to indicate
statistical significance. This was done using the software
program for Windows (SPSS, Inc., Chicago, lllinois).

RESULTS

The study populations was classified according to the existence
of atrial fibrillation in electrocardiography: patient who had
atrial fibrillation were classified as Group 1 (188 patients; 136
females, 52 males), and those without atrial fibrillation were
classified as Group 2 (119 patients; 81 females, 38 males). A
comparison of two groups was made according to age, MVA,
MVG, SPAP and left atrium diameter and mean valve score.

Left atrium diameter (4.60+£0.61 vs. 4.73+0.71; p=0.132),
MVA (1.09:£0.18 vs. 1.20=0.85; p=0.360), MVG (11.31+3.86
vs. 10.7843.32; p=0.251), SPAP (48.41+14.83 vs. 47.80+13,45;
p=0.813),and mean mitral valve score (7.60+1.77 vs.7.72+1.66;
p=0.613) were similar in both groups. Age was significantly
higher in patients with atrial fibrillation (group 2) than in
patients without atrial fibrillation (group 1) (42.45+12.37 vs.
34.77+10.50; p<0.001, respectively) (Table 1).

Table 1. Comparison of patients with atrial fibrillation and without atrial

fibrillation.

Group | Group Il

(n=188) (n=119) E P
Age 347741050  42.42+1237 5828  <0.001
MVA (cm?) 1.09+0.18 120£085 1423  0.157
Valve score 7.60+1.77 7724166 0628 0530
MVG (mmHg) 11314386  1078+332 1241 0216
SPAP (mmHg) 48411483  47.80+1345 0332 0740
LA diameter (cm) 4.60£0.61 473071 1634  0.103

MVG was a significant different between groups after study
parameters adjusted for age (Table 2). MVG was lower in
group 2 than group 1.In Spearman correlation test, significant
correlation was found in comparison MVG, and age (r=-0.260,
p<0.001)

There was a significant correlation between AF and age in
correlation analysis (Table 3)
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Table 2. Multivariate analysis results of patients with atrial fibrillation and

without atrial fibrillation (adjusted for age)

F P
MVA (cm?) 2424 0.090
Valve score 1.559 0.212
MVG (mmHg) 11.012 <0.001
SPAP (mmHg) 2.132 0.120
LA diameter (cm) 1.589 0.206

Table 3. Correlation analysis results of atrial fibrillation and risk factors for
AF

Valve LA
Age  MVA . MVG  SPAP i eter
b 0326 0053 0029 -0066 -0013 0086
fibrillation : ’ ’ ’ i .

The relation of AF and age was assessed using Logistic
regression analysis that age is important factor on occurrence
of AF (Odds ratio=1.061, 95% Cl=1.038 -1.085, p<0.001).

The differences between groups and mitral valve calcification
score were not statistically significant (x2=0.946, p=0.814 vs.
32=2.730, p=0.435, respectively).

There was no significant difference in gender (x=0.642,
p=0.423) and RBBB (2=3.726, p=0.054). Left atrial thrombus
existence in transesophageal echocardiography was
statistically more common in group 2 (15.1%) than group1
(2.1%) (x2=18.508, p<0.001).

DISCUSSION

Atrial fibrillation is the most frequent persistent arrhythmia
seen in clinic observation. The prevalence of AF has been
reported 0.4% in general population.'” In another study, the
prevalence has established from 0.1% in individuals <55 years
old to 9% in >80 years old."" Moreover, Diker E et al.'? stated
that the frequency of AF was 29% in patients with isolated
mitral stenosis. The frequency of persistent AF increases
with age. AF seems even more frequent in paroxysmal,
asymptomatic cases.™

Structural, inflammatory and fibrotic changes in left atrium
have been found to be important in the genesis of atrial
fibrillation.*"IChronic inflammation in the atrial myocardium
effects an significant role in the progress of atrial fibrosis in
patients with AF. Histological signs of chronic inflammation
have been shown powerfully associated with AF.1"®!

Kabukcu M et al.”? stated that older patients with AF had a
longer disease development and more serious symptoms.
The authors claimed that MVA and MVG didn't change in
patients with mitral stenosis with and without AF. Another
study stated that the age showed to be the only independent
factor correlated with the presence of fine subtype of AF in
this population.""The presence of mitral annular calcification
was predictor for responsible to genesis AF in with mitral
stenosis.'® We established no association among AF and
valve calcification. We found that MVA and MVG were similar

and no differences between groups. However, we establish
important relationship between age and AF in patients with
mitral stenosis. We detected that the frequency of AF was
38.7% and age was only significant factor on occurrence
of AF and more common in older patients with MS. AF and
aging have relationships. Both the prevalence and incidence
of AF increase sharply above 65 aging.'? Unlike, our study
population age was younger than many epidemiological
studies.

CONCLUSION

This study has revealed that AF is common in patients with
MS. The age is a significant factor for genesis of AF.
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Abstract

Background: Palliative care practice, aimed at improving
psychosocial and physical quality of life without the aim of
providing medical cure, is under development in our country. We
aimed to reveal the implementation strategy and success of a short
palliative care education program organized for health workers in
our institution.

Method: This descriptive and cross-sectional study was
conducted at the Palliative Care Research and Application Centre
of Gaziosmanpasa University in Tokat. As part of implementation
strategy, an educational program for all nurses, technicians and
other hospital staff (office personnel and etc.) was organised. A test
was applied to measure the knowledge levels of the participants
in the education program about palliative care before and after
the training. The same test was given to hospital personnel who
did not participate in the education program after 4 weeks, and
pre- and post-test results of attending staff and the test results of
non-attending staff were compared and analysed via SPSS Statistic
20 program.

Findings: There were 120 women (63.2%), 70 men (36.8%)
participants in attending group and 42 women (45.2%), 51 men
(54.8%) participants in non-attending group. Rate of correct
response to ‘Which of the following is not suitable for the definition
of palliative care?’ question, increased 14.7% and reached 55.8%
in attending group. The non-attending group expressed that they
have learned palliative care from attending group with 73.7%.
Conclusions: This study showed that there is a high level of lack
of knowledge about palliative care among healthcare workers and
that a statistically significant level of awareness can be achieved via
a brief education program.

Keywords: Palliative Care, awareness, education program, hospital
staff

0z

Girig: Tibbi sadaltim amaci olmadan psikososyal ve fiziksel yasam
kalitesiniiyilestirmeyi amaclayan palyatif bakim uygulamasi, Glkemizde
gelisme  asamasindadir.  Calismamizda  kurumumuzdaki — saglik
calisanlart icin duzenlenen kisa palyatif bakim egitim programinin
uygulama stratejisini ve basarisini ortaya koymayi amagladik.
Yontem: Tanimlayici ve kesitsel tipteki bu calisma Tokat
Gaziosmanpasa Universitesi Palyatif Bakim Arastirma ve Uygulama
Merkezinde gerceklestirilmistir. Uygulama stratejisinin  bir pargasi
olarak, tim hemsireler, teknisyenler ve diger hastane personeli icin bir
egitim programi diizenlenmistir. Egitim programina katilanlarin egitim
oncesi ve sonrasl palyatif bakima dair bilgi dizeylerinin 6lctlmesi
icin bir test uygulanmistir. Ayni test 4 hafta sonra editim programina
katilmayan hastane personeline de verilmis, katilan personelin test
oncesi ve sonrasl sonuglari ile katilmayan personelin test sonuglari
SPSS Istatistik 20 programi ile karsilastirilmis ve analiz edilmistir.
Bulgular: Egitim programina katilan grupta 120 kadin (%63,2),
70 erkek (%36,8) ve katilmayan grupta 42 kadin (%45,2), 51 erkek
(%54,8) bulunmaktaydi. “Asagidakilerden hangisi palyatif bakimin
tanimi icin uygun degildir?” sorusuna dogru yanit orani katilan grupta
egitim programi sonrasinda %14,7 artmis, %55,8'e ulasmistir. Egitim
programina katilmayan gruptaki ¢alisanlarin %73,7'si palyatif bakima
dair bilgileri egitim programina katilan arkadaslarindan ¢grendiklerini
ifade etmistir.

Sonug: Bu calisma, saglik calisanlari arasinda palyatif bakim konusunda
ylksek dizeyde bilgi eksikliginin oldugunu ve kisa bir egitim programi
ile istatistiksel olarak anlamli bir farkindalik dizeyine ulasilabilecegini
gostermistir.

Anahtar Kelimeler: Palyatif bakim, farkindalik, egitim programi,
hastane personeli
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INTRODUCTION

Palliative care practice, which can be defined as a holistic
health service aimed at improving psychosocial and physical
quality of life without the aim of providing medical cure, is
under development in our country. In Turkey, palliative
care, which is considered as ‘terminal stage patient care,
‘supportive care’ and ‘pain management, has not been fully
understood yet.®!It has been implemented into the healthcare
system by the Ministry of health authorities within a framed
context and was supported by authorised institutions. In
recent years, palliative care units have been opened in many
health institutions, especially in tertiary healthcare centres.®
Palliative care is a holistic, active, and individualised care with
family support led by an interdiciplinary team. It is a cloaked
form of a form of treatment that has been going on for many
years, even though it has come up more frequently in recent
years.>®! Due to the lack of palliative care competence and
curriculum deficiency in traditional education programs,
deficiency of health workers about this topic have been
emphasied in various studies.”!

The palliative care education is not included in the standard
medical and nursery curriculum programs. However,
palliative care requires knowledge, experience and skills
in communication, spirituality, culture and psychosocial
issues of patients and their families. Without appropriate
information to healthcare personnel, the implementation of
palliative care could be quite difficult. Studies have shown
that healthcare professionals in palliative care units had
problems in communication and decision-making due to lack
of knowledge." Palliative care was considered one of the
most important topics between 2010-2015 in the agenda of
national cancer control program, as PALLIA-TURK project was
developed by the Ministry of Health® As of 2019, palliative
care is provided in 384 centers in 81 provinces.""'? However,
considering health care workers, patients and their relatives,
the level of knowledge and awareness of palliative care is not
at the intended point in Turkey. The putative reasons could
be the social structure of Turkish society, lack of palliative
care in medical curriculum, and lack of awareness in the
society and healthcare professionals.' As palliative care units
open in Turkey, the information requirements of healthcare
professional and other staff in hospital increase.

The hospitals are multidiciplinary units functioning as a
big and cooperative team. It includes healthcare personal,
supporting personal and administrative staff. The harmony
among each profession makes the healthcare facility work as a
successful and single unit. We decided to inform and train the
supporting personal along with healthcare personal about
palliative care unit.

Therefore, our study aimed to reveal the results of the palliative
care awareness education program organised for hospital staff
and healthcare professionals in an university hospital during
the implementation of palliative care unit.

MATERIAL AND METHOD

This descriptive and cross-sectional study was conducted
at the Palliative Care Research and Application Centre of
Gaziosmanpasa University in Tokat between 15.10.2015
and 15.02.2016. Our palliative care center started to provide
outpatient services as of November 2015 and inpatient
services as of November 2017. In order to overcome the
lack of information of the both healthcare and hospital staff
about palliative care and to introduce our newly opened
center, an education program including working principles,
target patient groups, multidiciplinary nature of palliative
care etc. was organized. The introductory material used for
education was prepared by the palliative care working group
consisting of surgical oncology, anesthesia, family medicine,
emergency medicine, public health, faculty of health sciences
academics, volunteer nurse, dietitian, psychologist, social
worker and students. Education presentations were made
by two responsible physicians. The announcement of the
education program was made verbally to the hospital staff
through the department supervisors. After the presentation
lasting approximately 40 minutes, a discussion of 20 minutes
was held. Groups called by partition. A total of 5 education
sessions were organized. A test to evaluate the information
level of attendants about basic principles of palliative care
was prepared by palliative care study group. This test was
applied to participants as both pre- (before the presentation)
and post- (after the presentation). Four to 6 weeks later from
education date, the other personnel who cannot attend
education program for different reasons, and working in same
departments, were asked to undergo the same test along
with a survey which contain ‘Do you know palliative care?’ and
‘Who did you learn palliative care from, how?' questions. Six
of these surveys excluded from the study because of missing
answers and totally 93 personnel were included in the study
as control group.

Acquired data were analyzed via SPSS Statistic 20 program.
Descriptive data are indicated by number (n), percentage (%),
Chi-square test was used to test the differences. p<0.05 value
is accepted statistically meaningful.

RESULTS

Demographic Data

In our study, there were 120 women (63.2%), 70 men (36.8%)
and mean age of participants was 31.8 in attending group
while 42 women (45.2%), 51 men (54.8 %) and mean age was
34 in non-attending group. Other data are stated on Table 1.

The effect of palliative care education on awareness

Rate of correct response to ‘Which of the following is not
suitable for the definition of palliative care?’ question,
increased 14.7% and reached 55.8% in attending group. This
ratio is statistically meaningful higher than correct response
ratio which is 34.4% in non-attending group. (p<0.05)
About correct response ratio of this question, there was no
meaningful difference between control group and pretest of
attending group (p>0.05).
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Table 1. Demographic data about participants

Attending Group Control Group
n % n %

Gender

Male 70 36.8 51 54.8

Female 120 63.2 42 45.2
Age

20-29 79 41.6 19 214

30-39 84 44.2 60 64.5

40 and over 27 14.2 14 15.1
Working years

Less 5 years 94 49.5 24 25.8

5-9 years 37 19.5 33 355

10 years and more 59 31 36 38.7
Job

Nurse 81 42.6 60 64.5

Technician 85 44.7 17 18.3

Auxiliary hospital staff 24 12.6 16 17.1

Thinking about ‘Palliative care serves to whom’ question,
ratio of correct response in posttest of attending group is

Thinking of question which valuation of six sentences about
palliative care as true or false, five sentences these 1-'Palliative
care only deals with the care of terminal stage patients,
2-'Palliative care is only the duty of physicians interested in
this specialty, 3-‘This team should have support after the
patient's death., 4-‘Palliative care should be carried out with
the concepts of foundation and volunteering.!and 5-'Palliative
care aims to evaluate the patient with a holistic approach!
are valuated correctly statistically meaningful higher in
posttest of attending group than non-attending group
(p<0.05) while there is no statistically meaningful difference
in valuation about ‘Palliative care should be conducted with
a multidiciplinary and interprofessional approach’ sentence.
(p>0.05) About this question when compared of pretest of
attending group and control group, it is detected statistically
meaningful differences in only ‘Palliative care is only the
duty of physicians interested in this specialty’ and ‘Palliative
care aims to evaluate the patient with a holistic approach!
sentences. (p<0.05) (Table 3)

Table 3. Evaluation of the expressions about palliative care

statistically meaningful higher than non-attending group Pretest Posttest ControlGroup
imi ‘definiti i iati ! Expressions
(p<0.QS).S|m|IarIyabout deflnltpn Qfldea!pglhatlvecare‘team P Correct Wrong Correct Wrong Correct Wrong
question, correct response ratio is statistically meaningful (%) (%) (%) (%) (%) (%)
higher in posttest of attending group than non-attending Palliative care only
group (p<0.05) (Table 2). Similarly in evaluation of these gfetae];‘;"i';';ltgtiézfe 237 763 479 521 129 871
2 questions there was no meaningful difference between patients
control group and pretest of attending group (p>0.05). Bellfeitve @i
only the duty of
thedu 658 342 789 211 409  59.1
hysicians interested
Table 2. Distribution of correct response rates to questions aimed at i’?']t)llqis specialty
defining palliative care
Pretest Posttest Control Group Ehis team Shgu:nf 935 - 053 . 56 i
Question Correct Wrong Correct Wrong Correct  Wrong tl?e\e/%;ltjigﬁt(‘)sr dieaffrm ’ ’ ’ ’
(%) (%) (%) (%) (%) (%)
Which is not suitable Palliative care should
for the definition of  41.1 58.9 55.8 442 344 656 be conducted witha
palliative care? multidiciplinaryand ~ 91.6 8.4 94.2 5.8 88.2 11.8
interprofessional
Palliative care serves approach.
0 258 742 563 437 151 84.9
towhom Palliative care should
be carried out with
Which defines the the concepts of 81.6 184 97.4 2.6 86 14
ideal palliative team? 632 368 889 111 473 527 i e i
volunteering.
This team should
L. L. have support after 74.2 25.8 93.7 6.3 69.9 30.1
Peer education in palliative care the patient's death.
Personnel in non-attending group answered “Do you know
palliative care?” question as ‘yes’ 40.9% and ‘no’ 51.9%. About | Who should give 411 589 558 442 344 656
' . ... , . . palliative care first? ’ : ’ ) ’ ’
Who did you learn palliative care from, how?’ questions, it
was answered as ‘from my friends who participate palliative Where s it better
care education program’ 73.7 % and ‘other’ 26.3 % among fortpa"tla?vecar% 258 742 563 437 151 849
participant who express knowing palliative care. ‘Do you {’ﬁe;‘fgnsaﬂia%ee”g

know palliative care?’ question was answered as ‘yes' 40.9%
and 'no’ 51.9% by control group. About ‘Who did you learn
palliative care from, how?' questions, it was answered as ‘from
my friends who participate palliative care education program’
73.7% and ‘other’ 26.3% among participant who express
knowing palliative care.

There was no significant difference between the attending and
control groups in the responses to the questions of support
to palliative care due to the philanthropic culture felt in many
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areas in our society. The question ‘What is your opinion about
supporting palliative care centers?, which was asked to the
participants, was highly answered in both groups. (Table 4).

Table 4. Distribution of thoughts about supporting palliative care

What is your

opinion on Pretest Posttest Control Group
supporting

paliativecare  ymper % number % number %
centers?

| cannot

support 4 2.1 1 5 8 8.6
Ido not

ST 4 2.1 1 5 0 0
Economic

support 6 3.2 7 3.7 16 17.2
Iwantto be

avolunteer 47 24.7 51 26.8 10 10.8
support

lomriifomnss 26.8 50 263 23 247
part-time . . .
Social support 20 10.5 22 11.6 36 38.7
Total 190 100.0 190 100.0 93 100.0
DISCUSSION

Education program of palliative care was successful in terms of
awareness-building for hospital personnel in our institution.
Comparing posttest and pretest in education group,
recognition of palliative care was higher about questions of
target patient population and palliative care team. Similarly
comparing posttest education group and control group
correct respond rate statistically meaningful higher. Palliative
care is defined by World Health Organisation as ‘to improve
the quality of life of patients and their families through early
identification, accurate evaluation and appropriate treatment
of pain and many other physical, psychological, social and
psychological problems associated with life-threatening
diseases.!"¥! Regarding ‘definition of palliative care’ question,
the fact that rate of correct answer of post-test in attending
group is higher and absence of statistically meaningful
difference between control group and education group
pretest data emphasises importance of education program.
In study of Bahcecioglu et al. with senior students in nursing
department, it was seen that participants identified palliative
care as 'to improve the quality of life of the individual in the
terminal period’" In study of Wechter et al. it was reported
that experience in end-of life care in medical education
significant contributions for students.'™ In study of Billings et
al. in USA it is detected that 35% of medical students did not
encounter any terminal patients.!"®

Thinking ‘palliative care team’ question which examine
multi-diciplinary feature, was answered correctly higher in
post-test according to non-attending group. In the studies
multi-dicipliner feature of palliative care highlighted and

emphasied importance of communication and cooperation in
coordination for enclosing the patient with a support network.
Palliative care team is identified as doctor, nurse, assistant
health personnel, volunteers, social worker, religious official
and others.® Considering cooperation with other related
departments and principles of comprehensive and holistic
clinic approach, we believe that family physician should be
team leader/coordinator of the multidisciplinary palliative
team.

Considering the opinions of healthcare workers about
expressions with palliative care, rate of correct valuation about
sentences which determine palliative care is not only given to
end-patients, palliative care is not only the duty of physicians
interested in this specialty, palliative care aims to evaluate
the patient with a holistic approach, palliative care should be
carried out together with the concepts of charity (foundation
etc.) and volunteering and this team should have support
after the patient's death, is higher in posttest in education
group than control group. This result shows that the subjects
mentioned in the education are conveyed to the participants.

Similarly considering ‘Who should give palliative care first?’
question which was prepared for the purpose of to emphasize
importance of patient’s relatives and ‘Where is it best for
palliative patients to spend their final stages?” which was
prepared for the purpose of to state eligibility to spend the
last period at patient’s own home, rate of correct answer was
statistically meaningful higher in posttest education group
than control group. (p<0.05) Literature review show that it is
known that many terminal patients, especially cancer patients,
want to spend the last stages of their lives at home. Modern
medicine approach also suggests that the last period of care
at home. In the study of Citil et al."® with medical faculty
students, it was reported that the majority of the participants
expressed their opinion that patients should spend their
last period at home. In another study, the coordination of
palliative care services and home care units was emphasied
in order to achieve this."”In the study of Yildizer et al, about
‘Where can palliative care be provided? question 43.7% of the
participants responded as‘in the oncology centers;, while only
2.8% responded as ‘at home'l"® In the study of Guiltekin et al
with nurse department students it is detected that 42.5% of
the participants think palliative care is appropriate in special
palliative care center and 68.3% of the participants think
palliative care which is at home is deficient.™

Feedbacks about our education program, which was
approximately 1 hour, indicated the lack of palliative care
education in healthcare workers. In many studies, it was
emphasied that one of the problem of the palliative care is
the lack of education and training of health workers about
symptom management and palliative care skills.”® In the
studies, it is detected that when medical students can follow
cancer patients or get communication skills education, they
are more willingful and well-informed about discussion
diffucult topics and helping deciding of patients. However
in order to generalize and to be sustainable more education
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programs are needed in longer terms.”?? In the study of Citil
et al."¥ with students of Tokat Gaziosmanpasa University
medical faculty, it is seen that 75.7% of participants want to
get education about palliative care and 44.8% of want to work
in palliative care clinics after graduate. Despite these thoughts
of students, awareness of them about palliative care was not
at the desired level. In the study of Yildizer et al.'® answers
of participants against to ‘What are the trainings you will
need if you have to work in a palliative care center?’ are pain
management (67%), pulmoner rehabilitation training (53.4%),
invasive care training (51.7%), wound care training (22.7%),
feeding tube training (20.4%), mouth care training (11.3%)
and all of these (5.7%), respectively.

Palliative care, an area where health workers are often lacking
in education and experience, has positive provisions on a
voluntary basis in society. In spite of all the problems in the
above mentioned about education, the main dynamic of the
rapid expansion of palliative care in our country is the high level
of volunteering on the subject in society. We have experienced
the synergistic effect of our volunteers many times in our own
clinic. In our study, in question about supporting the palliative
care, the participants stated that they wanted to support the
palliative care regardless of the participation in the education
program. In the education group, we found that 3 out of 4
people who pointed out that they do not / cannot support
choices in the pre-test, changed their answers after education
in the direction they wanted to support.

Positive change in the attitudes of the participants about the
palliative care practice is more effective than the success of
informing for employees in our education program

Limitations: The fact that our study was conducted only
in Tokat Gaziosmanpasa University Health Research and
Application Center and inadequate education hours for
employees with heavy workloads limited our access to
employees.

CONCLUSIONS

Our study is guiding to show that there is a high level of lack
of knowledge about palliative care among healthcare workers
(nurses, technicians and auxiliary hospital staff) who provide
service to palliative care patients, frequently encountered in a
tertiary health care facility, and that a statistically significant
level of awareness can be achieved via a brief information
education program. We would like to emphasize the
importance of supporting healthcare professionals with both
licence education and in-service training programs in order to
maintain palliative care services that are gaining importance
day by day. Many studies have done about palliative care
intended for doctors and nurses. High point of our study is
targeting to educate not only nurses but also other hospital
staff. For effectiveness of these education programs we pay
attention to togetherness and work place harmony. Further
studies are needed and it should be supplied that palliative
care practices can be included in the education curricula of
health workers.
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Abstract

Aim: We evaluated the clinical feature and the responses to
treatments in patients diagnosed and/or followed as chronic
immune thrombocytopenic purpura.

Method: Medical charts of 150 patients diagnosed and/or followed
as immune thrombocytopenic purpura at Ondokuz Mayis Medical
Faculty between 2003 and 2011 were analyzed retrospectively. As
first-line treatments, steroids-based treatment and intravenous
immunoglobulin were used as medical therapy. In patients,
who had no response to first and second courses treatments,
splenectomy, danazole, rituximab and other immunosuppresive
drug were performed.

Results: The median follow-up of 150 patients was 15 months
(range 2-83 months). Thrombocytopenia was incidentally detected
in 51 (34%) of the cases. During the study period, 21 (14%) the
patients were followed up without treatment. First line medical
therapy were given to 129 (86%) patients. Of them, complete
response were seen in 93 (72%) patients, partial response in 14
(11%) patients and none response in 22 (17%) patients. There was
no significant benefit of high dose steroid therapy over the standard
dose therapy (p=0.59). Of the 107 patients who had response to
the treatment, relapse were observed in 48 (45%) within 2,5 years.
Of 40 patients, there were complete response in 15 (38%) patients,
partial response in 9 (22%) patients and none response in 16 (40%)
patients. Splenectomy was performed in 38 patients. Of the 48
patients, complete response was achieved in 32 (84%) patients,
partial response in 2 (%5) patients and none response in 4 (16%)
patients. Relapse was observed in 12 (35%) patients.

Conclusion: This study showed that steroids-based treatment
and splenectomy are very effective treatment in immune
thrombocytopenic purpura patients. Only 13 (8.6%) patients in our
study needed further treatment.

Keywords: Immune thrombocytopenic purpura, bleeding,
corticosteroid, splenectomy

Oz

Amacg: Kronik immun trombositopenik purpura tanisi konan ve/veya
izlenen hastalarin klinik &zellikleri ve tedavi yanitlari degerlendirdik.
Yontem: Ondokuz Mayis Tip Fakultesi'nde 2003-2011 yillari arasinda
immun trombositopenik purpura tanisi konan ve/veya takibi yapilan
150 hastanin tibbi kayitlari geriyeddntk incelendi. Birinci basamak
tedavi olarak steroid bazli tedavi ve intravendz immunglobulin
kullanildi. Birinci ve ikinci basamak tedavilerine cevap vermeyen
hastalara splenektomi danazol, rituksimab ve diger immunsupresif
ilaglar uygulandi.

Bulgular: 150 hastanin ortanca takip sdresi 15 ay (aralik 2-83 ay)
idi. Olgularin 51'inde (%34) trombositopeni tesadifen saptanmisti.
Galisma suresi boyunca 21 (%14) hasta tedavisiz takip edildi. 129
hastaya (%86) birinci basamak tibbi tedavi verildi. Bunlardan 93'Unde
(%72) tam yanit, 14'Unde (%11) kismi yanit ve 22 (%17) hastada
herhangi bir yanit gérilmedi. Yiksek doz steroid tedavisinin standart
doz tedavisine goére anlamli bir faydasi yoktu (p=0,59). Tedaviye yanit
veren 107 hastanin 2,5'inde 48 (%45) niks gorildd. 40 hastanin
15'inde (%38) tam yanit, 9'unda (%22) kismi yanit ve 16'sinda (%40)
yanit goértlmedi. 38 hastaya splenektomi uygulandi. 48 hastadan
32'sinde (%84) tam yanit, 2'sinde (%5) kismi yanit ve 4'Unde (%16)
yanit gortlmedi elde edildi. On iki hastada (%35) niks gorulda.
Sonug: Bu calisma immun trombositopenik purpura hastalarinda
steroid bazli tedavi ve splenektominin ¢ok etkili bir tedavi oldugunu
gostermistir. Calismamizda sadece 13 (%8,6) hasta daha ileri tedaviye
ihtiya¢ duydu.

Anahtar Kelimeler: immiin trombositopenik purpura, kanama,
kortikosteroid, splenektomi
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INTRODUCTION

Immune thrombocytopenic purpura (ITP) is an acquired and
autoimmune disease characterized by low platelet count
and generally mucocutaneous bleedings, which is diagnosed
with the exclusion of the other causes of thrombocytopenia.
ITP is classified as acute and chronic according to duration of
thrombocytopenia. Acute form usually seen in children, which
most often resolves spontaneously or after a short course of
steroids. Chronic ITP, which occurs frequently in adults, is
defined as a low platelet count which persists more than 3
months. In adults, the annual incidence of ITP is 5/100,000. It is
commonly seen between 30-40 ages. In the physiopathology
of the disease, the recognition of the antibody-coated
platelets binding the macrophages of reticuloendothelial
system through Fc receptors, primarily in the spleen, and their
removal by phagocytosis plays a role.'® Steroids, intravenous
immunoglobulin (IVIg) and anti-D therapies are generally
considered asfirst-line therapy in patients with ITP.The patients
who fail to respond to those therapies undergo splenectomy.
For the patients who don't respond or are not eligible for those
therapies, although rituximab and thrombopoietin receptor
agonists (TPO-RAs) have been usually preferred nowadays,
immunosuppressive therapy and/or danazole are the other
treatment alternatives.®4

In this study, we retrospectively evaluated the initial clinical
features, the therapeutic response and the clinical course in
150 patients with chronic ITP at our center.

MATERIAL AND METHOD

In this study, we retrospectively reviewed the medical charts
of 150 patients diagnosed and/or followed as ITP at Ondokuz
Mayis Medical Faculty, Department of Internal Diseases,
Division of Hematology between 2003 and 2011. All patients
had chronic ITP, which was defined as a platelet count
<150,000/mm? that had been present for at least 3 months
with no clinical or laboratory findings that could account for
it. In addition to a detailed physical examination and drug
history, the whole blood count, evaluation of the stained
peripheral blood smear, biochemical profile, routine tests of
hemostasis, serological tests for HIV and hepatitis B (HBV) and
C (HQV) viruses, and antinuclear antibody (ANA) and anti-
double-stranded DNA (anti-ds-DNA) for collagen vascular
diseases were studied.

Treatment was given to patients with a platelet count below
30,000/mm? and/or bleeding. As first-line treatments, steroids
based treatment including standard dose steroids (SDS) (1
mg/kg/day), high dose steroids (HDS) (30 mg/kg/day steroids
for 3 days) or high dose dexametazon (HDD) (40 mg for 4
days), intravenous immunoglobulin (IVIg)(1gr/kg for 2 days) or
combination treatments (HDS followed by SDS or IVig + SDS)
were used as medical therapy. A second course of steroids
treatment was given to relapsed patients. When platelet count
>150,000/mm? was reached, steroids was gradually tapered

off within several weeks. For patients who were refractory
to first-line treatment or for relapsed patients who had no
response to a second course steroids treatment, splenectomy
was as second- or third-line therapy. Immunosuppressive
therapy (azathioprine and cyclosporine) and/or danazole
were given to patients refractory to splenectomy and steroids
based treatment. During the study period, TPO-RAs were
not available in our country and rituximab was used for the
treatment of 2 patients in the last 2 years of the study. Post-
treatment response was considered as complete response
(CR) with a platelet count 150,000/mm? lasting >4 weeks,
partial response (PR) with a platelet count of 50,000-150,000/
mm? lasting =4 weeks and no response (NR) with a platelet
count <50,000/mm?3.

Data obtained in the study were evaluated by using SPSS
15.0 software for statistical analysis. Mann-Whitney U and Chi
square tests were used for the statistical difference and the
statistical significance level was considered as p<0.05.

This manuscript derived form Dr Sengl Aksakal's doctorate
thesis 2011/ 281701 Ondokuz Mayis University School of
Medicine Internal Medicine

RESULTS

Twenty-five of 150 patients had diagnosed with ITP in another
health center, but their treatments and clinical follow-ups
were done in our center. Of 150 patients with ITP, 108 (72%)
were female and 42 (28%) male. The mean age was 44+18
years (range 18-91). At the time of admission, 92 (61.3%)
patients had cutaneous bleeding, 22 (14.7%) patients gingival
bleeding, 10 (6.7%) patients had epistaxis and 6 (4%) patients
had vaginal bleeding. In the follow-ups, hematuria was seen
in 2 (1.3%) patients, upper gastrointestinal tract bleeding in
2 (1.3%) patients, and intracranial hemorrhage in 2 (1.3%)
patients. Fifty-one (34%) patients had no sign and symptom
of bleeding. Two (1.3%) patients had leucopenia (<4x109/I).
Fifty-six (49 female and 7 male) (37.3%) patients had anemia.
All anemic patients had iron deficiency anemia. ANA and
anti-ds-DNA was determined in 84 (56%) patients. ANA was
positive in 16 patients. No patient had positive for anti-ds-
DNA. HBV surface antigen was positive in 2 patients who were
carrier. Anti-HCV was positive in 2 patients, but PCR HCV RNA
was negative in both.

The median follow-up of all 150 ITP patients was 15 months
(2 months-83 months). In 36 (24%) patients, there was no
therapeutic indication at the diagnosis. During followed-
up, only 21 patients did not receive any treatment because
they had a platelet count above 30,000/mm?3, and no signs
and symptoms of bleeding. One hundred-twenty-nine were
received medical treatment (Table 1). CRwere seenin 93 (72%)
patients, PR in 14 (11%) patients and NR 22 (17%) patients.
High dose steroids therapy had no significant benefit over
the standard dose therapy (p=0.59). There was no statistically
difference between male and female individuals in terms of
response to first-line therapy (p=0.42).
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Table 1. The first-line treatment modalities and response to therapy in ITP
patients

woy MR RS e e
SDS 68 (52.7%) 49 (72%) 6 (8.8%) 13 (19.2%)
HDS 17 (13.2%) 13 (76%) 1(5.8%) 3 (18.2%)
IVlg 7 (5.4%) 5(71%) 2 (29%) =

HDT 4 (3.1%) 4 (100%) 0 (0.0%) -

HDS+SDS 21 (16.3%) 14 (66.6%) 3 (14.2%) 4(19.2%)
IVlg+SDS 12 (9.3%) 8 (66.6%) 2 (16.6%) 2 (16.6%)
Total 129 (100%) 93 (72.1%) 14 (10.8%) 22 (17.1%)

SDS: standard dose steroids, HDS: high dose steroids, IVIg: intravenous immunoglobulin, HDD; high
dose dexametazon

Of the 107 patients who had response to the first line
treatment, relapse were observed in 48 (45%) patients in 2.5
years. Twenty-seven (56%) patients had relapse in one year.
Of them eight patients had platelet counts >30,000/mm?3
and no signs and symptoms of bleeding, and was followed
up without treatment. A second course of medical treatment
was given to 40 relapsed patients. Of them, CR was seen in
15 (38%) patients, PR in 9 (22%) patients and NR in 16 (40%)
patients (Table 2).

Table 2. The second course medical treatments and response to therapy in

ITP patients relapsing after the first-line treatments

e
SDS 26 (65%) 10 (38.5%) 5(19.2%) 11 (42.3%)
HDS 4 (10%) = 2 (50%) 2 (50%)
IVlg 1(2.5%) = 1 (100%) =
HDD 3 (7.5%) 1(33.4%) = 2 (66.6%)
HDD+SDS 3 (7.5%) 2 (66.6%) 1(33.4%) =
IVlg+SDS 3(7.5%) 2 (66.6%) = 1(33.4%)
Total 40 (100%) 15 (38%) 9 (22%) 16 (40%)

SDS: standard dose steroids, HDS: high dose steroids, IVIg: intravenous immunoglobulin, HDD; high
dose dexametazon

Splenectomy was undertaken in 38 patients. In 22 patients
splenectomy was performed as the second-line therapy and
in 16 as third-line therapy. CR was achieved in 32 (84.1%)
patients, PR in 2 (%5.3) patients and NR in 4 (%10.6) patients.
Relapse was observed in 12 (35.3%) patients of 34 patients
responding to splenectomy. Of 12 patients, 2 patients had
achieved CR after steroids treatment and 1 patient was
followed up without treatment because this patient had
platelet count >30,000/mm?, and no signs and symptoms of
bleeding.

Despite therapies including splenectomy, steroids and IVig,
severe thrombocytopenia persisted in 13 patients. Eleven of
13 patients received azathioprine and remaining 2 patients
take cyclosporine. Response to azathioprine treatment was

seen in 6 patients. Three of those 6 patients had platelet count
>100,000/mm?3, platelet count >50,000/mm?3in 1 patient and
platelet counts >30,000/mm?3 in 2 patients. Two of 5 patients,
who had no response to azathioprine, achieved PR after
cyclosporine plus danazole treatment and other one patient
had platelet count >30,000/mm? after rituximab treatment.
The other 2 patients died from intracranial bleeding.

DISCUSSION

Immune thrombocytopenia is an autoimmune hematological
disorder characterized by persistently low circulating platelets
due peripheral causes. Although the etiopathogenesis of
ITP is not known clearly, it is mostly recognized that the low
platelet count observed in ITP patients is due to disregulation
between platelet production and destruction. As the disease
affects platelets, the main complaints of patients are bleeding
and complications related to bleeding. Therefore, it is very
important for patients to be diagnosed quickly and to start
treatment early.

At the time of diagnosis, most of ITP patient has bleeding.
57 Platelet counts of patients newly diagnosed with ITP are
an important indicator of bleeding risk, while many of them
require only observation, patients with very low platelet
counts have high bleeding risks. The most common bleeding
types are purpura, epistaxis and gingival bleeding. Hematuria,
gastrointestinal and intracranial bleeding are less common.
There was no therapeutic indication in 36 (24%) patients at
the diagnosis in our study. During the follow-up 15 months
(2-83 months), 21 (14%) patients did not receive any therapy.
In their study, Cortelazzo et al.® documented that the
percentage of the patients who did not receive the therapy
was 41.8%. In our study, a total of 98 (66%) patients had
findings of bleeding. During the follow-up, it was developed
hematuria in 2 patients, gastrointestinal bleeding in 2 patients
and intracranial hemorrhage in 2 patients.

There are three main goals of the ITP treatment: to rapid
increase of platelet count for reduce bleeding risk, to maintain
a stable, hemostatic platelet count, or remission of the disease.
B19 A stepwise approach is recommended in the disease
according to the treatment response. The first line treatment
option is corticosteroids. Approximately 80% of patients are
expected to respond to steroid treatment, but recurrence
rates are high during the reduction and discontinuation of
steroids. Differences in steroid therapy application can affect
the response of patients.'” A prospective study showed
that while initial response rates between prednisone and
dexamethasone were both 100%, long-term remission was
significantly more frequent with pulsed dexamethasone
at 77% vs. 22% with daily prednisone.? In our study, 110
patients received steroids based treatments and the respond
to the treatments was seen in 90 (81.7%) (CR 72.7% and PR
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9%), which was consistent with literature.!'>'! Although there
were conflict data in the literature, high dose steroids therapy
had no significant benefit over the standard dose therapy in
our study (p=0.59)."""® There are some studies that showed
the rate of complete response with steroid therapy was
higher in women.l'® |n our study, similar success rate was
found in term of gender (p=0.42). As the first-line treatment
7 patients received only IVIlg and 12 patients IVIg+SDS. CR
rates were around 70%. After the first-line treatment, relapse
were observed in 48 (45%) patients within 2.5 years. Twenty-
seven (56%) patients had relapse in one year. A second course
of medical treatments were given to 40 relapsed patients.
Although the response rates were not good as in the first-line
treatment, CR was seen in 15 (38%) patients, PR in 9 (22%)
patients (Table 2). Thus, we conclude that steroids are an
effective treatment modality both as first-line and second-line
therapies.

In addition to the production of antiplatelet antibodies,
the spleen plays an important role in this disease as it
indicates platelet destructions. Splenectomy in adults can
be perform in patients who fail to respond to steroids,
develop thrombocytopenia after taper, or develop steroid
toxicity.?" Depre et al.?Z found that 60% of ITP patients had
sustained remission after splenectomy. Although the results
of splenectomy are satisfactory, relapses are reported. It was
shown in the study of Guan colleagues®® that while %88 of
174 patients have good success after splenectomy, %20 of
them relapsed. In our study splenectomy was performed in 38
patients. CR was achieved in 32 (84.1%) patients, PRin 2 (%5.3)
patients, which was consistent with literature.?**'Relapse was
observed in 12 (35.3%) patients. During follow-up 22 (57.9%)
patients were still in remission. Despite splenectomy, steroids
and IVIg therapies, severe thrombocytopenia persisted in
13 (%8.6) patients in our study. Nine of 13 patients still had
response to azathioprine, cyclosporine and danazole or
combination of them. During the study period, TPO-RAs was
not available in our country and rituximab was used for only 2
patients resistant to all the treatments and the platelets levels
of those patients raised >30,000/mm?3.

As a result, this study showed that steroids-based treatment

and splenectomy are very effective in treatment of ITP patients.
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Abstract

Objective:In the present study, we investigated the seroprevalence
of antibodies against hepatitis B, hepatitis A, measles, mumps,
rubella and varicella viruses in adolescent students of a Vocational
School of Health and aimed to contribute to the future studies
intended to increase the vaccination rates of adolescent and health
care workers in our country.

Material and Method: Ninety-five students of the Vocational
School of Health screened for hepatitis B, hepatitis A, measles,
mumps, rubella and varicella who were referred to the vaccination
unit of our hospital were included in this study.

Results: The mean age of the students was 16.4+0.7 years (14-
18 years), 63.2% are girls, 36.8% are boys. None of the students
received hepatitis A vaccine and varicella vaccine before. Of all the
students, 16.9% tested positive for hepatitis B surface antibody,
8.4% tested positive for hepatitis A 19G, 77.9% tested positive for
measles 1gG, 92.3% tested positive for mumps IgG, 93% tested
positive for rubella IgG and 88.5% tested positive for varicella IgG.
Conclusion: In the present study, it was concluded that catch-up
vaccination seems necessary for hepatitis A and varicella because
contracting these two infections in this age group increases the
complication risk caused by the high seronegativity of hepatitis A
and the high incidence of natural varicella infection. Conducting
similar studies for adolescents and healthcare providers in our
country is important to determine pre-contact and post-contact
strategies, assess cost-effectiveness of pre-vaccination serology
and establish screening and immunization programs.

Keywords: Adolescent, health care workers, seroprevalence,
vaccination
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Amacg: Calismada; adolesan olan Saglik Meslek Lisesi 6grencilerinin
hepatit B, hepatit A, kizamik, kabakulak, kizamik¢ik ve sucicegi
virUslerine karsi antikor seroprevalanslari arastiriimis olup, tlkemizde
adolesanlar ve saglik calisanlarinda asilanma oranlarinin artiriimasi ile
ilgili yapilacak olan ¢alismalara katki saglanmasi amaglanmistir.

Gereg ve Yéntem: Calismada; hastanemiz Asi Unitesi'ne yonlendirilen
hepatit B, hepatit A, kizamik, kabakulak, kizamikgik ve sucicegine karsi
antikor duzeyleri bakilmis 95 Saglk Meslek Lisesi 6grencisi yer almustir.
Bulgular: Ogrencilerin yas ortalamasi 16,4+0,7 yildir (14-18 yil) ve
%63,2'si kiz, %36,8' erkektir. Ogrencilerin hicbirine hepatit A asisi
ve sucicegi asisi yapiimamistir. Ogrencilerin %16,9'unda hepatit B
ylzey antijenine karsi antikor pozitif, %8,4'tinde hepatit A IgG pozitif,
%77,9'unda kizamik IgG pozitif, %92,3'inde kabakulak IgG pozitif,
%93'Unde kizamikgik IgG pozitif, %88,5'inde sucicedi 1gG pozitif
bulunmustur.

Sonug: Calismada; hepatit A seronegatifliginin  ytksek olmasi,
suciceginin ise dogal enfeksiyon seklinde yuksek oranda gegirilmesi
nedeniyle, her 2 enfeksiyonun bu vyas grubunda gegirilmesi
komplikasyonriskiniartiracagindan, hepatit A ve sucicediicin yakalama
asllamasi yapilmasi gerekli gézikmektedir. Ulkemizde adolesanlarda
ve saglik calisanlarinda benzer calismalarin yapilmasi, temas 6ncesi
ve temas sonrasi stratejilerin belirlenmesi, asilama &ncesi seroloji
bakilmasinin maliyet-etkinligi, tarama ve bagisiklama programlarinin
olusturulmasi icin 6Gnemlidir.

Anahtar kelimeler: Adolesan, saglik calisanlar, seroprevalans,
asilama
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INTRODUCTION

Immunization is the process whereby a person is made
immune or resistant to an infectious disease, typically by the
administration of a vaccine. Vaccines stimulate the body’s own
immune system to protect the person against subsequent
infection or disease. Immunization aims to prevent the
emergence of diseases in the short term and eradicate
infectious diseases globally in the long term. Childhood
immunization in our country is well positioned in terms of
implementation and delivering the goal. Over the years,
vaccination rates have increased and reached 96%-98%.™"
However, waning of the immunity acquired by vaccination in
childhood over time results in increase in morbidity of vaccine-
preventable diseases in adolescents. Also, adolescents with
incomplete vaccination are a source of infection for high-risk
children, adults and the elderly in the community. Maintaining
the importance given to immunization in infancy and early
childhood also in the adolescent period plays a critical role in
controllingand eliminating vaccine-preventable diseases.!"?In
adolescents who seek to gain independence, disease mortality
and morbidity are high due to risky behaviors; however, the
fact that most adolescents do not accept the healthcare
offered for them is a cause of the low rate of immunization
in adolescents. In addition, healthcare professionals and
families with insufficient knowledge about the recommended
vaccines, suspicions about the efficacy and safety of vaccines,
detailed and complicated vaccination recommendations,
uncertainty about costs, vaccines not covered by insurance
and expensive vaccines are challenging factors to set and
maintain the vaccination goals in adolescents. In developed
and developing countries, compared with the infancy,
adolescents belong to an age group that is neglected in terms
of health assessments. Lack of regulatory-legal obligations and
a regular registration system are the reasons for insufficient
data on adolescent vaccinations.?*

In Turkey, hepatitis B vaccine in 1998, the measles—mumps—
rubella (MMR) vaccine and Haemophilus influenzae type b
(Hib) vaccine in 2006, the diphtheria, tetanus and acellular
pertussis-inactivated poliovirus-Hib (DTaP-IPV-Hib) vaccine
in 2008, DTaP-IPV vaccine instead of tetanus, diphtheria (Td)
vaccine and Oral Poliovirus vaccine in 2010 for the grade 1
students at primary schools, 13-valent pneumococcal vaccine
in 2011, hepatitis A vaccine in 2012, and lastly, varicella vaccine
in 2013 have been added to the National Immunization
Schedule.”

Adolescent vaccines recommended worldwide around the
age of 11-12 include tetanus-adult type diphtheria-adult
type acellular pertussis (Tdap) vaccine, human papillomavirus
(HPV) vaccine, meningococcal vaccine and influenza vaccine.
In Turkey, the National Immunization Schedule incorporates
only Td for the grade 8 students at primary schools. Human
papillomavirus and meningococcal vaccine are not included
in our routine National Immunization Schedule.’®”

Today, several programs have been established to improve

and increase the safety of employees and patients in health
facilities. Vaccination of healthcare providers (HCPs) at risk
is one of the most addressed infection control measures
among these infection control programs. However, programs
concerning the recommended and compulsory occupational
vaccines differ from country to country and even from centre
to centre.®

The world’s leading healthcare authorities such as Centers for
Disease Control and Prevention (CDC), Advisory Committee on
Immunization Practices and American Academy of Pediatrics
recommend that health care providers should have complete
immunity against measles, mumps, rubella, varicella and
pertussis agents, must be administered seasonal influenza
vaccines and one of the vaccines for immunity against
diphtheria-pertussis-tetanus should be administered in the
form of Tdap vaccine. It is recommended that all healthcare
providers who may be exposed to blood or body fluids are
immune to the hepatitis B virus. All new employees should
receive a prompt review of their immunization status prior
to starting to care for patients; in addition, all employees
should have an annual review to ensure that immunizations
remain up to date. Medical students should be screened and
immunized before get in contact with patients. Immunization
is recommended when prior vaccine administration cannot
be documented, unless the HCP has a contraindication to
vaccine administration.'%

In the present study, the antibody seroprevalences against
hepatitis B, hepatitis A, measles, mumps, rubella and varicella
viruses were evaluated in the students from Vocational
School of Health who were admitted to the vaccination unit
of our hospital between January 01, 2017 and December 31,
2018, before starting their internship in healthcare facilities.
Students included in the study group were in the adolescent
age group as well. The results of the present study are
intended to contribute to the studies aimed at increasing
vaccination rates in HCWs as well as to the regulations to be
made concerning adolescent vaccination in our country.

MATERIAL AND METHOD

The present study was a retrospective study conducted
at the University of Health Sciences, Ankara Child Health
and Diseases Hematology Oncology Training and Research
Hospital Vaccination Unit. The study included 95 students
from Vocational School of Health who were referred to the
vaccination unitin our hospital by their educational institution
to have their antibody levels screened against hepatitis B,
hepatitis A, measles, mumps, rubella and varicella viruses
before starting their internship at the healthcare facilities, to
have their immune status examined and to get a vaccination
plan if needed.

Enzyme-linked immunosorbent assay (ELISA) method was
used to detect hepatitis B surface antigen, antibody against
hepatitis B surface antigen (anti-HBs) for hepatitis B virus
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(Radim SpA, Italy). Microplate based ELISA was used for the
determination of Hepatitis A virus-specific IgG type antibody
(Etimax-3000, Diasorin, Italy). Measles, mumps, rubella and
varicella virus-specific IgG type antibodies were also examined
by ELISA method (Vircell Microbiologist, Spain) according to
the manufacturer’s instructions.

Information about the age, gender, presence of a chronic
disease, the vaccination information, and history about
infection in the students was retrieved from their files.
Infection history of students is clinical diagnosis. None of the
students had chronic diseases.

Childhood vaccines in the National Immunization Schedule
compatible with the birth years of all students were complete.
All the students received one dose of measles vaccine; 97.9%
(93/95) of them received two doses of measles vaccine with
the first dose at the age of 1 years and the second dose
administration, given as MMR, in grade 1 of primary school.
I None of the students had received hepatitis A vaccine
and varicella vaccine before. Vaccines of students who had
seronegativity were planned.

Statistical analyses

Data analysis was performed using IBM SPSS Statistics 23.0
package program. Descriptive statistics were performed.
Mean and standard deviation, upper and lower values
(minimum-maximum) were calculated for the quantitative
data. Chi-squared test was used to assess categorical data.
P<0.05 value was considered the reliability coefficient.

Ethical approval was obtained for this study numbered 2019-
003 from the University of Health Sciences, Ankara Child
Health and Diseases, Hematology Oncology Training and
Research Hospital.

RESULTS

The mean age of the students was 16.4+ 0.7 years (14-18 years),
63.2% are girls (60/95), 36.8% are boys (35/95). Although the
mean age of girls is higher than boys, the difference is not
statistically significant. All students have social security. All
students were born and live in Ankara. Serology of students
against infection agents is shown in Table 1. It was noticed
in Table 1 that the serological examination was performed
mostly for hepatitis B.

Table 1. IgG serology of students hepatitis B, hepatitis A, measles, mumps,

rubella and varicella.

Microorganism IgGrf’ g/soi)tive IgG :?%a)tive RE,Z;

Hepatitis B 16 (16.9) 79 (83.1) 95 (100.0)
Hepatitis A 7 (8.4) 76 (91.6) 83 (100.0)
Measles 60 (77.9) 17 (22.1) 77 (100.0)
Rubella 67 (93.0) 5(7.0) 72 (100.0)
Mumps 72(92.3) 6(7.7) 78 (100.0)
Varicella 69 (88.5) 9(11.5) 78 (100.0)

Table 2 shows the distribution of the serology of the students
create against infection agents by gender, and the differences
are not statistically significant (p>0.05).

The relationship between students' infection histories and
serologies is shown in Table 3. An infection history was found
to be significant only for varicella.

Table 2. Distribution of students' hepatitis B, hepatitis A, measles, mumps,

rubella and varicella IgG serology by gender.*

Girls Boys Number of students
n (%) n (%) undergoing serology
Hepatitis B 95
seropositive 11(18.3) 5(14.3)
seronegative 49 (81.7) 30(85.7)
Hepatitis A 83
seropositive 4(7.7) 3(9.7)
seronegative 48 (92.3) 28(90.3)
Measles 77
seropositive 39 (78.0) 21(77.8)
seronegative 11(22.0) 6(22.2)
Rubella 72
seropositive 42 (93.3) 25(92.6)
Seronegative 3(6.7) 2(7.4)

Mumps 78
Seropositive 48 (92.3) 24 (92.3)
Seronegative 4(7.7) 2(7.7)

Varicella 78
Seropositive 46 (88.5) 23 (88.5)

Seronegative 6(11.5) 3(11.5)
*p>0.05

Table 3. The relationship between students' history of infection and

hepatitis B, hepatitis A, measles, mumps, rubella and varicella IgG serology.
IgG positive

IgG negative

The infection history n (%) n (%) P value
1(14.3 0 (0.0
Hepatitis A yes ( ) (0.0) 0.084
no 6(85.7) 76 (100.0)
2(33 0(0.0
Measles yes (3.3) (0.0 1.000
no 58 (96.7) 17 (100.0)
es 8(11.9 1(20.0
Rubella 4 ANk A 0.498
no 59 (88.1) 4(80.0)
5(6.9 0(0.0
Mumps yes (6.9 ©0) 1.000
no 67 (93.1) 6 (100.0)
46 (66.7 0(0.0
Varicella yes ¢ ) (0.0 *0.000
no 23(33.3) 9 (100.0)
*P<0.05
DISCUSSION

In the current study, we searched the seroprevalence of
antibodies against hepatitis B, hepatitis A, measles, mumps,
rubella and varicella viruses in the adolescent students
from Vocational School of Health who were admitted to the
vaccination unit in our hospital.

Serologic screening for immunity is generally not considered
cost-effective. Yet, study results on this topic differ. In a study
conducted among 1255 health care workers (HCWs) in
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Turkey, 94%, 90%, 97% and 98% were found to be immune
to measles, mumps, rubella and varicella, respectively. The
positive predictive value of histories of measles, mumps,
rubella and varicella were found to be 96%, 93%, 100% and
98%, respectively. The negative predictive values of histories
of measles, mumps, rubella and varicella were found to be
13%, 17%, 5% and 2%, respectively. It was reported that
the cost of vaccination without screening was significantly
more expensive for varicella, although vaccination without
screening was inexpensive for MMR. However, it was also
reported that some HCWs (2-7%) would be unprotected
against these contagious illnesses because of the unreliability
of their measles, mumps, rubella, and varicella history if pre-
screening is not conducted, thereby concluding that the
screening of HCWs before vaccination therefore continues to
be advisable.®"In another study conducted with 320 nursing
students in Turkey; seroprevalence of students in hepatitis
A, hepatitis B, measles, mumps, rubella and varicella 17%,
93%, 82.2%, 93.7%, 98.6% and 93% were found respectively.
While all of these students were vaccinated against hepatitis
B, measles, rubella and mumps, only 4.4% had hepatitis A
vaccine.l'?

All students were tested serologically for hepatitis B virus,
whereas rates of serology testing for other agents were
lower. This shows the necessity of increasing the awareness
of the units that provide healthcare service to these two
vulnerable groups (Vocational School of Health Students and
adolescents) about vaccination through periodic screening.
In a French study, the vaccination coverage for obligatory
vaccinations among HCPs was found to be 91.7% for hepatitis
B, 95.5% for the booster dose of diphtheria-tetanus—polio
(DTP) and 94.9% for BCG. For non-compulsory vaccinations,
coverage was found to be 11.4% for the 10-year booster
of the DTP containing vaccine, 49.7% for at least one dose
of measles, 29.9% for varicella and 25.6% for influenza.'®
Although there is no hesitancy about hepatitis B vaccine being
the most efficient way to prevent HBV infection, there are a
few questions as to the duration of protection, the necessity
of a booster dose and timing, and whether protection will
continue if the anti-HBs titer fall below <10 mIU/mL.I*|n
our study, all the students received the first three-dose series
of hepatitis B vaccine. While more than 15 years have passed
since vaccination in 98.9% of these students, this period was
between 10 and15 years in 1.1%, and 83.1% of the students
had a negative hepatitis B serology. However, the high level
of anti-HBs negativity can be related to the time passed over
the vaccine. However, none of these students had positive
serology for hepatitis B infection. It has been shown that
vaccine induces active production of anti-HBs antibody
accompanied by HBsAg specific immunological memory that
provide continuous protection in the absence of antibody.
1516 Several factors have been associated with nonresponse to
hepatitis B vaccine. These factors include vaccine factors (e.g.,
dose, schedule, injection site) and host factors. Male gender,
obesity, smoking, and chronicillness have beenindependently

associated with unresponsiveness to hepatitis B vaccine.'”In
a study of 159 HCWs who were vaccinated between the ages
of 18 and 60 years, approximately 75 percent of them had
protective anti-HBs levels 10 to 31 years after they received
their initial vaccine series."® Anti-HBs positivity at protective
levels was 98% in a Poland-based study and 62.7% in a study
conducted in Turkey.l'®2%

The primary strategy for preventing hepatitis A infection
in HCWs is strict infection control practices. Nosocomial
outbreaks are rare when proper infection control practices
are followed.?""Turkey has intermediate endemic for hepatitis
A virus (HAV) virus infection. The seroprevalence of HAV
infection in Turkey shows significant differences according
to geographical regions, age and socioeconomic status. In a
study including 10 centres from Turkey, hepatitis A antibody
positivity was found to be 91.1% in 2107 individuals. In
this study, it has been concluded that hepatitis A antibody
seronegativity was high in individuals under the age of 20
years, which is followed by the group of individuals in the age
group of 21-30 years, and that the contact with HAV is shifting
to older ages in our country that has intermediate endemicity.
22 |n our study, none of the students were administered
hepatitis A vaccine. Thus, the seronegativity of hepatitis A was
quite high (91.6%). As contracting the disease at this age leads
to an elevated risk for the course of disease, implementation
of a catch-up vaccination program covering this vulnerable
group in Turkey is required.?

Therisk of acquiring measles in hospital personnel is estimated
to be thirteen times greater than for the general population.
24 All health care providers (medical with and without patient
care responsibilities, non-medical, paid, volunteer, full-time,
part-time, student) should have a formal assessment of
immunity to measles and mumps regardless of year of birth
and those who are susceptible should be immunized. The
same recommendation is made for all female health care
providers with respect to rubellaimmunity and immunization.
51 As recommended by the CDC, HCWs without evidence
of immunity should be provided with 2 doses of MMR for
measles and mumps protection, one dose of MMR for rubella
protection.”? In the present study, although 98% of the
students were given two doses of measles vaccine at 1 year
of age and in grade 1 of primary school, it was observed that
seropositivity decreased the fastest in measles (78%) among
the three agents. However, studies have shown that the
level of antibodies decreases slowly over the years following
the administration of the measles vaccine, not leading to
measles sensitivity.??Various studies conducted in Turkey also
revealed that the seroprevalences of these agents increased
with aging—similar to other countries—during the time when
MMR vaccines were not included in the vaccination program.
2729 We expect that the high rate of rubella and mumps
seroprevalence (93%, 92.3%, respectively) is due to the MMR
vaccination administration that was performed in 98% of the
1st graders in primary school. This clearly demonstrates the
benefit of incorporating the MMR vaccine into the National
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Immunization Schedule. However, the outcome may also be
related to the fact that the students had the infection naturally
and sub-clinically or did not remember that they contracted
the disease.

Rubella is a mild virus infection that occurs with fever and
exanthema. Congenital rubella infection usually develops
in the first trimester of pregnancy arising from the infection
of the mother who does not have enough immunity against
this virus, and leads to malformations of the fetus. Therefore,
women in childbearing age are asked to be seropositive
against rubella. In a study involving 530 non-vaccinated
individuals between the ages of 1 and 29 from Turkey, rubella
IgG seronegativity was found to be 23.3%. The proportions
of susceptible individuals were reported to be 61.7%, 29.5%,
12.4%, 10.3% and 8.4% in the age groups of 1-4, 5-9, 10-14,
15-19 and 20-29 years, respectively. It has been noted that
the history is not sufficient in evaluating rubella infection and
that the disease can be manifested with nonspecific findings.
In our study, it was also observed that the history was not very

distinctive in seropositive and seronegative cases for rubella.
[29,30]

Varicella infection is a highly contagious disease characterized
by a common vesicular rash. The disease usually progresses
mildly. However, serious complications such as secondary
skin infection, otitis media, pneumonia and encephalitis can
be seen. Complications were seen to have emerged in adults
rather than in children.®" The CDC recommends the varicella
vaccine for health care providers, because of the risk of serious
complications of natural disease in adults, the risk of further
transmission in health care facilities, and immunization is
cost-effective. HCWs with a laboratory or health care provider
confirmation of prior disease or written documentation of
two varicella vaccine doses can be considered immune,
but all others should have serologic testing. HCWs who
are seronegative should be immunized with two doses
of the varicella vaccine administered at least four weeks
apart. Approximately 14%-40% of HCWs are estimated to
be susceptible to varicella.?23% Despite the fact that all the
students included in the present study were unvaccinated,
the high rate of seropositivity (88.5%) that was observed
was associated with natural infection. In the current study,
it was observed that negative and positive history related to
varicella infection was significantly correlated with serology.
M 1n another study, seropositivity was found in 48% of the
adolescents who did not have a history of varicella infection or
were not known to have the infection.?¥ As varicella infection
may result in more serious complications in older ages, we
suggest that a catch-up vaccination program involving this
vulnerable adolescent group, which had missed the varicella
vaccine introduced in the National Immunization Schedule in
2013, is necessary.®

In conclusion, itis evident that the introduction of the hepatitis
A vaccine in 2012 and the varicella vaccine in 2013 into the
our National Immunization Schedule will have significant
benefits in time for the protection of both adolescents and

individuals who will take part in healthcare services. Until this
period is completed and considering that there are vaccines
not included in the National Immunization Schedule for this
group, the institutions, organizations and HCPs providing
services for both groups should be aware of the necessity
of vaccination, and admit the presence of additional and
new vaccines complementary to childhood vaccination
and the need to be committed to implementation. As our
results show, because the hepatitis A seronegativity is high
and varicella is acquired at high rate as a natural infection,
getting these infections in this age group increases the risk of
complications. Although our study is not a cost-effectiveness
study, we conclude that it is necessary to perform catch-up
vaccination for this age group for both infection agents. We
also recommend that before the vaccination, serology testing
should be conducted for varicella and that serology testing
is not required for hepatitis A. In addition, conducting similar
studies in adolescents and HCPs in Turkey will help establish
pre-contact and post-contact strategies, assess the cost-
effectiveness of pre-vaccination serology and create screening
and immunization programs.
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Abstract

Aim: Regardless of the cause of renal disease, there is strong
evidence that an acute and chronic proinflammatory condition
existsin adults with chronic renal disease (CRD) and End Stage Renal
Disease (ESRD) and that inflammation contributes to morbidity and
mortality. In this study, we aimed to investigate whether neutrophil
to lymphocyte ratio (NLR) and platelet to lymphocyte ratio (PLR)
are associated with poor renal outcome (ESRD + Death) in patients
with CRD.

Material and Method: 194 Turkish CRD (stage 3-5) patients who
were regularly came to the nephrology outpatient clinic were
enrolled to study. patients records were evaluated and groupped
according to the renal status and mortality at the end of four years
follow up time.

Results: During the follow-up period, 15 out of 194 patients died,
renal replacement treatment began to 89 patients and remaning 90
patients were still followed as non-ESRD patients. When compared
the patients with ESRD and who were still followed up as non-ESRD
patients there was a statistically significant difference in male
gender, follow-up time, Body mass index, Systolic blood pressure,
Diastolic blood pressure, baseline eGFR, albumin, Hemoglobin,
Calcium, Phosphorus, NLR, PLR and spot urine creatine ratio.
NLR was as an independent risk factor in CRD patients for the
progression of the disease and the poor renal outcome.
Conclusion: In conclusion, we demonstrated that NLR is an
independent predictor of ESRD and poor renal outcome in CRD
patients. Therefore, NLR measurement may be useful in predicting
the progression of kidney disease in CRD patients.

Keywords: Neutrophil to lymphocyte ratio, platelet to lymphocyte
ratio, chronic renal disease, progression
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Amacg: Bobrek hastaliginin nedenine bakilmaksizin, kronik bdbrek
hastaligi (KBH) ve Son Evre Bobrek Hastaligi (SDBY) olan yetiskinlerde
akut ve kronik proinflamatuar bir durumun var olduguna ve
inflamasyonun morbidite ve mortaliteye katkida bulunduguna dair
glclU kanitlar vardir. Bu calismada, CRD hastalarinda notrofil / lenfosit
oraninin (NLR) ve trombosit/lenfosit oraninin (PLR) kotd bdbrek
sonucu (ESRD + Olum) ile iliskili olup olmadigini arastirmayi amacladik.
Gereg ve Yontem: Nefroloji poliklinigine dizenli olarak basvuran 194
Turk CRD (evre 3-5) calismaya alindi. Dort yillik izlem stresi sonunda
hasta kayitlar bébrek durumuna ve mortaliteye gore degerlendirildi.
Bulgular: Takip stresi boyunca 194 hastadan 15'i 6ldU, 89 hastaya
renal replasman tedavisi baslandi ve 90 hasta halen ESRD olmayan
hastalar olarak takip edilmektedir. ESRD olan hastalar ESRD olmayan
hastalar ile karsilastirildiginda erkek cinsiyet, takip siresi, Vicut kitle
indeksi, Sistolik kan basinci, Diastolik kan basinci, baslangic eGFR,
albUmin, Hemoglobin, kalsiyum, fosfor, NLR, PLR ve spot idrar kreatin
orani arasinda istatistiksel olarak anlamli bir fark vardi. NLR, CRD
hastalarinda hastaligin ilerlemesi ve kéti bobrek sonucu icin bagimsiz
bir risk faktort olarak bulundu.

Sonug: Sonug olarak, NLR'nin CRD hastalarinda bagimsiz bir ESRD ve
kotl bobrek sonucu éngériclist oldugunu gosterdik. Bu nedenle
NLR ¢lcim, CRD hastalarinda bdbrek hastaliginin ilerlemesini tahmin
etmede yararli olabilir.

Anahtar Kelimeler: Notrofil / lenfosit orani, trombosit / lenfosit orani,
kronik bobrek hastaligi, progresyon
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INTRODUCTION

The prevalence of chronic renal disease (CRD) is increasing
as a result of the aging of the population and the increasing
prevalence of diabetes mellitus (DM) and hypertension (HT).
CRD is a growing health problem in the world because of its
high cardiovasculareventincidence.Evenif the cause of kidney
damage is eliminated, the risk of the cardiovascular event
increases nephron loss results in adaptive hypertrophy and
hyperfiltration in the surviving intact nephron. CRD progresses
with glomerular sclerosis, proteinuria, hypertension, and other
complex pathophysiological mechanisms up to the end-stage
renal failure.l"3!

Inflammatory processes play an important role in chronic
diseases such as cardiovascular disease, cancer, chronic renal
disease, type 2 diabetes and Alzheimer's disease. It is well
knownthatchronicinflammationis presentatlowlevelsduring
CRD.®! The patients with CRD have higher pro-inflammatory
cytokine levels and lower antioxidant and anti-inflammatory
cytokine levels.® Regardless of the cause of kidney disease,
there is strong evidence that an acute and chronic pro-
inflammatory condition exists in adults with CRD and End-
Stage Renal Disease (ESRD) and that inflammation contributes
to morbidity and mortality.”# Furthermore, cytokines are
involved in strengthening the inflammatory cascade and
inducing kidney damage. This inflammatory response leads
to the formation of profibrotic factors and the progression of
CRD.B'Today it is uncertain which inflammatory marker is the
best indicator of inflammation in CRD. C-reactive protein (CRP)
is still the most commonly used indicator of inflammation
despite many indicators such as erythrocyte sedimentation,
IL-6, IL-8, IL-12, TNF-alpha, IL-33.161011

Recently, neutrophil to lymphocyte ratio (NLR) and platelet to
lymphocyte ratio (PLR) have begun to gain interest as a new
marker in the assessment of inflammation. In this study, we
aimed to investigate whether NLR and PLR are associated
with CRD progression and poor renal outcome (ESRD and
mortality) in patients with CRD.

MATERIAL AND METHOD
Study design and setting

This is a single-center observational retrospective study. The
study was carried out with the permission of Saglk Bilimleri
University Konya Training and Research Hospital Medical
Specialty Education Board (Approval no: 48929119/774/28-
05, Date: 01.08.2019).

Selection of the participants

We reviewed the data of 233 Turkish stage 3-5 CRD patients
who were admitted to the nephrology clinic between January
2015 - May 2015 and followed up until July 2019. CRD-stages
were determined with eGFR according to the Kidney Disease
Improving Global Outcomes (KDIGO) guidelines.!'?

Exclusion criteria

The patients who were below 18 years old and have any
cardiovascular disease (cerebrovascular disease, coronary
artery disease..etc), malignancy and active inflammatory

or an infective disease or using anti-inflammatory drugs
were excluded from the study. The patients’ records were
retrospectively evaluated and a total of 39 patients who didn't
come to the routine controls were excluded from the study.

Data collection

At the first admission beside the demographic data, CRD
etiology, additional comorbidities (presence of DM and HT),
systolic (SBP) and diastolic (DBP) blood pressure readings,
body mass index (BMI), waist and hip circumference,
smoking status were recorded. Serum urea, creatinine, eGFR
(Modification of Diet in Renal Disease), MDRD, formula used
to calculate the eGFR™, uric acid, sodium (Na), potassium (K),
calcium (Ca), phosphorus (P), albumin, ferritin, parathormone
(PTH), total cholesterol, low-density lipoprotein (LDL), high-
density lipoprotein (HDL), triglycerides (TG), C-reactive
protein (CRP), hemoglobin (Hb), neutrophils (N), lymphocytes
(L), platelets (PLT), spot urine protein and creatine, spot
urine protein to creatine ratio, venous blood gas values
were recorded. European society of hypertension guidelines
was applied during clinical blood pressure measurements.
04 Waist and hip circumference were measured according to
the recommendations of “The WHO STEPwise approach to
noncommunicable disease risk factor surveillance”!"

At the end of four years follow up period the results were
evaluated and patients were grouped according to renal
status. The primary endpoints were end-stage renal disease
requiring renal replacement treatment (renal transplantation
or hemodialysis or peritoneal dialysis) and death.

Statistical analysis

The standard statistical software package was used for
statistical analysis (SPSS for Windows, version 22; SPSS;
Chicago, IL, USA). Kolmogorov-Smirnov test was performed
to determine whether the data were normally distributed or
not. Since only the hemoglobin level is normally distributed
so that it was given as mean + standard deviation. The other
data were given as median (minimum-maximum). T-test was
performed for normal data distributions and Man Whitney-U
test for non-normal data distributions in paired comparisons.
Cox-Regression (Backward Stepwise) analysis was performed
to determine independent predictors of ESRD and poor renal
outcome (ESRD+death).

RESULTS

During the follow-up period, 15 out of 194 patients died,
renal replacement treatment began to 89 patients (72
underwent hemodialysis treatment and 17 underwent
renal transplantation) and the remaining 90 patients were
still followed as predialysis CRD (non-ESRD) patients. In
our study, the main causes of renal diseases of the patients
who completed the study were as follows; DM (58 patient,
29.9%), HT (38 patient, 19.6%), glomerulonephritis (GN) (20
patient,10.3%), polycystic kidney disease (PCKD)(20 patient,
10.3%), amyloidosis (4 patient, 2.1%), chronic tubulointerstitial
nephritis (CTIN)(8 patient, 4.1%), urological problems (9
patient, 4.6%) and idiopathic(37 patient, 19.1%).
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When compared the patients with ESRD and who were still
followed up as non-ESRD patients there was a statistically
significant difference in the male gender, follow-up time, BMI,
SBP, DBP, baseline eGFR, albumin, Hb, Ca, P, PTH, DM NLR, PLR
and spot urine creatine ratio (Table 1). The Cox-Regression
analysis showed that the NLR was an independent risk factor
for the progression of stage3-5 CRD patients to ESRD (Table 2).

There was a statistically significant difference between the
patients with poor renal outcomes (ESRD+death) and non-
ESRD patients in respect of male gender, follow-up time, BMI,
SBP, DBP, baseline eGFR, albumin, Hb, Ca, P, NLR, PLR and spot
urine protein creatine ratio (Table 1). NLR was an independent
risk factor in CRD patients for the poor renal outcome
(ESRD+Death) in Cox-Regression analysis (Table 3).

Table 1. Demographic and laboratory characteristics of patients according to non-ESRD and ESRD (HD+TX) and poor renal outcome (ESRD+Death)

Variables non-ESRD (n:90) ESRD (n:89) Poor renal outcomes (n:104)
Age 57.5 (23-83) 57 (19-81) 57 (19-81)

Gender (M/F) 36 (40%) /54 (60%) 49 (55.1%) /40 (44,9%) A 55 (52.9%) /49 (47.1%) B
Smoking (Yes /No) 7 (7.8%) /83 (92.2%) 13 (14.6%) /76 (85.4%) 14 (13.5%) /90 (86.5%)
Follow up time (month) 49 (25-52) 19 (1-50) A 19 (1-50) B

BMI

Waist circumference
SBP

DBP

DM (Yes/No)
Baseline eGFR
Albumin

Hb

Urik asit

Ca

P

PTH

Total cholosterol
LDL

HDL

TG

CRP

NLR

PLR

Spot urine protein creatine ratio

30.4 (19.1-49.8)
98 (70-161) cm
130 (105-172) mmHg
87 (47-117) mmHg
17 (18.9%) /73 (81.1%)
44.4 (15.6-60.1) ml/min/1.73 m?
4.1 (1.6-4.7) g/dl
13.3+1.9 g/dI
7 (2.8-11.1) mg/dl
9.3 (7.5-10.6) mg/dl
3.4 (1.9-4.9) mg/dI
113.3(10.3-799) ng/L
204 (120-318) mg/dl
126 (52-215) mg/dl
41 (25-74) mg/dl
150 (42-679) mg/dI
3.44 (3.28-78.2) mg/I
2.17 (0.92-7.32)
0.12 (0.06-0.32)
0.71(0.07-11.1)

28.5(14-53) A
96 (55-165) cm
142 (82-209) A mmHg
94 (52-141) A mmHg
30 (33.7%) /59 (66.3%) A
22,3 (11.6-48.8) A ml/min/1.73 m?
3.9 (1.8-4.5) A g/dl
12.1+0.2A g/dl
7 (3.9-10.9) mg/dl
8.7 (4.5-9.9) A mg/dl
3.8 (2-14) Amg/dl
219.8 (40-785) A ng/L
210 (94-415) mg/dl
135 (48-278) mg/dl
38 (22-93) mg/dl
159 (40-634) mg/dl
3.54 (3-201) mg/I
2.72 (0.84-8.81) A
0.14 (0.05-0.38) A
2.94 (0.43-13.92) A

28.5(13.5-53.1) B
96 (55-165) cm
142 (82-209) B mmHg
94 (52-141) B mmHg
41 (39.4%) /63 (60.6%) B
22.3(11.6-48.8) B ml/min/1.73 m?
3.9(1.8-4.5)Bg/dl
12.1+1.8B g/dl
7 (3.9-10.9) mg/dl
8.7 (4.5-9.9) B mg/d|
3.8(2.2-13.7) Bmg/dl
219.8 (40-785) B ng/L
210 (94-415) mg/dl
135 (48-278) mg/dI
38 (22-93) mg/dl
159 (40-634) mg/dI
3.54 (3-201) mg/I
2.72(0.84-8.81) B
0.14 (0.05-0.38) B
2.94(0.43-13.92) B

A: p<0.05 as compared with non-ESRD

B: p<0.05 as compared with non-ESRD

LDL: low density lipoprotein HDL: High density lipoprotein TG: Trigliserit BMI: Body mass index
SBP: Systolic blood pressure DBP: Diastolic blood pressure DM: Diabetes Mellitus Hb: Hemoglobin Ca: Calcium P: Phosphorus PTH: Parathormone CRP: C-reactive protein
NLR: Neutrophil to lymphocyte ratio PLR: Platelet to lymphocyte ratio

Table 2. COX-Regression model according to ESRD (HD + TX) in CKD (Backward Stepwise)

. Model 1 Model 7
Variables
P HR (95%Cl) P HR (95%Cl)

Gender 0.012 2.043 (1.169-3.57) 0.003 2.196 (1.298-3.714)
Baseline eGFR <0.001 0.902 (0.876-0.929) <0.001 0.902 (0.877-0.927)
Hb 0.011 0.811 (0.689-0.954) 0.005 0.812 (0.702-0.940)
P 0.022 1.282 (1.036-1.588) 0.036 1.205 (1.012-1.435)
DBP 0.115 1.020 (0.995-1.046) 0.037 1.019 (1.001-1.037)
NLR 0.013 1.276 (1.052-1.548) 0.024 1.242 (1.029-1.498)
Spot urine protein creatine ratio 0.004 1.224 (1.067-1.405) <0.001 1.192 (1.095-1.298)
DM 0.729 1.112 (0.610-2.028)

Albumin 0.550 0.788 (0.361-1.721)

BMI 0.250 0.971 (0.924-1.021)

PTH 0.531 1.001 (0.999-1.003)

PLR 0.067 0.004 (0.000-1.484)

SBP 0.849 0.998 (0.982-1.015)

SBP: Systolic blood pressure DBP: Diastolic blood pressure DM: Diabetes Mellitus Hb: Hemoglobin Ca: Calcium P: Phosphorus
PTH: Parathormone CRP: C-reactive protein NLR: Neutrophil to lymphocyte ratio PLR: Platelet to lymphocyte ratio
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Table 3. COX-Regression model according to poor renal outcome (ESRD + Death) in CKD (Backward Stepwise)

Variables Model 1 Model 8
P HR (95%Cl) P HR (95%Cl)

Gender 0.022 1.825 (1.091-3.055) 0.004 2.007 (1.249-3.226)
Baseline eGFR <0.001 0.915 (0.892-0.938) <0.001 0.916 (0.895-0.939)
Hb 0.043 0.854 (0.732-0.995) 0.012 0.843 (0.738-0.962)
P 0.009 1.309 (1.073-1.597) 0.053 1.182 (0.998-1.400)
DBP 0.157 1.016 (0.994-1.038) 0.046 1.016 (1.000-1.032)
NLR 0.011 1.238 (1.050-1.459) 0.036 1.160 (1.010-1.333)
Spot urine protein creatine ratio 0.135 1.098 (0.971-1.240) <0.001 1.165 (1.078-1.259)
DM 0.514 0.840 (0.498-1.417)

Albumin 0.047 0.499 (0.251-0.992)

BMI 0.303 0.978 (0.936-1.021)

PTH 0.303 1.001 (0.999-1.003)

PLR 0.174 0.032 (0.000-4.546)

SBP 0.663 1.003 (0.989-1.018)

SBP: Systolic blood pressure DBP: Diastolic blood pressure  DM: Diabetes Mellitus Hb: Hemoglobin Ca: Calcium P: Phosphorus
PTH: Parathormone CRP: C-reactive protein NLR: Neutrophil to lymphocyte ratio PLR: Platelet to lymphocyte ratio

Limitations

The limitations of our study are the fact that it was a single-
center study, patients who left follow-up for different reasons
during the 4-year follow-up period. In addition, if the number
of errors followed was higher, it would have added value to
our study.

DISCUSSION

There are limited studies related to the NLR and renal
progression in the literature. In this study, we demonstrated
that the NLR is an independent indicator of progression to
end-stage renal disease (ESRD) and poor renal outcome
(ESRD+death) after 4 years of follow-up in patients with
predialysis CRD. Renal progression was higher in patients
with NLR > 2.41 than patients with NLR <2.41. In a study,
with 105 patients, conducted by Kogyigit et al.'® the patients
with a decrease in renal clearance more than 5 ml/min/year
classified as progressive and those with less than 5 ml/min/
year decrease in renal clearance classified as non-progressive.
The reflection of the inflammation shown with increased NLR
predicts the progression of CRD to ESRD as an independent
risk factor. In the same study, it was found that patients with
stage 4 CRD with NLR >3 showed a faster progression to ESRD
than patients with NLR <3.

Predicting the progression of chronic renal failure is an
important clinical issue. In recent years, some clinical studies
have focused on identifying the predictive factors to slow
down or even stop the progression of chronic renal disease.
There is a common histological outcome in chronic renal
diseaseindependent from the etiology. Glomeruli, tubules and
mesangial cells come into contact with plasma and interact
with circulating inflammatory cells and regulate glomerular
filtration rate. Neutrophils and macrophages contribute to
glomerulosclerosis by producing inflammatory mediators.
The mediators which were secreted from neutrophils cause

the migration of more neutrophils and increase glomerular
damage. As a result, glomerulosclerosis and decreased renal
function are associated with the infiltration of the interstitium
by inflammatory cells.l'”'8

Many studies have shown that risk factors for the progression
of CRD are DM, lipid metabolism disorders, atherosclerosis, HT,
smoking, the presence of inflammation indicators, obesity and
male gender.*?% Bash et al.?"! reported that inflammation and
homeostasis indicators are associated with the progression of
chronic renal disease, regardless of the major traditional risk
factors.

A study with 165 patients over 65 years which was conducted
by Tatar et al.?? showed that CRD patients with increased NLR
values have higher mortality and RRT initiation rates. Ryota
Yoshitomi et al.?® conducted a study with 350 patients for
seven years and reported that NLR level as an independent
risk factor for renal disease progression in patients with CRD
stages 1-4.In another study with 740 patients and 5 years
follow up period showed that DM, young age and initial eGFR
were independent factors in progression to ESRD in Cox-
regression analysis.” In our study, we found that DM and
baseline eGFR are independent predictors of ESRD and renal
poor outcome (ESRD+mortality) in Cox-Regression analysis.
In this study, we found that inflammation was associated
with renal poor outcome independent of other causes. The
relationship between NLR and renal progression is explained
by the hypothesis that patients with higher NLR have more
severe chronic inflammation.>? |In our study, although CRP
was not associated with ESRD and poor renal outcome, high
NLR value suggests increased inflammation in CRD. This
finding shows us that CRD has inflammatory processes.

At present, there is no effective predictor for predicting the
progression of CRD. Therefore, many researchers are trying
to identify a predictive marker or find a model to assess the
progress of CRD. Adiponectin, NT-proBNP, fibroblast growth
factor 23, asymmetric dimethylarginine and apolipoprotein
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A-IV have been studied to evaluate the progression of CRD.?”-
31 Although all these parameters have been shown to be useful
in predicting CRD progression after adjustment for baseline
renal function and other variables they are not applicable in
clinical practice. Technical factors such as advanced laboratory
requirements and excessive laboratory costs make the clinical
use of these predictive markers difficult. In contrast, simply
calculating the peripheral blood NLR is an easily accessible
and applicable parameter for assessing progression in patients
with CRD in clinical practice.

CONCLUSION

In conclusion, we demonstrated that NLR is an independent
predictor of ESRD and poor renal outcome (ESRD+Death) in
CRD patients. Therefore, NLR measurement may be useful in
predicting the progression of CRD patients.

ETHICAL DECLARATIONS

Ethics Comittee Approval: The study was carried out with
the permission of Saglk Bilimleri University Konya Training
and Research Hospital Medical Specialty Education Board
(Approval no: 48929119/774/28-05, Date: 01.08.2019).
Informed Consent: Because the study was designed
retrospectively, no written informed consent form was
obtained from patients.

Status of Peer-review: 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.
Acknowledgment: The authors have no commercial
associations or sources of support that might pose a conflict
of interest. All authors have made substantive contributions
to the study, and all authors endorse the data and conclusions.

Conflict of interest: The authors declare that there are no
conflicts of interest.

REFERENCES

1. Silverstein DM. Inflammation in chronic kidney disease: role in the
progression of renal and cardiovascular disease. Pediatr Nephrol
2009:24:1445-52 .

2. YuHT.Progression of chronicrenalfailure. Arch Intern Med 2003:163:1417-
29.

3. Jacobson HR. Chronic renal
1991:338:419-23.

4. Manabe I. Chronic Inflammation Links Cardiovascular, Metabolic and
Renal Diseases. Circ J 2011;75(12):2739-48

5. Akchurin OM, Kaskel F. Update on inflammation in chronic kidney disease.
Blood Purif 2015:39:84-92

6. Kalantar-Zadeh K. Inflammatory marker mania in chronic kidney disease:
pentraxins at the crossroad of universal soldiers of inflammation. Clin J
Am Soc Nephrol 2007:2:872

failure: pathophysiology. Lancet

7. HillPA,Lan HY, Nikolic-Paterson DJ, Atkins RC.ICAM-1 directs migrationand
localization of intersitial leukocytes in experimental glomerulonephritis.
Kidney Int. 1994;45:32-42.

8. Lebleu VS, Sugimoto H, Miller CA, Gattone VH, Kalluri R. Lymphocytes
are dispensable for glomerulonephritis but required for renal interstitial
fibrosis in matrix defect-induced Alport renal disease. Lab Invest.
2008;88:284-92

9. Abbate M, Zoja C, Corna D, Capitanio M, Bertani T, Remuzzi G. In
progressive nephropathies, overload of tubular cells with filtered proteins
translates glomerular permeability dysfunction into cellular signals of
interstitial inflammation. J AmSoc Nephrol. 1998;9:1213-24

10. Akchurin OM, Kaskel F. Update on inflammation in chronic kidney disease.
Blood Purif 2015:39:84-92

.Gungor O, Unal HU, Guclu A, et al. IL-33 and ST2 levels in chronic
kidney disease: associations with inflammation, vascular abnormalities,
cardiovascular events, and survival. PLoS ONE 2017:14(6):e0178939.

12.Kidney Disease Improving Global Outcomes (KDIGO) CKD Work Group
(2013) KDIGO 2012 clinical practice guideline for the evaluation and
management of chronic kidney disease. Kidney Inter Suppl 3:1-150

_
_

13.Levey AS, Coresh J, Greene T, et al. Chronic Kidney Disease Epidemiology
Collaboration Using standardized serum creatinine values in the
modification of diet in renal disease study equation for estimating
glomerular filtration rate. Ann Intern Med 2006. Aug;145(4):247-54

14.Mancia G, De Backer G, Dominiczak A, et al. 2007 Guidelines for the
management of arterial hypertension: The task force for the management
of arterial hypertension of the European society of hypertension
(ESH) and of the European society of cardiology (ESC). Eur Heart J.
2007;28(12):1462-1536.

15.WHO STEPS. Section 3: guide to physical measurements (Step 2). Geneva.
2008. Disponi‘vel em:http://www.who.int/chp/steps/ Part3_Section3.pdf
[Acessado em 28 June 2011

16. Kocyigit |, Eroglu E, Unal A, et al. Role of neutrophil/ lymphocyte ratio in
prediction of disease progression in patients with stage-4 chronic kidney
disease. J Nephrol. 2013;26:358-65

17.Klahr S, Schreiner G, Ichikawa I. The progression of renal disease. N Engl J
Med. 1988;318:1657-66

18.Heinzelmann M, Mercer-Jones MA, Passmore JC. Neutrophils and renal
failure. Am J Kidney Dis. 1999;34:384-99

19. Weinstein JR, Anderson S. The aging kidney: physiological changes. Adv
Chronic Kidney Dis. 2010;17(4):302-7.

20.Fried L, Solomon C, Shlipak M, Seliger S, Stehman-Breen C, Bleyer AJ, et
al. Inflammatory and prothrombotic markers and the progression of renal
disease in elderly individuals. J Am Soc Nephrol. 2004;15:3184-3191

21.Bash LD, Erlinger TP, Coresh J, Marsh-Manzi J, Folsom AR, Astor BC.
Inflammation, hemostasis, and the risk of kidney function decline in
the Atherosclerosis Risk in Communities (ARIC) Study. Am J Kidney Dis.
2009;53:596-05

22.Tatar E, Mirili C, Isikyakar T, et al. The association of neutrophil/
lymphocyte ratio and platelet/lymphocyte ratio with clinical outcomes
in geriatric patients with stage 3-5 chronic kidney disease. Acta Clin Belg
2016:71:221-6.

23.Yoshitomi R, Nakayama M, Sakoh T, et al. High neutrophil/lymphocyte
ratio is associated with poor renal outcomes in Japanese patients with
chronic kidney disease. Renal Failure 2019:41:1238-43.

24. Altunoren O, Akkus G, Tutuncu Sezal D, et al. Does neutrophyl to
lymphocyte ratio really predict chronic kidney disease progression? Int
Urol Nephrol 2019;51(1):129-37.

25.Wang X, Zhang G, Jiang X, et al. Neutrophil to lymphocyte ratio in relation
to risk of all-cause mortality and cardiovascular events among patients
undergoing angiography or cardiac revascularization: a meta-analysis of
observational studies. Atherosclerosis. 2014;234:206-13.

26.Templeton AJ, McNamara MG, Seruga B, et al. Prognostic role of
neutrophil-to-lymphocyte ratio in solid tumors: a systematic review and
meta-analysis. J Natl Cancer Inst 2014;106:dju124.



212

Journal of Contemporary Medicine

27.Kollerits B, Fliser D, Heid IM, Ritz E, Kronenberg F. MMKD Study Group.
Gender-specific association of adiponectin as a predictor of progression
of chronic kidney disease: the Mild to Moderate Kidney Disease Study.
Kidney Int 2007;71:1279-86.

28.Spanaus KS, Kronenberg F, Ritz E, et al. Mild-to-Moderate Kidney Disease
Study Group. B-type natriuretic peptide concentrations predict the
progression of nondiabetic chronic kidney disease: the Mild-to-Moderate
Kidney Disease Study. Clin Chem 2007;53:1264-72

29.Fliser D, Kollerits B, Neyer U, et al. Fibroblast growth factor 23 (FGF23)
predicts progression of chronic kidneydisease: the Mild to Moderate
Kidney Disease (MMKD) Study. J Am Soc Nephrol 2007;18:2600-8

30.Fliser D, Kronenberg F, Kielstein JT, et al. Asymmetric dimethylarginine
and progression of chronic kidney disease: the mild to moderate kidney
disease study. J Am Soc Nephrol 2005;16:2456-61.

31.Boes E, Fliser D, Ritz E, et al. Apolipoprotein A-IV predicts progression of
chronic kidney disease: the mild to moderate kidney disease study. J Am
Soc Nephrol 2006;17(2):528-36.



JOURNAL OF

CONTEMPORARY MEDICINE

DOI: 10.16899/jcm.737704
J Contemp Med 2020;10(2):213-219

Journal of
Contemporary

Efficacy of Intra-Arterial Nimodipine Therapy in The
Treatment of Vasospasm After Subarachnoid Hemorrhage

Subaraknoid Kanama Sonrasi Gelisen Vasospasmin Tedavisinde intra
Arterial Nimodipin Tedavisinin Etkinlgi

Vedat Acik’

TAdana Sehir Egitim ve Arastirma Hastanesi Beyin ve Sinir Cerrahisi, Adana, Tlrkiye

Abstract

Background: This study aims to investigate the efficacy of intra-
arterial nimodipine therapy in treating patients that presented
with spontaneous subarachnoid hemorrhage and developed
vasospasm following aneurysm surgery.

Material and Method: The study includes 37 patients that
underwent intra-arterial nimodipine therapy for the treatment of
cerebral vasospasm between October 2015 and December 2019.
In patients that developed vasospasm, a catheter was selectively
inserted into the internal carotid artery, 1-2 mg of nimodipine was
diluted with 50 ccs of saline, and was slowly infused through the
catheter.

Results: In our study, we found the success rate of intra-arterial
nimodipine administration to be 78.4% (neurologic findings
completely improved in 29 cases). The clinical condition did not
improve in 13.5% of cases and worsened in 8.1%. 86.4% of our
patients were discharged with good outcomes (mRS score 0-1).

Conclusion: We conclude that intra-arterial nimodipine therapy
is a cost-effective, safe, and successful method for the treatment
of cerebral vasospasm, a condition that directly affects morbidity
and mortality after subarachnoid hemorrhage. Prospective studies
are needed to determine standard doses and application times in
order to establish the efficacy of intra-arterial nimodipine therapy
in treating cerebral vasospasm.

Keywords: Spontaneous subarachnoid hemorrhage, vasospasm,
intra-arterial nimodipine therapy

Oz

Amag: Bu calismada spontan subaraknoid kanama nedeni ile yatirilip
anevrizma cerrahisi sonrasi vasospasma giren ve tedavide intra arterial
nimodipin verdigimiz hastalarin sonuglar Uzerinden intra arterial
nimodipin tedavisinin etkinligini incelemeyi amagladik

Gere¢ ve Yontem: Calismaya Ekim 2015 — Aralik 2019 tarihleri
arasinda Klinigimizde serebral vasospasm saptanan ve intra — arterial
nimodipine tedavisi uygulanan 37 hasta calismaya dahil edildi.
Vasospasm saptanan hastalarda internal karotid artere selektif olarak
katater yerlestirlip bu kataterden 1 — 2 mg nimodipine 50 cc serum
fizyolojik ile sulandirilip yavas inflizyonla verildi.

Bulgular: Calismamizda intra — arteriyal nimodipin uygulamasi
sonrasinda tedavi basari oranimiz %78,4 (29 olguda nérolojik muayene
tamamen dizeldi) olarak saptandi. Olgularin %13,5'inde klinik diizelme
olmaz iken; %8,1'inde klinik kotilesme saptandi. Olgularimizin %86.4'
iyi skorla (mRS 0, 1) taburcu edildi.

Sonug: Sonug olarak subaraknoid kanama sonrasi morbidite ve
mortaliteyi dogrudan etkileyen serebral vazospazmda intra — arteriyal
nimodipin tedavisinin ucuz, glvenli ve basarili oldugunu gosterdik.
intra - arteriyal nimodipinin tedavisinin serebral vasopazmdaki
etkinliginin net olarak ortaya konulabilmesi icin standart doz
ve uygulama surelerinin  prospektik ¢alismalarla  gosterilmesi
gerekmektedir.

Anahtar Kelimeler: Spontan subaraknoid kanama, Vasospazm, Intra
arterial nimodipin tedavisi
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INTRODUCTION

Cerebral vasospasm is the most major cause behind morbidity
(decreased cerebral blood flow, ischemic neurological deficits,
and cerebral infarction) and mortality associated with
aneurysmal subarachnoid hemorrhage.™" Cerebral vasospasm
develops within 48 hours after subarachnoid hemorrhage as
a result of inflammatory response but is rarely detected with
angiography within the first 3 days.? It is usually determined
5 to 14 days after subarachnoid hemorrhage and begins to
improve within 2 to 4 weeks.®4 Because of its multifactorial
etiopathogenesis, several treatment options have been
proposed for the treatment of cerebral vasospasm. Despite
the advanced treatment efforts, 15-20% of these cases result
in clinical cerebral infarction.®

Pentoxifylline and facial nerve stimulation are more recent
treatmentoptionswhereascommontreatmentoptionsinclude
clazosentan, balloon dilatation, intra-arterial papaverine,
and nimodipine [isopropyl (2-methoxy-ethyl) 1,4-dihydro-
2,6-dimethyl-4-(3-nitrophenyl)-3,5-pyridinedicarboxylate].
027100 Despite all these proposed treatment options, the
only conventional evidence-based treatment method is
hemodynamic therapy, which involves the manipulation of
blood pressure, volume, and viscosity to improve cerebral
blood flow. And even this treatment method is associated
with a 20 to 30% risk of complications.!"" In patients that have
severe persistent cerebral vasospasm that does not respond
to hemodynamic therapy, the last resort for the prevention of
cerebral infarction seems to be endovascular treatment such
as transluminal balloon angioplasty or the selective intra-
arterial administration of vasodilators.

Previous studies have stated that intra-arterial nimodipine
therapy is a safe and effective way to treat cerebral vasospasm.
02 In this study, we aimed to investigate the efficacy of intra-
arterial nimodipine therapy in treating patients that presented
with spontaneous subarachnoid hemorrhage and developed
vasospasm following aneurysm surgery.

MATERIAL AND METHOD

Study population

This retrospective study was conducted between January and
April 2020 in the Adana City Training and Research Hospital
Brain and Nerve Surgery Department. The study was carried
out with the permission of Adana City Training and Research
Hospital Clinical Researches Ethics Committee (Permission
granted 03.06.2020, Decision No.903).This study was prepared

in accordance with the Law on Protection of Personal Data, by
anonymizing patient data and in accordance with the 2013
Brazil revision of the Helsinki Declaration and guidelines for
Good Clinical Practice.

Sixty-thirty eight patients with cerebral aneurysm were
treated endovascularly or surgically in our clinic between
October 2015 and December 2019. The patients who
developed early neurological deterioration and did not
have any significant indicators of pathology in blood or
radiography results underwent cerebral angiography for
suspected cerebral vasospasm. 37 patients that underwent
intra-arterial nimodipine therapy for cerebral vasospasm
were included in the study. Other patients were excluded.
Patients with clinical signs of vasospasm were included
in the study. Patients with radiological vasospasm and no
clinical deterioration were excluded from the study. In all
subarachnoid hemorrhage cases, 2 - h and 3 - h treatments
were applied in the preoperative and post operative period,
and despite this treatment, nimodipine treatment was given
to patients with vasospasm clinic.

The patients' clinical and demographic characteristics,
cerebral aneurysm localization, Glasgow Coma Scores (GCS),
Fischer scores, and pre-stroke and discharge modified Rankin

Scores (mRS) were recorded from patient files.

Intra - arterial nimodipine application

Intra-arterial nimodipine administration was performed
in the angiography department. Patients were brought to
the angiography department and underwent intra-arterial
pressure monitoring. Cerebral imaging was performed using
a diagnostic catheter inserted through a femoral artery
sheath. In patients that developed vasospasm, a catheter was
selectively inserted into the internal carotid artery, 1-2 mg of
nimodipine was diluted with 50 ccs of saline, and was slowly
infused through the catheter. The patients were monitored
with intra-arterial blood pressure monitoring during the
procedure. This procedure was continued for 5-7 days
according to the improvement of the patients' neurological
findings.

Statistical analysis

Data were analyzed using SPSS for Windows version 20 (IBM
SPSS Inc., Chicago, IL). The normality of data distribution
was evaluated by the Kolmogorov-Smirnov test. Normally
distributed numerical data were expressed as mean+standard
deviation. Categorical variables were expressed as numbers
and percentages.
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RESULTS

The clinical and demographic characteristics and treatment
protocols of the subjects are presented in Table 1 in detail. The
study population consisted of 20 male and 17 female patients.
The mean age of the subjects was 56.3+10.8 years. The mean
GCS was 13.45+0.77. All patients were operated on within 72
hours. 4 patients underwent endovascular treatment and 33
underwent open surgery. 28 patients developed unilateral
and 9 developed bilateral cerebral vasospasm (Figures 1-3).

Following intra-arterial nimodipine therapy, the neurological
findings improved completely in 29 subjects (78.4%), did not
improve in 5 (13.5%), and worsened in 3 (8.1%). Angiographic
improvement was observed in only 15 patients (40.5%). The
discharge modified Rankin Scores of the subjects were as
follows: mRS 0 in twenty-one (56.8%), mRS 1 in eleven (29.7%),
MRS 2 in three (8.1%), and mRS 3 in two (5.4%). 3 (8.1%)
patients developed superficial infection at the site of femoral
artery sheath insertion, all of which improved after medical
treatment.

Table 1. Clinical, demographic and radiological findings of the study population

No Age Gender GCS Fischer Scor Aneurysm localization Treatment Option mRS
1 55 M 14 1 AcomA Surgery 0
2 65 F 14 2 ICA Surgery 1
3 57 F 13 3 MCA, AcomA Surgery 0
4 44 M 14 2 AcomA Surgery 1
5 38 M 14 2 AcomA Surgery 1
6 53 M 14 2 Bilateral MCA Surgery 3
7 55 B 14 3 MCA Surgery 0
8 69 F 14 1 AcomA Surgery 0
9 58 F 14 4 ICA EVT(FD stent) 1
10 43 F 14 1 AcomA Surgery 0
1 60 F 13 3 AcomA Surgery 0
12 70 M 14 2 AcomA Surgery 1
13 54 M 14 2 MCA Surgery 0
14 73 F 13 3 MCA ,PcomA Surgery 1
15 63 F 14 1 AcomA Surgery 0
16 79 M 14 4 MCA Surgery 1
17 63 F 14 4 MCA Surgery 1
18 39 M 13 2 DACA Surgery 0
19 38 F 14 2 ICA EVT(FD stent) 0
20 68 F 14 3 ICA Surgery 0
21 56 M 14 4 PcomA Surgery 2
22 66 M 13 3 MCA Surgery 1
23 38 M 13 4 ICA Surgery 0
24 50 F 14 1 MCA,AcomA Surgery 2
25 57 M 12 3 MCA,DACA Surgery 1
26 44 F 14 3 ICA Surgery 0
27 59 F 14 3 AcomA Surgery 0
28 57 M 12 3 MCA Surgery 0
29 66 M 13 4 MCA,PcomA Surgery 0
30 57 M 13 3 ICA Surgery 0
31 59 F 14 4 MCA Surgery 0
32 49 M 12 4 AcomA Surgery 2
33 64 F 12 3 MCA Surgery 0
34 55 M 14 4 MCA Surgery 1
35 54 M 12 3 Acom A Surgery 0
36 71 M 12 2 ICA EVT(FD stent) 0
37 37 M 14 3 Baziler tepe EVT(Primary coil) 3

Abbreviations: GCS: Glasgow coma scale, mRS: Modified rankin score, M: Male, F: Female, AcomA: Anterior communicating artery, MCA: Middle cerebral artery,
PcomA: Posterior communicating artery, ICA: Internal carotid artery, DACA: Distal anterior cerebral artery, EVT: Endovascular treatment, FD: Flow diverting
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Figure 1. Patient who underwent right-sided intervention for anterior communicating artery aneurysm but developed bilateral
vasospasm (top). Partial radiological improvement in the same patient after intra-arterial nimodipine therapy (bottom).
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radiological improvement following intra-arterial nimodipine therapy.
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DISCUSSION

In our study, the success rate of intra-arterial nimodipine
therapy was 78.4%. The clinical condition did not improve in
13.5% of cases and worsened in 8.1%. 86.4% of our patients
were discharged with good outcomes (mRS score 0-1).

Cerebral vasospasm is the main clinical finding that determines
prognosis after subarachnoid hemorrhage. The vasoactive
substances that are associated with vasospasm significantly
affect the course of the disease due to their proinflammatory,
vasoconstrictor, and various other undetermined effects.l'>'4
One of the major pathophysiological mechanisms involved
in the development of cerebral vasospasm is changes in
the metabolism of nitric oxide (NO). NO is a vasodilator
that is directly associated with smooth muscle relaxation.
Studies have demonstrated that extravascular hemoglobin
and catabolism products that result from subarachnoid
hemorrhage disrupt NO signaling between the vascular
endothelium and the underlying smooth muscle cells. Also,
even though the narrowing of major blood vessels plays
an important role in delayed ischemic injury, recent studies
suggest that alternative mechanisms such as early brain
damage, loss of autoregulation of cerebral microcirculation,
and microthrombosis also play a role in the pathogenesis of
cerebral vasospasm.!>18

Many interventional or medical treatment options have
been proposed for the treatment of cerebral vasospasm.
However, these methods have limited feasibility due to

Figure 3. A not-clearly-discernible vasospasm in a patient that was operated for anterior communicating artery aneurysm.The
patient enjoyed a significant clinical improvement after treatment, but there was not a significant radiological improvement.

various reasons including the difficulty of application, lack
of cost-effectiveness, and the high rates of treatment failure
or adverse events. Intra-arterial calcium channel blockers are
commonly used since they are partially outside of the above-
mentioned limitations. Numerous experimental studies have
demonstrated that different vessels in the body contain
various types of calcium channels and receptors on their
endothelia. It is established that calcium channel receptors
of the cerebral vascular endothelium are different than those
of the peripheral blood vessels. Furthermore, multiple studies
have shown that the intravenous and topical administration
of calcium channel blockers, and especially nimodipine, dilate
narrowed vessels.

Hanggi et al' administered intra-arterial nimodipine
to 26 patients who developed cerebral vasospasm after
subarachnoid hemorrhage. They reported that most of these
patients showed clinical and angiographic improvement and
increased cerebral perfusion. Some authors argue that intra-
arterial nimodipine is a more effective treatment compared
to intra-arterial papaverine.' In a different study, Hanggi
et all™ applied intra-ventricular nimodipine bolus to 8
patients with cerebral vasospasm, followed by continuous
lumbar intrathecal nimodipine infusion. 3 patients showed
complete clinical improvement, whereas there was no
clinical improvement in 4 cases.? In their study, Biondi et
al.t? reported that 76% of the patients treated with intra-
arterial nimodipine clinically improved and 72% were in good
condition at discharge (mRS score 0-1). In their study, Musahl
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et al.?" reported good outcomes for intra-arterial nimodipine
therapy and no new ischemic lesions. The experimental
study of Onal et al.”? indicated that selective intra-arterial
nimodipine therapy was more effective than intravenous
and intrathecal administration. Roda et al.?® found that the
extent of cortical ischemia was reduced in subjects with focal
cerebral ischemia that were administered an adequate dose
of intra-arterial nimodipine. A case report by Boker et al.?*
indicates that vasospasm angiographically resolved in all
3 patients that postangiographically received intra-arterial
nimodipine therapy. We ascribe the differences in treatment
outcomes to several factors. The most significant factor is
that, even though this procedure is fundamentally a medical
treatment, it is an invasive process. Therefore, the outcome will
be significantly associated with the ability of the practitioner.
Secondly, we believe the outcome is most likely associated
with the dosage and duration of nimodipine therapy. Indeed,
in the aforementioned studies, the dosage and duration of
treatment and the practitioners that administered nimodipine
are completely different from our study.

In our study, the clinical conditions of 3 patients worsened
after intra-arterial nimodipine therapy. We were unable
to conclusively determine whether this resulted from the
nimodipine treatment or the present cerebral vasospasm.
However, we believe it is very likely associated with cerebral
vasospasm since we did not observe any complications
associated with the treatment. In their 2019 study, Adami D.
et al.® investigated the use of balloon angioplasty and intra-
arterial nimodipine for the treatment of vasospasm. They
concluded that angioplasty was associated with a higher risk
of thromboembolic events and arterial dissection and that
it should not be considered as a first choice even in patients
with severe vasospasm but only as a last resort.

The primary limitation of our study is its retrospective nature.
Other limitations include the small number of subjects and
not having tried different doses or durations of nimodipine
therapy in patients that did not respond to intra-arterial
nimodipine treatment.

We conclude that intra-arterial nimodipine therapy is a cost-
effective, safe, and successful method for the treatment
of cerebral vasospasm, a condition that directly affects
morbidity and mortality after subarachnoid hemorrhage.
Prospective studies are needed to determine standard doses
and application times in order to establish the efficacy of intra-
arterial nimodipine therapy in treating cerebral vasospasm.
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Abstract

Aim: This study aims to determine the anxiety levels of the parents
of patients admitted to the pediatric emergency clinic due to febrile
convulsion, and to evaluate factors that may affect anxiety levels. In
addition, it is aimed to investigate the effect of the febrile convulsion on
parents' behavior and emotional status in order to improve our attitude
towards parents in the future.

Material and Method: The study was done at Necmettin Erbakan University
Meram Medical Faculty Faculty Hospital Pediatric Emergency Department
between February 2017 and September 2018 with febrile convulsion and
fever were included in this study. The patients were evaluated in two groups
as those with febrile convulsion and those who complained of fever only.
The State-Trait Anxiety Inventory was used to determine the level of anxiety
of parents.

Results: Of the patients included in the study, 323 (48.6%) were admitted
with febrile convulsion and 341 (51.4%) with fever complaints. When
compared to the mean of the state anxiety score and the trait anxiety score
between the groups, it was found that the mean of the state anxiety score
was statistically higher in the febrile convulsion group than the non-seizure
fever group (p=0.001), while the trait anxiety score was also high in the
febrile convulsion group, but no statistical significance was found between
the non-seizure fever group (p>0.05). When the anxiety level of parents
was examined according to the number of seizures of the patients in the
febrile convulsion group, it was found that the parents of patients with
their first seizures were statistically significantly higher than their parents
with multiple seizures (p=0.007, p=0.001). No statistical significance was
found between the education level of the parents and their anxiety scores
(p>0.05).

Conclusion: Parents of patients who have applied to health institutions
with a fever complaint, providing fever and febrile convulsion training,
explaining the first interventions to the patient who has a seizure, and
raising awareness of the families reduce parents' worries and fears.

Keywords: Febrile convulsion, anxiety, parents, child, pediatric emergency

Oz

Amag: Bu calismada febril konvilsiyon nedeniyle cocuk acil klinigine
basvuran hastalarin ebeveynlerinin kaygi dizeylerinin belirlenmesi ve kaygi
dizeylerini etkileyebilecek faktorlerin degerlendirilmesi amaclanmistir. Ayrica,
gelecekte ebeveynlere karsi tutumumuzu gelistirmek icin atesli konvilsiyonun
ebeveynlerin  davranislari  ve duygusal durumlan Uzerindeki etkisinin
arastinimasi amaclanmaktadir.

Gereg ve Yontem: Calisma Subat 2017-Eyltl 2018 tarihleri arasinda Necmettin
Erbakan Universitesi Meram Tip Fakiiltesi Hastanesi Cocuk Acil Servisine
konvdlsiyon ve atesle basvuran hastalar ve ebeveynleriyle yapildi. Hastalar
febril konvilziyonu olan ve sadece ates yakinmasi olan olmak tzere iki grupta
degerlendirildi. Ebeveynlerin kaygi duzeyini belirlemek icin Durumluk Strekli
Kaygi Envanteri kullanildi.

Bulgular: Calismaya dahil edilen hastalarin 323'0 (%48,6) febril konvulsiyon,
341" (%51,4) ates yakinmasi ile bagvurdu. Gruplar arasindaki durumluk kaygi
puani ve slrekli kaygr puani ortalamasi karsilastinldiginda, durumluluk
kaygipuan ortalamasinin febril konvilsiyon grubunda sadece atesi olan
gruba gore istatistiksel olarak anlamli sekilde daha yuksek oldugu saptandi
(p=0,001). Surekli kaygr puani da febril konvilsiyon grubunda daha yiiksek
saptandi ancak sadece atesi olan grup ile arasinda istatistiksel olarak anlamli
bir fark saptanmadi (p>0,05). Ebeveynlerin kaygi duzeyi, febril konvilsiyon
grubundaki hastalarin ndbet sayisina gore incelendiginde, ilk ndbetleri olan
hastalarin ebeveynlerinin kaygisinin  ¢oklu nobetleri olan ebeveynlerine
gore istatistiksel olarak anlamli derecede yuksek oldugu bulundu (p=0,007,
p=0,001). Ebeveynlerin egitim duzeyleri ile kaygi puanlari arasinda istatistiksel
olarak anlamli bir fark saptanmadi (p>0,05).

Sonug: Saglik kurumlarina ates sikayeti ile bagvuran hastalarin ailelerine,
atese yaklasim ve febril konvilsiyon egitimi verilmesi, ndbet geciren hastaya
yapllmasi gereken ilk mudahalelerin agiklanmasi ve ailelerin farkindaliginin
artinlmasi, ebeveynlerin endise ve korkularini azaltmaktadir.

Anahtar Kelimeler: Atesli konvulsiyon, anksiyete, ebeveyn, cocuk, cocuk acil
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INTRODUCTION

Febrile convulsion (FC) is defined as a type of seizure
accompanied by fever in children between the ages of six
months and five years without any central nervous system
disease or electrolyte imbalance.™ FC is the most common
neurological disorder of infants and young children. FC occurs
in 2-5% of children under the age of five. The risk of mortality
and morbidity in FC is very low and there is no detectable
brain damage associated with FC.1?

Although the FC is a type of seizure in benign character, the
clinical condition resulting as a result of seizures causes fear
and anxiety in parents.! This can bring impairment to the
quality of life of the family, and parents may suffer from long-
term anxiety and insecurity when their children develop fever.™

This study aims to determine the anxiety levels of the parents
of patients admitted to the pediatric emergency clinic due
to FC, and to evaluate factors that may affect anxiety levels.
In addition, it is aimed to investigate the effect of the FC on
parents' behavior and emotional status in order to improve
our attitude towards parents in the future.

MATERIAL AND METHOD

Patients who were admitted to Necmettin Erbakan University
Meram Medical Faculty Hospital Pediatric Emergency
Department between February 2017 and September 2018
with FC and fever were included in this study. The patients
were evaluated in two groups as those with FC and those who
complained of fever only. The age, gender, number of seizures,
parent age and level of education of the parents were recorded
by the clinician. Those who did not agree to participate in the
study, who had another chronic disease and those over the
age of five for the seizure-free group were excluded from
the study. The scales were applied to one of the parents who
wanted to be included in the study. The State-Trait Anxiety
Inventory (STAI) was used to determine the level of anxiety of
parents.”! The STAI is used to measure anxiety levels in adults
and has two multiple-choice subscales with 20 questions for
state and trait anxiety. Each item is scored 1, 2, 3 or 4 according
to the severity of the indication. State anxiety defines the
anxiety of the individual feels at a certain time. Trait anxiety
describes the individual's general anxiety predisposition. The
scores obtained from the scale vary between 20-80 points.
Low score indicates low anxiety level and high score indicates
high anxiety level.

Statistical analysis of the study was done using the SPSS
20.0 package program. Identifying analyses were used in
the analysis of the distribution and frequency of data, and
ghi-square tests were used to compare two independent
groups in frequency data. Independent T-testing was used
to compare the average of the two independent groups. The
level of significance in all statistical analyses was considered
p<0.05.

RESULTS

This study included 664 patients who admitted to the
pediatric emergency clinic of Necmettin Erbakan University
Meram Medical Faculty Hospital between August 2017 and
September 2018 with febrile convulsions or only fever. Of the
patients included in the study, 323 (48.6%) were admitted
with FC and 341 (51.4%) with fever complaints. The average
age of patients and the distribution of them by gender are
shown in Table 1. It was determined that 170 (52.6%) of the
FC patients had first seizures and 153 (47.4%) had more than
one seizure. STAl was applied to the mother of 502 (75.6%) of
the participants and 162 (24.4%) to his father. The mean age
of all parents was 33.72+8.53 years old, while those in the FC
group were 35.16+9.20 and 32.35+7.61 in the non-seizure
fever group. 344 (51.8%) of parents were primary school, 134
(20.2%) were secondary school, 65 (9.8%) were high school
and 121 (18.2%) were university graduates.

Table 1. Mean age of patients and distribution by gender

Febrile seizure  Fever Overall
n (%) 323 (48.6%) 341 (51.4%) 664 (100%)
Gendern (%) Female 163 (50,5%) 129 (37.8%) 292 (44%)
Male 160 (49.5%) 212 (62.2%) 372 (56%)
Age (month) 38.15+£11.03 38.28+11.07 38.21+11.04

The mean state anxiety score of all patients was 49.58+15.02,
and mean ftrait anxiety score was 35.70+11.36. When
compared to the mean of the state anxiety score and the
trait anxiety score between the groups, it was found that the
mean of the state anxiety score was statistically higher in the
FC group than the non-seizure fever group (p=0.001), while
the trait anxiety score was also high in the FC group, but no
statistical significance was found between the non-seizure
fever group (p>0,05) (Table 2).

Table 2. Parental State and Trait Anxiety Scores

Febrile seizure Parent Fever Parent p
State Anxiety Point
Viearm 53.50+12.63 45.86+16.15  0.001
e/l a7 39.92412.41 31714854 005

Mean

Compared to the mean of anxiety scores among parents
in the FC group; the mean of the anxiety score of the state
anxiety score was statistically significantly higher in mothers
(56.04+12.08) than fathers (48.00+£12.07) (p=0.001), but the
mean scores of trait anxiety were not found between the
parents (p>0.05). In the seizure-free fever group, the mean
state anxiety scores and trait anxiety scores were not found
statistically significant among parents (p>0.05).

When the anxiety level of parents was examined according
to the number of seizures of the patients in the FC group, it
was found that the parents of patients with their first seizures
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were statistically significantly higher than their parents with
multiple seizures (p=0.007, p=0.001). No statistical significance
was found between the education level of the parents and
their anxiety scores (p>0.05).

DISCUSSION

In our study, it was determined that the parents of patients
with FC had higher anxiety scores than the group with fever
only, the anxiety scores of the families who had seizures
for the first time were higher than the group with multiple
seizures, and the anxiety scores of the mothers were higher
than the fathers.

One of the most common reasons for applications to pediatric
emergency departments is fever. When a child is brought to
the hospital for any reason, the anxiety level of their family
members increases and they worry. In 1980, “fever phobia”
was defined by Schmitt by determining that fever was a
concern for families and caregivers.® Most parents who are
concerned about fever; they fear a severe disease, adverse
effects of fever, or the possibility of a febrile seizure.”# In
the study of Stuijvenberg et al™ the emergence of febrile
seizures during high fever has been shown to be an important
problem for parents. In a study examining the attitudes and
behaviors of parents about fever in children in our country,
it was reported that families experienced panic, anxiety, and
misappropriations related to fever, and it was concluded that
management of the febrile child could be better done with
ongoing trainings.”” In our study, we compared the anxiety
level of families of children with FC and those of children
with fever only. In our study, it was found that the parents of
patients with FC had higher anxiety scores than the parents of
children with only fever. In addition, the mean of state anxiety
score was higher in both groups than the mean of trait anxiety
point. This shows that current situations increase the level of
anxiety of families similar to the literature.

Although FCin children is a benign and self-limiting condition
in most cases, witnessing such seizures is a terrible experience
for most parents.'%' Parents feel panic when they witness
their child being shaken, and many think that their child
may die."” There are many studies in the literature about the
responses of parents during and after FC.'*"*' These responses
include physical, psychological and behavioral symptoms
and cause poor quality of life of families. Parents may feel
extreme anxiety and fear, and may think their children are
weak and vulnerable."” Huang et al.'”’ organized a training
program among parents of children with FC, investigating
the effects on knowledge, attitudes, anxieties, and first aid
approaches. In this study, although there was only a slight
change in fever-related anxiety, it was found that there was
a significant improvement in knowledge, attitude, anxiety
and first aid practice in the FC group after the training. In
addition, it was determined that the training package about
FC had an important effect on the anxiety of the mothers of
children with FC who were treated in the hospital. In a similar

study by Rofigoh et al."® it was concluded that the FC training
package could be used as an alternative treatment to reduce
anxiety levels in mothers. In our study, we found that the
anxiety level of these families was high in accordance with the
literature. Giving trainings about fever and FC in emergency
departments isimportant because it will learn the relationship
between fever and FC, understand the usual good prognosis
and thereby reduce parental anxiety.

Traditionally, mothers have a greater responsibility for
childcare. Therefore, mothers may be more anxious due to
the future of their child, insecurity, pain of their child during
treatment and a sense of responsibility towards their family.
09 |n the study of Rutter et al.”? it was determined that 82%
of the children who had FC had family members during the
seizure and 50% of these children had only their mother. In
our study, when the mean of anxiety point between parents
were compared; it was determined that the mean of state
anxiety scores were statistically higher in mothers than
fathers (p=0.001). This reveals the importance of evaluating
the emotional responses of parents, especially mothers, by
health professionals and supporting them when necessary.
It is thought that informing these people about the disease
will both decrease the level of anxiety and that mothers can
provide positive support to their sick children.

Flury et al.”V reported that family anxiety during the first
seizure was associated with lower education levels, and
special and repetitive education could provide an important
advantage for these families. Shuper et al.® found a significant
relationship between low level of knowledge and high level of
anxiety. Similarly, in our study, both the state and continuity
anxiety point averages of the parents of patients with first
seizures were found to be statistically significantly higher
than the families of patients with more than one seizure.
This reveals that the information provided to the families of
patients with recurrent seizures significantly reduces the level
of anxiety and how important the education which is given
about the diseases besides the medical treatments applied in
the hospitals.

CONCLUSION

Parents' fear of fever and febrile seizures is one of the major
problems with several negative consequences for daily family
life. Giving trainings on fever and FC to the families of patients
who applied to health institutions with complaints of fever,
explaining the first interventions that should be done to the
patient who had a seizure, and raising the awareness of the
families will both reduce the anxiety and fears of the parents
who encounter this situation for first time, and ensure that
the families bring their patients to the health institution by
making appropriate interventions.
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Abstract

Aim: In this study, we aimed to evaluate the causes of mortality
and their ability to benefit from primary health care facilities in
patients receiving warfarin treatment and applying with high INR
(international normalization ratio) values.

Material and Method: All patients who were admitted to our
hospital for any reason, who had at least 4 INR and received
warfarin treatment, were included in the study. The studies were
analyzed retrospectively. The hospitalization epicrisis of 187
patients was evaluated. Questions were asked by phone about
duration of warfarin use, follow-up frequency, primary health
care status, changes in the floor made by the clinic, and the use of
warfarin data.

Results: The study population consisted of 87 women and 100
men. The mean age of the patients was 64.1+17.6 years. The most
common hospitalization complaints in the whole population were
bleeding (22.4%), dyspnea (18.2%), confusion (17.1%) and nausea/
vomiting (9.6%). INR level was above 10 in 34.2% of the patients.
The highest indication of warfarin use was AF. Hypertension was
the highest comorbidity. The predictors of mortality were chest
pain (HR=3.808; p=0.012) and hemathesis (HR=3.688; p=0.033),
respectively. The number of patients admitted to primary care for
warfarin was 23 (12.3%). Patients were followed up in cardiology,
home health care, cardiovascular surgery and neurology (16%,
6.4%, 5.9%, and 4.3%, respectively). The rate of people who received
warfarin training was 36.8%.

Conclusion: Warfarin is a drug that requires frequent follow-up
and complications are mortal. Patient education is very important
and patients should be encouraged to use primary health care
services, which are the most accessible health services.

Keywords: Bleeding, INR, mortality, primary health care, warfarin

Oz
Amag: Bu calisma ile warfarin tedavisi alan ve ytksek INR (uluslarasi
normalizasyon orani) degerleri ile basvuran hastalarda mortaliteye etki

eden nedenleri ve birinci basamak saglk kuruluslarindan uygun olarak
yararlanabilme durumlarini degerlendirmeyi amacladik.

Gere¢ ve Yontem: Herhangi bir nedenle warfarin tedavisi alan,
INR degeri 4 'in Uzerinde olan ve komplikasyon yasayan 187 hasta
calismamiza dahil edildi. Hastalarin hastane epikrizlerinden hastane
basvuru nedeni, hangi klinige basvurdudu, INR degerleri, komorbid
hastalik varligi, kan transfizyonu ihtiyaci, tedavi sonrasi saglik durumu,
warfarin endikasyonu, warfarin baslayan klinik retrospektif olarak
degerlendirildi. Taburculuk durumu, warfarin kullanma suresi, takip
sikhidi, birinci basamada basvuru durumu, doz degisikliklerini hangi
klinigin yaptig, egitim durumu telefondan 6grenildi.

Bulgular: En sk hastaneye basvuru sebepleri kanama (%22.4),
dispne (%18.2), ve kusma/bulanti (%9.6) olarak belirlendi. Hastalarin
%34.2'sinin INR dederi 10'un Uzerindeydi. En sik warfarin baslama
endikasyonu AF idi. Mortaliteye etki eden prediktorler gogus adrisi
(HR=3.808; p=0.012) ve hematemaz (HR=3.688; p=0.033) olarak
degerlendirildi. Birinci basamada doz degisimi icin basvuran hasta
orani %12.3 idi. Hastalarin takipleri en sik olarak kardiyoloji, evde saghk
hizmetleri, kardiyovaskiler cerrahi ve néroloji tarafindan yapilmaktaydi
(sirasiyla; %16, %6.4, %5.9 ve %4.3). Warfarin egitimi alanlarin orani ise
%36.8 idi.

Sonug: Warfarin sik takip gerektiren ve komplikasyonlari mortal olan
bir ila¢ oldugu igin hasta egitimi ¢cok dGnemlidir ve hastalarin en kolay
ulasabilecekleri saglik hizmeti olan birinci basamak saglik hizmetlerini
kullanmalari ydninde tesvik edilmesi gerekmektedir.

Anahtar Kelimeler: Kanama, INR, mortalite, birinci basamak saghk
hizmetleri, warfarin
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INTRODUCTION

Thrombotic diseases are the most frequent group of diseases
that cause death at present time. In the United States, two
million people from six million people affected by thrombotic
events die each year Thrombosis occurs as a result of
the process in the coagulation system, which begins with
the deterioration of vascular integrity. Venous thrombosis
most commonly ends up as pulmonary thromboembolism;
arterial thrombosis results in as myocardial infarction, stroke
and extremity gangrene. When considered how deadly the
consequences of thrombotic event are, it shows obviously
that prophylaxis and also treatment are so important. The
drugs in treatment are three groups as anticoagulants (AC),
antithrombocytes and thrombolytics. Among them, the
most commonly used AC drugs are unfractionated heparin,
standard heparin, and low molecular weight heparin (LMWH)
and coumarin derivatives, warfarin.® Warfarin prevents
the activation of coagulation factors and prevents clotting.
Warfarin's teropatic interval is narrow and its efficacy is defined
by the value of the international normalization ratio (INR).*
In the early stages of warfarin use INR follow-ups are frequent,
but these intervals are expanded over time. In long term side
effects begin to emerge by the influence of patient related
risk factors.”® The most important side effect of warfarin is
bleeding and its ratio varies percent 12-40. Bleeding ratios
are found in the nose (35%), soft tissue (21%), gastrointestinal
system (15%), urinary system (15%), intracranial (4%), thorax
(3%), intraocular (2%), retroperitoneal (1%).”!

In last 30 years, big developments are recorded in the field
of family medicine in our country. The position of the family
medicine, which is one step ahead from other departments
with its protective and coordinating features, in order to follow
the diseases with high mortality and morbidity which require
coordination of many units such as thrombosis, cannot be
denied. Especially in today’s condition where home health
care services, which family doctors work mostly at, become
widespread, the active participation of family physicians at
managing indications and contraindications for thrombosis
treatment and complications, requesting coagulation tests,
interpreting, anticoagulation treatment-follow up and their
interventions in these areas are very important. The purpose
of our work; to examine the reasons for admission of patients
whose INR value 4 and above and use warfarin and to evaluate
the primary follow-up status of these patients. Our secondary
purpose is to increase awareness for thrombotic diseases and
treatment in the primary care services with the results of this
study, and to plan training if necessary.

MATERIAL AND METHOD

Our study is designed as the retrospective descriptive type.
The study was approved by the local ethics committee at
Ankara Numune Training and Research Hospital prior study
(IRB number: 2014-236, date: 16.07.2014). Our study includes

all patients admitted to the Ankara Numune Training and
Research Hospital between November 1, 2012 and October
31, 2013, for warfarin treatment and for at least 4 of the INR
(International Normalization Ratio) values and who were
admitted to our hospital. Hospitalized clinics were identified as
Neurology, Cardiology, Intensive Care Service, Cardiovascular
Surgery (CVS), Gynecology (G), Hematology, Urology,
Anesthesia, Intensive Care Service, Emergency Internal
Service (EIMS) and other services. In our hospital, there is no
chest diseases service; patients who need to be hospitalized
for pulmonary diseases were admitted to emergency internal
medicine service.

The patient's name, surname, admission number, age,
telephone, and gender of the 187 patients who had been
hospitalized with any complications from 6108 patients with
an INR greater than 4 determined from the hospital data
center were reached. 187 hospitalized patient epicrisis were
reviewed and it was learned which clinic referral complaint,
which clinic is applied, which warfarin use status, INR value,
comorbid diseases, blood transfusion need, treatment end
point, warfarin use indications, which clinics started warfarin.
In our hospital, 116 patients (71 in-hospital exitus) who were
discharged from the hospital were contacted by telephone
and were questioned to determine the duration of warfarin
use, follow-up frequency, primary care application status, and
whether they had been trained to use warfarin. No information
was received from 43 of the 116 patients who did not have
telephone numbers, who did not give information, did not
answer the phone, and who were ex-patients after discharge
from our hospital. Although the contact information of 73
patients was available, 5 patients could not be reached from
the contact information, and as a result, 68 patients could be
reached.

Statistical analysis was performed by using the Statistical
Package for Social Sciences (SPSS) 20 program. The normal
distribution of the numerical data was assessed by the
Kolmogorov-Smirnov test. Numerical variables with normal
distribution are shown as meanzstandard deviation and
numerical variables with no normal distribution are shown
as median (min-max). Categorical variables were stated
as number (%). Comparison of normal distribution of
numerical variables between two groups was done by T
test in independent samples and ANOVA test in comparison
between three or more groups. The Mann-Whitney U test was
used to compare non-normal numerical variables between
two groups, and the Kruskall Wallis H test was used to compare
three or more groups. Chi-square, Fisher's exact Chi-square
test and Monte Carlo Simulation test were used to compare
categorical data. Backward method of cox regression analysis
was used to determine the risk factors that might affect
mortality. Survival graphs were shown with Kaplan-Meier. In
analyzes p<0.05 value was accepted as statistically significant.
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RESULTS

Demographic features

The study population consisted of 187 patients (87 females
and 100 males). The mean age of male patients was 67.2+16.96
years and the mean age of women patients was 60.6+17.6.
The median of INR level for the whole population was 7.9
(min:4.5; max:19.8). While INR levels do not differ statistically
between genders (p=0.138); there was a statistically
significant difference according to age (p=0.040). The most
common comorbid diseases in patients are hypertension in
39%, diabetes mellitus in 13.5%, and COPD in 13.9%. In 31.6%
of patients it was determined blood transfusion (Fresh frozen
plasma) is done. The demographic characteristics of the
patients are shown in Table 1.

Patient Hospitalization Characteristics and Mortality
States

While the hospital complaints did not show any significant
difference according to sex (p=0.953), the most common
complaints were determined as dyspnea (18.2%),
consciousness blurring (17.1%) and nausea / vomiting. The
most frequent admission clinics in the hospital were the EIMS,
the intensive care unit and the cardiology service. The in-
hospital mortality rate was 38%.

Starting Clinic and Indications of Warfarin

Indications for induction of warfarin and starting clinics of 134
patients whose records are available are given in Table 2. It
was determined that warfarin induction indications (p=0.323)
and warfarin starting clinics (p=0.191) did not statistically
affect patients' discharge or exitus status.

Table 1. Demographic features of patients

Variables Whole population (n=187) Women (n=87) Men (n=100) p

Age 64.1£17.6 60.6+17.6 67.2+16.9 0.010*
<65 86(46.0) 47(54.0) 39(39.0) 0.040*
65 and over 101(54.0) 40(46.0) 61(61.0)

INR Value 7.9(4.5-19.8) (4.5-18.6) 8.6(5.1-19.8) 0.138
4.5<INR <10 123(65.8) 63(72.4) 60(60.0) 0.081
10<INR <15 20(10.7) 10(11.5) 10(10.0)

INR >15 44(23.5) 14(16.1) 30(30.0)

Comorbidity
HT 73(39) 36(41.4) 37(37) 0.552
DM 44(23.5) 20(23) 24(24) 0.871
COPD 26(13.9) 9(10.3) 17(17) 0.21
CHF 18(9.6) 11(12.6) 7(7) 0.22
Renal failure 21(11.2) 6(6.9) 15(15) 0.104
Alzheimer 3(1.6) 0(0) 3(3) 0.25
Cancer 14(7.5) 5(5.7) 9(9) 0.579
Liver disease 6(3.2) 4(4.6) 2(2) 0.419
Hematological disease 8(4.3) 3(3.4) 5(5) 0.726
Others 11(5.9) 7(8) 4(4) 0.352

Blood transfusion 59(31.6) 26(29.9) 33(33) 0.753

Numerical variables were expressed as mean + standard deviation or median (min-max).Categorical variables were expressed as number (%).

*p <0.05 is statistically significant.

Abbreviations: INR: International normalized ratio; HT: Hypertension; DM: Diabetes mellitus; COPD: Chronic obstructive pulmonary disease; CHF: Chronic heart failure.

Table 2. Indication of warfarin initiation and starting clinics of patients

Variables Discharged Ex P Women Men P
Indications n=96 n=38 n=96 n=38
AF 44(45.8) 13(34.2) 21(36.2) 36(47.4)
Valve replacement 15(15.6) 5(13.2) 8(13.8) 12(15.8)
CVD 13(13.5) 11(28.9) 12(20.7) 12(15.8)
PTE 9(9.4) 2(5.3) 3(5.2) 8(10.5)
DVT 10(10.4) 4(10.5) 0.323 8(13.8) 6(7.9) 0.301
Pace 1(1.0) 2(5.3) 2(3.4) 1(1.3)
Bypass 2(2.1) - 1(1.7) 1(1.3)
PAH 1(1.0) 1(2.6) 2(3.4) -
Stent 1(1.0) - 1(1.7) -
Starting Clinic n=94 n=38 n=94 n=38
Neurology 12(12.8) 10(26.3) 10(17.9) 12(15.8)
Cardiology 55(58.5) 16(42.1) 0191 28(50.0) 43(56.6) 0572
(@) 21(22.3) 8(21.1) 15(26.8) 14(18.4)
Chest disease service 6(6.4) 4(10.5) 3(5.4) 7(9.2)

Categorical variables were expressed as number (%). p <0.05 was considered statistically significant.

Abbreviations: AF: Atrial fibrillation; CVD: Cerebrovascular disease; PTE: Pulmonary thromboembolism; DVT: Deep vein thrombosis; PAH: pulmonary arterial hypertension; CVS: Cardiovascular surgery
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Patients with hemorrhage were found to have indications of
AF in 52.4%,valve replacement in 7.1%, CVD in 12.9%, DVT in
9.5%, bypass in 4.8%, PAH in 2.4%, but the type of indication
was not statistically significant compared to non-hemorrhage
group (p=0.070).

Patients with an INR level above 10 were found to have
indications of AF in 39.4%, valve replacement in 18.2%, CVD in
12.1%, PTE in 3.0%, DVT in 15.2%, pace in 6.1%, the bypass in
3%, and PAH in 3%.

When examining the clinics where warfarin is started; the
proportion of patients in the cardiology clinic was higher
in patients with hemorrhage compared to those without
hemorrhage, but it was not statistically significant, in the
group with INR level above 10, the proportion of patients in
the CVS clinic was high but not statistically significant.

Age, geriatric age, sex and presence of comorbidity did not
differ significantly between patients with INR levels of 10 and
below compared to patients above 10 (p>0.05).

The proportion of patients who had blood transfusion in
patients with an INR level above 10 (40.6%) was statistically
significant higher than those with INR levels between 4.5
and 10 (26%) (p=0.044). Complaints of admission to patients
with INR levels above or below 10 did not differ statistically
significant. Although the rate of exitus (42.3%) was higher
in patients with an INR level of 10 or less, it was statistically
insignificant compared to patients with an INR level higher
than 10 (29.7%). The duration of hospitalization and the
duration of warfarin use were close in both groups.

The mean age of the patients with in-hospital died (68.3+15.2)
was significantly higher than those discharged (61.6+18.5)
(p=0.011). Also, median INR level (9.0) was statistically
significantly higher in discharge patients compared to those
who had died (7.0) (p=0.034). The proportion of patients with
comorbidities and blood transfusion did not differ significantly
between the patients with discharge and died (p> 0.05).

Although admission complaint varies according to mortality;
(4.8% vs. 5.6%), routine control (5.2% vs. 2.8%), nose bleeding
(43% vs. 4.8%), vaginal bleeding (4.3% vs. 1.4%), bruise
(4.3% vs. 0%) and (3.4% vs. 0%) visual loss were higher in the
discharge group. Confusion (10.3% vs. 28.2%), dyspnea (15.5%
vs. 22.5%), nausea / vomiting (7.8% vs. 12.7%), melena (4.3%
vs. 7%) and hematemesis (3.4% vs. 4.2%) were higher in the
group with exitus. When the hospitalized clinics are examined;
it was found that the majority of discharged patients were
admitted to EIMS (45.7%) and cardiology (13.8%) services,
while the majority of patients who died had admission to
intensive care (43.7%) and EIMS (23.9%).

Predicting Factors In-hospital Mortality

Step wise cox regression analysis was used to determine therisk
factors that might affect on in-hospital mortality. Age, sex, INR
value, comorbidity(hypertension, DM, COLD, CHF, renal failure,
hematological disease, others), blood transfusion, complaints
of hospitalization (hematuria, melena, hematemesis, nose

bleeding, vaginal bleeding, unconsciousness, dizziness, chest
pain, bruxism, suicide, diminished vision, routine control,
shortness of breath, other factors) got involved in regression
model. Chest pain and haematemesis which were complaints
of hospitalization were found to be predictors of increased
risk of in-hospital mortality. It was found that the risk of death
was 3.808 times at patients with chest pain higher than those
without chest pain, and 3.688 times more risk of death at
patients with hematemesis than those without hematemesis
complaints (It is not forgotten that there may be many
different causes of chest pain.).

Controls after Discharge

After the discharge, control information of 68 patients was
reached. We have not detected control findings of patient who
did not give contact information, respond to phone and not
give information about it. The median duration of warfarin use
was 36 months, with a minimum of 2 months and a maximum
of 156 months. The control frequencies of the control patients
and the clinics where the dose change is provided are given
in Table 3.

Table 3. Controls after discharge

Usage time of Warfarin 36(2-156)months

Control
Irregularly 7(10.3)
Once a week 2(2.9)
Once every 15 days 9(13.2)
Once a month 26(38.2)
Once every 3 months 21(30.9)
Unchecked 3(4.4)

Clinics which change dosages
Neurology clinics 8(11.8)
Cardiology clinic 30(44.1)
CVS clinic 11(16.2)
Home health service 12(17.6)
Unchecked 7(10.3)

DISCUSSION

Warfarin is a widely used anticoagulant drug for both
therapeutic and prophylactic purposes. In the amounts used,
the balance between plasma warfarin level and its side effects
should be well established." Problems may arise for patients
when usage of warfarin, which is used for many diseases and
has many indications, is not controlled or spontaneously. For
this reason, besides the risks of using warfarin in patients who
started warfarin treatment, the risks of use should be taken
into account during treatment. It is most importance that
patients be called to follow and trained in regular follow-up
clinics in order to minimize these complications that may
develop under warfarin therapy.



Elgin Kati, Evaluation of the high INR-level due to warfarine use

228

It is known that age is an important parameter when the
frequency of increasing comorbidities in geriatric age is
considered. In our study, the geriatric patient population was
54%.Therisk associated with warfarin use may vary depending
on the comorbidities and age of the patient and the patient.
There are several studies evaluating the relationship between
warfarin complications and age. Studies have shown that the
incidence of hemorrhage complications due to high warfarin
dose with the possibility of being seen at all ages is higher
in patients over 50 years of age.'” In the study of Wallvik J
et al.'™ which included 195 major bleeding cases from 2701
patients followed by a 5-year period in northern Sweden. They
reported that there was 2.9 fold increase in risk in patients
aged 60-69 years; 4.8 fold increase in patients aged 70-79
years; 6.6 fold increase risk in patients aged 80 and over in
bleeding probability. In our study, there was no relationship
between both increased age and geriatric age group and
bleeding. In addition, although the mean age was high in the
dying patients, neither the increased age nor the geriatric age
was found to be an effective factor in the regression analysis
aimed at revealing the in-hospital mortality risk. This suggests
that the increased incidence of comorbidities with increasing
age and the associated drug use may have a more effective
role in the interaction with warfarin.

The role of gender should be discussed in relation to bleeding
complication of warfarin. Some studies say that it is important
to be a woman or a man, and some studies say that gender is
notimportant.'*'*! Female sex at the study of Shireman et al.l"®
male sex at the study of Lindh et al.'”? and no gender at others’
study as like our study is reported as a risk factor. In our study,
gender was found to have no effect on both hemorrhage and
mortality.['&-20

When we considered on the indications of warfarin use in
our study, patients were predominantly using warfarin due
to atrial fibrillation. The most frequent indication for use in
similar studies, including in our study, was reported as AF.2'?2

Makris et al.”*I reported that hypertension, history of previous
Gl bleeding, and the presence of previous cerebrovascular
events have been associated with high risk of bleeding.
Some studies reported that major bleeding was particularly
prominent in patients with ischemic cerebrovascular disease
and venous thromboembolism, and that the most important
risk factors were hypertension, ulcer, cancer, previous surgical
interventions.?*?% In our study, we reported that the most
common accompanying diseases were hypertension, DM,
COPD and renal failure, but the comorbidity and indications
were not related to bleeding.

In literature, when the percentage of bleeding according to
INR level was examined, studies showed no linear relationship
between INR value and bleeding complication.**

Lindh et al.'" study identified a 46-fold increased risk of
bleeding complications for every 1.0 increase over the target
INR.In another study, there was no linear correlation between

INR value and bleeding complication.?® In our study, it was
also found that there was no relationship between high INR
level and bleeding.

In our study; it is a very important finding that none of the
diabetes, heart failure and other comorbidities questioned
with hypertension makes a statistically significant difference
with the INR levels. Because, except for the period of acute
attacks of these diseases; it can be assumed that the agents
used for treatment have increased the risk of bleeding except
themselves.

Although we did not find any significant association between
bleeding and comorbidities in our study, the association with
the use of warfarin suggests that additional drug use may be
responsible for bleeding. In a study; drug interactions play
a role in the 43.5% of the development of warfarin-induced
bleeding.”” For this reason, patients should be adequately
informed about the use of warfarin, educated and regularly
called for control.

In some studies, it was seen that the patients who were trained
returned with fewer complications and were more compatible.
12829 For this reason, anticoagulation clinics or units have been
established in developed countries like America. Warfarin self-
monitoring has been initiated in some countries, especially in
countries such as Germany and the Netherlands; they started
to make home controls with home type coagulometers. Evenin
some studies, home-type coagulometer and self-monitoring
have been at least as successful as anticoagulation clinics.
031 When we looked at Turkey, although many universities
prepared booklets which are for educating patients about
usage of warfarin, it was not seen enough. Especially in the
South eastern Anatolia and Eastern Anatolia regions, low
literacy rates indicate the necessity of education clinics or
units. In the study done by Baydin et al.B%, 41% of the cases
were uneducated and 51.2% were primary school graduates.
In our study, although not statistically significant, it is an
important result that all patients who die are uneducated.
These shows how important education is to patients using
warfarin.

It is extremely important that individuals who use warfarin
move alongside a note (identity/document wristband)
indicating that they are using medication.B** In our study,
63.2% of the cases indicated that they did not receive warfarin
training. This shows that not only in the family medicine, but
in the other clinics where warfarin is most frequent, there is a
lack of patient education. These findings indicate that events
require training in the use of warfarin and identification/
documentation or wristbands.

In our study although 33.8% of patients who came for
controlling applied for primary care, any patients did not
apply for changing dosage, its reason may be that INR
value is not measured in primary care center at Turkey. It
was determined that 17.6% of the patients who were given
dose replacement received home health care service. The
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importance of primary health care services in our country has
been understood in time and required importance has been
given. Early detection, appropriate treatment and regular
checks of chronic diseases have been required with the spread
of chronic diseases and related deaths. As seen in our study,
medical errors or omissions encountered in anticoagulation
therapy cause high complication in the patient and result in
death. Nowadays, physicians working in primary health care
services have great duties for this reason. In home health care
services which are updated and get new shaped, the role of
primary care physicians is important.

The goal of this study is to increase the knowledge and
awareness of primary care physicians about the clinical follow-
up of patients in the home health care setting. Home health
services are aimed to provide all kinds of health care services
that are needed in bed-dependent and difficult-to-reach
hospitals. Primary care physicians are the most important part
of this service. The role of these physicians are very important
at cooperation and communication with different disciplines,
role of providing a comprehensive service and increasing
quality of life, and they need the guidelines to be prepared in
this area and to be more informed with these guides.
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Abstract

Aim: This study sought to investigate the effect of the
needle maneuver count and number of pleural punctures on
pneumothorax in CT-guided transthoracic core needle biopsy.
Material and Method: Records of CT-guided core needle biopsy
performed on patients wereretrospectively reviewed.Demographic
data, procedure reports, pathology reports, tomography images,
follow-up examinations, and complications due to biopsy were
examined. Next, the number of times the needle penetrated the
pleura and the number of maneuvers in the lung were listed. The
number of pleural punctures was recorded either as 1 or 2. The
needle maneuver count was recorded either as 1, 2, or =3. All listed
variables were statistically evaluated.

Results: A total of 393 patients were included in the study.
Complications of pneumothorax occurred in 87 (22.1%) patients.
A thorax tube application due to pneumothorax was required
in 39 (9.9%) patients. When the needle maneuver count in
the lungs during biopsy was greater than 3, the incidence of
pneumothorax and the need for a thorax tube application were
increased (p=0.001). As the size of the lesion decreased and the
lesion-pleura distance increased, the needle maneuver count in
the lung increased (p=0.001, p=0.008). Pneumothorax and thorax
tube application rates were increased in 48 patients with pleural
punctures >2 (p=0.001, p=0.001).

Conclusion: In CT-guided pulmonary transthoracic core needle
biopsy applications, needle maneuver count and the number of
pleural punctures constitute the major factors contributing to the
risk of developing pneumothorax.

Keywords: Pneumothorax, lung cancer, transthoracic biopsy, lung
biopsy

0z

Amag: Bu calismada BT esliginde transtorasik cekirdek igne
biyopsisinde, ine manevrasi sayisi ve plevral ponksiyon sayisinin
pnomotoraks Uzerine etkisini arastirmak amaclandi.

Gereg ve Yontem: Hastalara uygulanan BT esliginde ¢ekirdek igne
biyopsisi kayitlari retrospektif olarak incelendi. Demografik veriler, islem
raporlari, patoloji raporlari, tomografi géruntuleri, takip muayeneleri
ve biyopsiye bagl komplikasyonlar incelendi. Daha sonra, ignenin
plevraya kag kez girdigi ve akcigerdeki manevra sayisi listelenmistir.
Plevral ponksiyon sayisi 1 veya =2 olarak kaydedildi. igne manevra
sayisi 1, 2 veya >3 olarak kaydedildi. Listelenen tim degiskenler
istatistiksel olarak degerlendirildi.

Bulgular: Toplamda 393 hasta calismaya dahil edildi. Pnémotoraks
komplikasyonu 87 (%22,1) hastada oldu. Pnédmotoraksa bagli toraks
tdpU uygulamasi 39 (%9,9) hastada gerekli oldu. Biyopsi uygulama
esnasindaki akcigerlerdeki igne manevrasi sayisinin 3+ oldugu
durumlarda, pnémotoraks insidansinda ve toraks tUpl uygulama
gereksiniminde artis saptandi (p=0,001). Lezyon boyutu azaldik¢a ve
lezyon plevra mesafesi arttik¢a ignenin akciger icerisindeki manevra
sayisi artmistir (p=0,001, p=0,008). Plevra delinme sayisi >2 olan 48
hastada, pndmotoraks ve toraks tUpl uygulama oranlar artmistir
(p=0,001, p=0,001).

Sonug: BT esliginde yapilan pulmoner transtorasik cekirdek igne
biyopsisi uygulamalarinda, igne manevrasi sayisi ve plevral ponksiyon
sayisi pnomotoraks gelisme riskine katkida bulunan ana faktorleri
olusturmaktadir.

Anahtar Kelimeler: Pnomotoraks, akciger kanseri, transtorasik
biyopsi, akciger biyopsisi
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INTRODUCTION

Computed tomography (CT)-guided lung transthoracic needle
biopsy (TTNB) is a well-known technique for the diagnosis of
thoracic lesions.™ It is an easily applicable and inexpensive
alternative to more invasive surgical procedures.>® The use
of a coaxial system and a core needle in TTNB allows for the
sampling of multiple tissues.*® A high specific diagnostic rate
for both benign and malignant lesions following biopsy were
reported with the use of automated biopsy devices.”#

Some complications may occur following CT-guided core
needle biopsy. Pneumothorax (PTX), bleeding, air embolism,
and tumor seeding through the needle tract are known biopsy
complications. PTX is the most common complication of lung
biopsy and was reported to occur in 17-26.6% of patients. A
thorax tube application is required more rarely, in 1% to 14.2%
of patients.*'

Recently, risk factors that may increase PTX formation have
been tried to be identified. Variables that could be risk factors
included patient age, sex, smoking history, lesion size, external
stabilizing needle size, whether a core biopsy needle or an
automated needle gun system were used, and the depth of the
parenchyma. In other words, there are risk factors related to
the lesion, patient, practitioner experience and method.!"*'
The risk factors associated with the lesion and patient (age,
presence of emphysema, small lesion size, long needle path,
etc.) cannot be altered. In the presence of these risk factors,
the likelihood of developing PTX may be high. Practitioner
experience is a variable factor, however. The procedure is
very safe when performed by appropriately trained and
experienced doctors.'"” The needle maneuver count and
pleural punctures in the lung are among the practitioner-
dependent variables. The effect of these variables on PTX has
not been adequately evaluated in studies published to date.
Proving that these variables are risk factors can lead to new
studies on practitioner experience and technical methods.
The aim of this study was to investigate whether the needle
maneuver count in the lung and the number of pleural
punctures constitute risk factors to the formation of PTX. In
addition, the presence of factors associated with the lesion
that could affect the needle maneuver count and pleural
punctures, and that were not included in any of the studies
published to date, were also evaluated.

MATERIAL AND METHOD

All  procedures in the study were performed on

human participants in accordance with national
research committee standards, and ethical
guidelines for the 1964 Helsinki Declaration and

subsequent editions. The study was carried out with
the permission of Necmettin Erbakan University Meram
Faculty of Medicine Non-Pharmaceutical and Medical
Device Research Ethics Committee (Decision No. 2019/2203).
Treatment methods were performed according to approved
guidelines. Permission was obtained from the institution for

retrospective examination of the records. All patients were
informed that their biopsy samples could be used forscientific
research purposes and provided written consent before
undergoing the procedure. Additional approval via telephone
was obtained from patients whose images were used during
manuscript preparation.

Study Plan and Patients

This study was jointly planned between Interventional
Radiology and Thoracic Surgery Clinics. The records of
patients who underwent CT-guided core needle biopsy
between January 2017 and October 2019 were retrospectively
screened. Demographic data, procedure reports, pathology
reports, tomography images, follow-up examinations and
complications due to biopsy were examined. CT images
during and before the biopsy were obtained. The location of
the lesion, lesion size, lesion-pleura distance and presence of
emphysema were recorded. Emphysema was assessed using
the Goddard classification, a visual scale that scores vascular
impairment and low attenuation for each lung area. Patients
with a history of ipsilateral surgery, bulla on the needle tract,
a fissure that had to be passed, and a pleural-based lesion
were excluded. All recorded sequential tomography images
taken during the biopsy were screened by the interventional
radiologist who performed the biopsy. This scan recorded
the number of times the needle perforated the pleura and
the needle maneuver count in the lung (Figure 1). Needle
maneuver count in the lung, controlled progress and angle-
shifting movements of the needle after crossing the pleura
were listed (Figure 2). The number of pleural punctures was
recorded either as 1 and >2. The needle maneuver count was
grouped eitheras 1,2 or 23.

Figure 1. During the first puncture, the pleura was punctured twice because
of misalignment of the coaxial needle angle. Subsequently, minimal
pneumothorax occurred as a complication.
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Figure 2. Because of the continuous displacement of the lesion by respiration
and the thicker parenchyma which had to be passed through, the coaxial
needle was maneuvered 6 times during biopsy. (20x15 mm irregular
contoured lesion located in the anterior upper lobe of the left lung in the
paramediastinal area; pathological diagnosis was adenocarcinoma)

Statistical Analysis

Data from the study was uploaded to the computer and
evaluated by using”SPSS (Statistical PackageforSocial Sciences)
for Windows 22.0 (SPSS Inc, Chicago, IL)” Descriptive statistics
are presented as median (25%-75%), frequency distributions,
and percentages. Visual (histogram and probability graphs)
and analytical (Kolmogorov-Smirnov Test) methods were used
to assess the conformity of the quantitative data to the normal
distribution. A Pearson's chi-squared test was used to evaluate
the number of pleural punctures, the needle maneuver count
and the presence of emphysema with PTX and thorax tube
placementvariables. Anindependent samples test was used to
evaluate the correlation between lesion size, lesion depth and
PTX complications. The effects of lesion size and lesion-pleura
distance on the number of pleural punctures were evaluated
using a Mann-Whitney U test. The effect of increased lesion-
pleura distance on needle maneuver count was evaluated
using a Kruskal Wallis test and the effect of lesion size on
maneuver count was evaluated using a one-way ANOVA test.
The level of statistical significance was set at p<0.05.

Biopsy Procedure and Follow-up

Patients were informed by all medical practitioners about
their possibility of disease and the reasons for which a
biopsy should be performed. Written approval indicating the
complications and the fact that information from the patients’
file could be used for study purposes, were received. Routine
bleeding parameters (INR<1.5, platelet count>50000) were
assessed to minimize risks.

All biopsy procedures were performed by an interventional
radiologist with at least 6 years of experience. All core needle
biopsy procedures were performed under multidetector CT

guidance (Somatom Emotion 6, Siemens, Erlangen, Germany).
The technical parameters for CT are as follows: 120 mA; 100kVA;
collimation 6x2 mm; slice thickness 2.5 mm; restructuring
range 1T mm. A fully automatic coaxial system 20G, 15-20 cm
core needle biopsy needle (estacore, Geotek Medical, Ankara,
Turkey) was used for the biopsies. The coaxial needle used was
a 19G needle. In our clinic, 20G needles have been used for
the last 6 years since we have never encountered any problem
obtaining adequate tissue. A breath holding technique was
not used during patient biopsies. Initially, 10 cm tomography
axial images were obtained. The most appropriate coaxial
needle route was then determined. Skin antisepsis and local
anesthesia were carried out. The coaxial system was carefully
advanced. CT images were obtained after each maneuver to
assess the accuracy of the needle tract. Approximately 3-4
pieces of tissue were taken with a core biopsy needle after
visualization of the tissue was confirmed with tomography
images showing that the coaxial needle had reached the
lesion.

After the biopsy, CT images of the same region were taken
while the patient was still on the table and assessed for the
presence of any complications. Pulmonary radiographs were
taken at the 6th and 24th hours of the follow-up period at the
outpatient thoracic surgery service and evaluated by a thoracic
surgeon. Patients who did not develop any complications
were discharged. After the biopsy procedure, patients who
developed PTX without a necessary intervention were
closely monitored with nasal oxygen administration. A thorax
tube was placed in patients with a large PTX (35% reaching
below apical or hilus level), patients with progressing PTX on
repeated radiographs, and symptomatic patients (severe pain
or dyspnea) (Figure 3).

Figure 3. A thorax tube application was required due to the formation of a
large pneumothorax on the posteroanterior chest X-ray at the 6th hour after
the biopsy. (A biopsy was performed from the lesion located in the superior
segment of the lower lobe of the right lung; the pathological diagnosis was
high grade neuroendocrine carcinoma.)
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RESULTS

A total of 393 patients (285 males and 108 females) were
included in the study. The mean age of the patients was
58.4+12.1 years. Of all lesions, 208 were in the upper lobe,
41 in the middle lobe and 144 in the lower lobe. A total of
89 (22.6%) patients had PTX complications. Thorax tube
application due to pneumothorax was required in 40 (10.1%)
patients. Minimal pulmonary bleeding along the needle
tract was seen in 48 (12.2%) patients. There were no severe
pulmonary hemorrhage cases requiring treatment. Transient
hemoptysis resolved spontaneously in 20 (5.08%) patients.
No patient experienced air embolism or death. The diagnostic
efficiency was 98.3% (Table 1).

Table 1. Descriptive and clinical characteristics of the performed biopsies.

n=393 (100%)
Size (mm), mean+SD (min-max) 33.4+16.6 (7-110)
Lesion-Pleura Distance (mm), mean+SD (min-max)  30.5+12.8 (13-90)
Number of Parietal Pleura punctures, n (%)

1 345 (87.8)

2 45(11.4)

3 3(0.8)

Needle Maneuver Count in the Lung, 1.8+1.0 (1-6)
mean =+ SD (min-max) w

1, n (%) 192 (48.9)

2,n (%) 130 (33.2)

3,n (%) 54(13.7)

4,n (%) 5(1.1)

5,n (%) 9(2.3)

6, n (%) 3(0.8)
Pneumothorax, n (%) 89 (22.6)
Thorax Tube Applications, n (%) 40(10.1)
Pathology Result, n (%)

Malignant 265 (67.5)

Benign 123 (31.2)

Insufficient Material 7(1.7)
Diagnostic Efficiency Value, n (%) 98.3%

n: number of biopsy; %: column percentage; mean: mean value, SD: standard deviation

The mean lesion size was 34.5 (£19.9) mm in patients with
PTX and 33.1 (£15.5) mm in patients without PTX. There
was no significant difference in PTX rates between these
two groups (p=0.969). The mean lesion-pleura distance was
34.7 (£13.4) mm in patients with PTX and 29.2 (£12.3) mm in
patients without PTX. There was a difference in terms of PTX
rates between these two groups (p=0.029). Emphysema was
presentin 62 patients in the lung lobe in which the biopsy was
performed. PTX developed in 20 (35.2%) of the 62 patients
with emphysema. This rate was 20.2% in patients without
emphysema. The rate of PTX was higher in patients with
emphysema (p=0.001).

The rates of PTX complications were similar between patients
with a needle maneuver count of 1 and 2 in the lung. When
the needle maneuver count in the lungs during biopsy was
greater than 3, the incidence of PTX and the need for a thorax
tube application were increased (p=0.001). As the size of the
lesion decreased and the lesion-pleura distance increased, the
maneuver count of the needle in the lung increased (p=0.001,
p=0.008) (Table 2).

Table 2. Distribution of pneumothorax development and cases with thorax

tube application according to the maneuver count of needle in the lungs.

Maneuver Count Of Needle In The Lungs p
1(n=192) 2 (n=130) >3 (n=71)
Pneumothorax, n (%) 29 (15.1) 21(16.1) 39 (54.9) 0.001
Status of Thorax 13(6.7) 7 (5.3) 20 (28.1) 0.001
Tube Application n
(%)
Lesion-Pleura 27.3(+9.8) 31.9(x£12.7) 36.3(+17) 0.001
Distance mean
(+SD)
Lesion Size mean 36.4(+15.9) 31.7(x154) 28.7(+£19.1) 0.008
(+ SD)
n: number of biopsy, %: column percentage, mean: mean value, SD: standard deviation

There were 345 patients with 1 pleural perforation 1 and 48
patients with >2.In this group of patients with >2, the PTX ratio
and necessity for a thorax tube application were significantly
increased (p=0.001) (Table 3).

Table 3. Distribution of pneumothorax development with parietal pleura

transition count and thorax tube application rate.

Number of Parietal Pleura P
Punctures

1(n=345) >2 (n=48)
Pneumothoraxn (%) 64 (18.5) 25(52.0) 0.001
Status of Thorax Tube 23 (6.6) 17 (35.4) 0.001
Attachment n (%)
Lesion-Pleura 30.3(+12.8) 31.5(+12.8) 0.391
Distancemean(£SD)
Lesion Sizemean(+SD) 34.1(+16.7) 28.5 (+ 14.8) 0.085
n: number of biopsy, %: column percentage, mean: mean value, SD: standard deviation

DISCUSSION

In this study, the risk factors contributing to PTX after lung
TTNB and the conditions that might affect these risk factors
were evaluated. In cases in which the number of coaxial
needle maneuvers in the lung was greater than 3, there was
an increase in the incidence of PTX occurrences and the need
for thorax tube application. Similarly, the PTX rate and the
need for thorax tube application were increased in patients
with a pleural needle perforation count >2. As the size of the
lesion decreased and the lesion-pleura distance increased,
the number of needle maneuvers in the lung increased.
These findings demonstrate the importance of practitioner
experience.
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Risk factors contributing to PTX complications have been
evaluated in many studies. Each study has discussed the risk
factors that they consider important. This limitation is natural
since this issue is comprehensive. It may not be technically
possible to discuss all risk factors in the studies. Heerink et
all'” recently published a very interesting meta-analysis on
this topic. They examined 32 core needle biopsy articles and
17 fine needle aspiration biopsy articles in their meta-analysis.
They presented risk factors for biopsy complications and
reported that factors such as larger needle diameter, smaller
lesion size, and increased transverse lung parenchyma are
risk factors for complications. The increased risk of transverse
lung parenchyma, which is a risk factor, indirectly supports
the hypothesis in this study. A long tract can increase the
number of maneuvers and pleural punctures. There are also
studies evaluating patient and lesion characteristics from
risk factors applying univariate analysis.'®'® These studies
included factors such as patient age, sex, smoking history,
localization of the site, lesion size, patient's lying position
and size of external stabilizing needle. But, the number of
needle maneuvers in the lung were not assessed.This factor
can be improved with good planning before and during
biopsy. Therefore, it is important to evaluate it. In this study,
unlike the others, the needle maneuver count in the lung was
assessed and its effect on PTX and thorax tube application
rate was indeed studied. PTX complications were seen in
15.1% of patients with 1 needle maneuver number and
16.1% of patients with 2 needle maneuvers in the lung. PTX
complication rates were similar in these two groups. However,
the rate of pneumothorax increased dramatically in 54.9% of
patients with >3 needle maneuvers. As a result of this study,
when the maneuver count was >3, the incidence of PTX and
the need for thorax tube application increased.

Lesion size and depth of placement are known to affect the
incidence of pneumothorax after biopsy. There are studies
examining the effects of lesion size and depth on PTX.20 |n
fact, one of these studies described a pulmonary parenchyma
with a thickness of 4 cm or more, through which the needle
was passed, as a major risk factor for PTX formation.?” Laurent
et al.?" examined the lesion size. There were no significant
differences in the complication rate between the two patient
groups with a size below or above 20 mm.?""Heyer et al.?? and
Shiekh et al.?¥ found the incidence of PTX to be significantly
higher in smaller and deeper lesions. These three studies
actually provided support for our theory, but did not elaborate
on these factors. The greater distance between pleura and
lesion means that the coaxial needle travels a longer way to
reach the lesion. Access to this lesion is more difficult than to a
nearby lesion. As a brief result of these studies, small sized and
deeply located lesions can be defined as risk factors. However,
the reasonsfor which these factors increase pneumothorax
have not been evaluated in these studies. Small, deeply
located lesions that are translocated by respiration are difficult
to access. Therefore, it is clear that the number of maneuvers
will be higher than in the others. In this study, the effect of

lesion size and lesion-pleura distance variables on the needle
maneuver count in the lung was evaluated. As the lesion size
decreased, the number of needle maneuvers increased. As
the lesion-pleura distance increased, the number of needle
maneuvers in the lung increased significantly. According to
the results of this study, the needle maneuver count in the
lung was a risk factor for pneumothorax. In parallel with this
information, the direction in which the lesion-pleura distance
and lesion size increased the rate of pneumothorax was
elucidated.

To the best of our knowledge, there s little work examining the
number of pleural puncturesas a PTX risk factor.?*?¢! Although
the subject is partially included in these three studies, it has
not been centrally examined. Geraghty et al.?¥ found PTX
complications in 27% of patients with a pleural perforation
count of 1, in 29% of patients with a pleural perforation count
of 2-3, and 30% of those with a pleural perforation count of 4
or more. They stated that there was no significant difference
between these values (p=0.558).2* Pleural punctures of two
or more are abnormal. Comparison of the above-normal
number of pleural punctures in different groups (2-3, >4)
may have negatively affected their statistical results. Joseph
et al.® noted in their study, whichincluded 356 patients, that
there was no statistically significant correlation between PTX
complication and the number of pleural punctures. In their
evaluation, they listed all perforation counts as 1,2,3,4, and
5, without grouping them separately. The number of pleural
punctures is higher than normal in the 2, 3, 4 or 5 groups. It
can be predicted that there will be no significant difference
when these 5 groups include 4 patients, since all of these have
a number of pleural punctures. It is generally accepted that
a pleural perforation number of 1 is the most appropriate
count in biopsy applications. This is one of the main objectives
in planning, but multiple punctures of the pleura may be
required to reach small, deep-located lesions that are more
displaced by respiration. In this study, the number of pleural
punctures was divided into two groups, as having either 1 or
>2 pleural punctures. In this way, statistics were carried out
according to groupings. There was a significant increase in
the rate of pneumothorax and the necessity of thorax tube
application in patients with a pleural perforation count >2.
In addition, this study provides evidence of the effect of
pleural perforation on complications. It is considered that the
observation period and the decreased need for additional
treatment in contemporary medical care is just as important
as providing quality health care. Therefore, it is important
to know the factors affecting the rate of complications after
percutaneous transthoracic core needle biopsy.

This study has some limitations. First, the evaluation was
based on a monocentric retrospective analysis. Secondly, this
resulted in insufficient smoking records. Third, the proportions
of risk factors examined in this study may vary depending
on practitioner experience. As a consequence, the results of
studies across different centers may differ.
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In conclusion, this study showed that the needle maneuver
count and the number of pleura punctures in the lungs were
risk factors for pneumothorax in the application of CT-guided
lung core needle biopsy. A decrease in lesion size and an
increase in lesion-pleura distance lead to an increase in the
number of maneuvers, which constitutes a risk factor.
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Abstract

Aim: Dyspnea can be a symptom of many diseases. Pulmonary
thromboembolism (PTE) is the most important one of these
conditions. It can occur together with Chronic Obstructive
Pulmonary Disease (COPD) and PTE, and their symptoms may mask
each other. Identify the relationship between d-dimer levels of
patients diagnosed with COPD exacerbation; is to determine the
cut-off value in case of connection. It is aimed to guide clinicians in
their patient management according to the results.

Material and Method: This study was conducted prospectively.
Patient group was 49 patients presenting to the emergency
department with exacerbation of COPD who have no comorbid
disease such as malignancy, Diabetes Mellitus (DM), Chronic
Hearth Failure (CHF); were over than 18 years old, non-pregnant;
and with Glasgow Coma Scale (GCS) > 10 points and the control
group consisted of 52 patients who presented to the emergency
department with dyspnea who haven't got any diseases.

Results: 65% of COPD patients are male. The most common
comorbid disease was Hypertension (p <.05) in 7 patients (14,2%).
Fibrinogen and d-dimer were higher in the patient group (p
<.05). The D-dimer cut-off value in patients with COPD was 0.97
pg / ml (p<.05). Pulmonary thromboembolism was detected in
3 COPD attack patients (6%) (p <.05). During COPD exacerbation
inflammatory markers such as C-reactive protein (CRP), D-dimer,
fibrinogen increases.

Conclusions: The incidence of PTE was significantly increased
in patients with COPD exacerbation. PTE should be absolutely
included in the differential diagnosis in patients presenting to the
emergency department with dyspnea and necessary examinations
should be performed for the retraction.

Keywords: D-dimer, chronic obstructive pulmonary disease,
pulmonary thromboembolism
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Amag: Dispne bircok hastaligin  semptomu olabilir.  Pulmoner
tromboemboli (PTE) bu durumlarin en énemlilerinden birisidir. Kronik
Obstruktiv Akciger Hastaligi (KOAH) ve PTE birlikte bulunabilmekte
ve semptomlar birbirini maskeleyebilmektedir. KOAH alevlenme
tanili hastalarin d-dimer seviyesi arasindaki iliskinin tanimlanmasi ve
baglanti durumunda cut-off degeri belirlemektir. Klinisyenlere hasta
yonetiminde yol gosterici olunabilmesi hedeflenmistir.

Gere¢ ve Yontem: Bu calisma prospektif olarak yapilmistir. 18
yasindan buyuk, Diyabetes mellitus (DM), Konjestif Kalp Yetmezligi
(KKY), malignite gibi ek hastaligi bulunmayan, gebeligi olmayan,
Glasgow Koma Skalasi (GKS) > 10 olan KOAH alevlenme ile acil servise
basvuran 49 kisilik hasta grubu ve herhangi bir hastaligi olmayip ve
dispne ile acil servise basvuran 52 kisilik kontrol grubu ile olusturuldu.
Bulgular: KOAH hastalarinin %65' erkekti. En sik eslik eden ek hastalik;
7 kiside (%14,2) saptanan hipertansiyon oldu (p< .05). Fibrinojen ve
d-dimer hasta grubunda daha yiksek bulunmustur (p< .05). KOAH
hastalarinda d-dimer cut-off degeri 0,97 ug/ml olarak saptanmistir (p<
.05). KOAH atak ile basvuran 3 kiside (%6) pulmoner tromboemboli
saptanmistir (p< .05). KOAH alevlenmesi sirasinda C-reaktif protein
(CRP), D-dimer, fibrinojen gibi inflamatuar belirtecler artmaktadir.
Sonug: KOAH alevlenmesi olan hastalarda PTE insidansi dnemli dl¢ide
artmustir. Acil servise dispne ile basvuran hastalarda PTE mutlaka ayirici
taniya dahil edilmeli ve ekartasyon icin gerekliislemler yapiimalidir.

Anahtar Kelimeler: D-dimer, kronik obstruktif akciger hastalig,
pulmoner tromboemboli
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INTRODUCTION

Chronic Obstructive Pulmonary Disease (COPD) is a non-
reversible, progressive, increased chronic inflammatory
response in the airways and lungs to noxious particles or gases.
Due to increasing expected life expectancy and exposure
to new risk factors (tobacco, physical inactivity, obesity,
occupational exposure, air pollution etc.) nowadays chronic
diseases have become the biggest cause of mortality and
morbidity."! This causes a serious social and economic burden.
COPD is an important part of chronic respiratory diseases.
COPD is one of the most important causes of morbidity
and mortality worldwide. With increasing expected life
expectancy and exposure, the burden of COPD is expected to
increase mostly.®! According to the 2016 WHO report, COPD
is responsible for 5.3% of all deaths in the world and ranks
third among all diseases. It is estimated that in 2030, it will
be responsible for 5.7% of all deaths and will retain its place.
M Dyspnea is the most common complaint of individuals with
COPD presenting to the emergency departments. Dyspnea
is a general symptom and may indicate many diseases other
than COPD.

D-dimer results from plasmin degradation of fibrin clot
formed by activation of coagulation cascade.” D-dimer can
be roughly described as fibrin degradation product. It is called
D-dimer because it contains two D fragments. Fibrinogen is an
important acute phase reactant. Its production is increasing
in cases of inflammation, malignancy, pregnancy, and trauma.
D-dimer production is part of clot formation and wound
healing. D-dimer pathologically becomes an important value
indicating the presence of unwanted thrombotic events as a
result of clot formation or some underlying diseases.!

Clinical use of D-dimer is particularly the diagnosis and follow-
up of intravascular coagulation. When it comes to venous
thrombus, deep vein thrombosis (DVT) and pulmonary
thromboembolism (PTE) are the most common. PTE is one
of the most important diseases presenting to the emergency
department with dyspnea. It progresses together with COPD
and PTE in some patients and the patient's complaints of
dyspnea can be confused. This causes delay in the diagnosis of
PTE and increases the likelihood of mortality. Although some
studies shown that the prevalence of PTE was between 13.7-
20% among patients who were in a period of exacerbation of
COPD, in the other hand postmortem studies in patients with
COPD, 28-51% of patients are accompanied by PTE.”! For this
reason, this study has aimed to be able to guide clinicians in
their patient management by determining whether d-dimer
level of patients diagnosed with COPD exacerbation are
related to COPD or there is any additional pathology. It also
sought an answer to the question: ‘is there a cut-off value for
d-dimer in patients with COPD?'

MATERIAL AND METHOD

The study was designed prospectively. This study was
conducted with the Tokat Gaziosmanpasa University Clinical
Research Ethic Committee (Decision dated: 02.10.2014,
Desicion No: 14-KAEK-133).

Patients
Study inclusion Criteria

Local ethics committee approval was obtained for this study.
49 patients presenting to the emergency department with
dyspnea during 2014-2015 years , diagnosed with COPD
exacerbation; havingnoadditional disease suchasmalignancy,
diabetes mellitus (DM), chronic heart failure (CHF); more than
18 years; non-pregnant; and with Glasgow Coma Scale (GCS)>
10 were included in the study. While 52 adults who are healthy
and without respiratory distress were involved in the control
group. PTE was excluded using the PERC Score for patients
in the control group. All the participants were informed and
approval form was obtained.

Study Exclusion Criteria

The cases such as having any malignancy, systemic diseases
(DM, Cerebrovascular Diseases, CHF, Chronic Renal Failure
...), another risk factor (hematological disorder, active DVT)
for pulmonary thromboembolism other than COPD, and
pregnancy were excluded from study because of these
situations make d-dimer increase.

COPD staging system

In order to stage COPD patients, the Pulmonary Function
Test (PFT) results at presentation to hospital were performed
according to the Global Initiative for Chronic Obstructive Lung
Disease (GOLD) 17 Guideline. Table 1 indicates Spirometric
classification of COPD Severity Based on Post-bronchodilator
forced expiratory volume in 1 second (FEV,).”!

Table 1. Spirometric classification of COPD Severity Based on Post-
bronchodilator FEV *

In patients with post-bronchodilator FEV./FVC*¥<0.70

GOLD*** 1 Mild FEV,>%80 predicted
GOLD 2 Moderate >%50 FEV,<% 80 predicted
GOLD 3 Severe >%30 FEV,<%50 predicted
GOLD 4 Very severe FEV.<%30 predicted

*FEV1: Forced Expiratory Volume in 1 second
** FVC: Forced Vital Capacity
*** GOLD: Global Initiative for Chronic Obstructive Lung Disease

Collecting Clinical Information

Demographic characteristics (age, gender, height, weight),
arterial blood gas, vital signs, microbiological and biochemical
laboratory parameters (C-reactive protein (CRP), leukocyte,
neutrophil, hemoglobin, d-dimer, fibrinogen) of patients
were recorded. For the patients considered with pulmonary
thromboembolism it was determined whether they have
pulmonary thromboembolism with pulmonary function
test, pulmonary angiography and ventilation - perfusion
scintigraphy.



Tufan ALATLI, Relationship Between Pulmonary Thromboembolism and COPD Attack 239

Measurement of D-dimer in serum

Although many techniques have been developed for the
measurement of d-dimer in the literature, 3 most commonly
used methods are;®

1. ELISA (enzyme-linked immunosorbent assay): it is
quantitative and highly sensitive method

2. Latex immunoagglutination assays: It is faster but less
sensitive than ELISA method, and semi-quantitative
method because it is based on visual observation

3. Latex immunoturbidimetric assay for the automated
measurement: It is quantitative and faster as well as
sensitive as the ELISA method.

Both ELISA and latex turbidimetric immunoassay (LTIA) are
approved by the FDA (US Food and Drug Administration)
and is widely used in the world for the exclusion of venous
thromboembolism.®

D-dimer levels of all patients were measured using a latex-
based immunoturbidimetric assay from blood taken without
treatment by using Cobas-501; Roche machine in biochemistry
central laboratory. For D-dimer 0-0.5 pg/ml was accepted as
normal value. Over 0.5 pg/ml was taken as positive value.

Statistical analysis

The statistical analysis of the results was obtained by SPSS
22.0 package program by a statistician. T-test, a parametric
test, was used to determine whether body mass index (BMI),
PFT, laboratory parameters, Fibrinogen and D-dimer average
values of Individuals in the study group show significant
difference between the case and the control group. Before
the analysis, the data set was examined in terms of the
assumptions of the relevant statistical technique and it was
determined that the assumptions were met. The difference
between the case and the control group; and gender was
examined by the Chi-Square test, a nonparametric test. In the
case group, ROC curve analysis was carried out to determine
the D-dimer cut-off value of the patient with COPD but non-
PTE. In statistical analysis, significance level was accepted as
0.05.

RESULTS
Demographic Features

In our study, while case group consisted of 49 individuals (32
males, 17 females), control group consisted of 52 individuals
(36 males, 16 females). From the point of COPD, there was
no statistically significant difference in COPD in terms of sex
(p>.05).

When the BMl averages are evaluated, there was no statistically

significant difference between case group and control group
(27.8-27.7 kg/m?) (p>.05).

Comorbidities

Comorbid disease was detected in 9 (18.3%) of 49 patients
in the case group. The most common comorbid disease was
hypertension in 7 (14.2%) patients. In addition, it was found
that 1 patient (2%) had dementia and 1 (2%) had hydatid
cyst of liver. 7 patients (13.4%) of 52 patients in the control
group was identified comorbid disease; in 4 of them (7.6%)
it was detected that superficial varicose veins in the leg
was the most common comorbid disease. 3 patients (5.7%)
had hypertension. The diseases in the control group were
incidentally detected because there were no complaints in
the patients.

Demographic features and comorbidities shown in Table 2.

Table 2. Demographic Features and Comorbidities of Case and Control

Group

Case Control p

Male 32 36
Gender

Female 17 16 >0.05
BMI* 27.8 kg/m? 27,7 kg/m? >0.05
Comorbidities %18.3 %13.4

Hypertension %14.2 %5.7 <0.05
*BMI: Body Mass Index

Pulmonary Function Test (PFT) and COPD Staging

In the comparison of the mean PFT scores of the case and
control groups, while forced expiratory volume in 1 second
(FEV,)=94, forced vital capacity (FVC)=98, FEV,/FVC=98.8 were
found for the control group. FEV; 47.5, FVC; 59.9, FEV./FVC;
77.4 were found for the mean PFT scores of the case group.
When PFT results of the patient and control group were
examined, the mean PFT scores of control group are higher
than the case group and this difference was statistically
significant for all three values (p<.05).

At presentation to hospital, 17 individuals (39.5%) had stage
2 COPD, 16 patients (37.2%) had stage 3 COPD, 9 patients
(20.9%) had stage 4 COPD, and 1 (2.3%) had stage 1 COPD
(Figure 1)

Stage 1
2%

Stage 4

Figure 1. Percentage Distribution of COPD* Stages at Presentation to Hospital
*COPD: Chronic Obstructive Pulmonary Disease
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Laboratory Parameters

Arterial blood gases were evaluated and patient and control
group comparison results determined that pO,; 63.5 mmHg,
pCO,; 42.7 mmHg, sO,; 42.7 was in patient group, while pO,;
94.6 mmHg, pCO,; 36.1 mmHg, sO,; 96.5 was in control group.
A statistically significant difference was found in all parameters
(p<.05).

When the case and control groups were compared for
CRP values, respectively, 40.7-3 mg/L was found; CRP was
significantly higher in the case group (p<.05).

Fibrinogen and D-dimer

When the case and control groups were compared in terms
of fibrinogen value, respectively, 387-289.4 mg/dL was found;
and once again there was a statistically significant increase in
the case group (p<.05).

The comparison of D-dimer values between case and control
group means, respectively, 1.2-0.18 pg/ml was found, and
it was determined significantly higher in the case group
(p<.05). In addition, in the case group ROC curve analysis was
performed to determine the cut-off value for the significant
d-dimer result in terms of pulmonary thromboembolism,
and d-dimer cut-off value was determined as 0.97 pg/ml.
ROC analyze graphic shown in Figure 2. When the group of
pulmonary thromboembolism was evaluated in itself, d-dimer
average was 9.25 pg/ml; d-dimer average of the patients
who are in the case group with COPD but not pulmonary
thromboembolism was determined as 0,73pg/ml (p<.05).
D-dimer average (0.73 pg/ml) of patients with COPD in the
case group but not with PTE and d-dimer average of the
control group (0.18 pug/ml) were compared, the difference was
found to be statistically significant (p<.05).

ROC Curve

0,57

2
@
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Figure 2. D-dimer of Case Group’s ROC Curve Graphic
AUC: 0.97 %95, CI: 0.91-1.00, p=0.007

Pulmonary Thromboembolism

2 patients (4%) were diagnosed with pulmonary
thromboembolism by pulmonary computerized tomography
(CT); PTE was found in one person by ventilation/perfusion
scintigraphy; 3 patients (6%) in the case group were
hospitalized due to PTE, but PTE was not detected in any case
in the control group.

DISCUSSION

COPD and pulmonary thromboembolism are diseases with
high morbidity and mortality. In emergency department
presentation of patients with COPD presenting with dyspnea,
more severe conditions arise because PTE is not thought
together. According to the results of Burden of Obstructive
Lung Disease (BOLD) study conducted in twelve countries, it
was determined that based on the post-bronchodilator FEV,/
FVC<70% as a fixed rate criterion, the prevalence of COPD
has reached 25% in the population over 40 years of age while
based on Post bronchodilator FEV,/FVC with <70% and FEV
<80% as GOLD stage Il criteria, this rate was 10.1%.”! In a
study conducted in Turkey, it was found that COPD was more
common in men."%The results of this study were consistent
with the literature: 65% were male; it is approximately two
times greater than female patients.

According to the results of some studies, metabolic syndrome
was found to be more common in patients with COPD."One
of the indicators of metabolic syndrome is the increase in
body mass index (BMI). In this study, there was no significant
difference between the case group and control group when
BMI averages were evaluated. It was seen that this situation
was incompatible with the literature. It was considered that
the reasons of this could be the exclusion those with other
systemic diseases such as DM, CHF; and its diet and lifestyle. It
is believed that more studies on patients with Isolated COPD
in terms of BMI and metabolic syndrome will be beneficial.
According to the results of the study in the literature,
hypertension is the most common comorbidity in patients
with COPD.'"? According to the results of a study conducted
in 2012, 46.1% of the patients had comorbid disease and the
most common comorbid disease was hypertension with 25.5%
13 The results of this study indicated that 18% of patients in
the case group have comorbid disease and hypertension in
14.2% of them was the most common accompanying disease,
so they were similar to literature.

In literature, according to the results of arterial blood
gas parameters when patients with COPD presented to
emergency with attack, it was reported that they had hypoxia,
low oxygen saturation and hypercarbia.'* According to the
results of a study conducted in 2015, it was found that PaO,
was significantly lower (hypoxic) than the control group, in
patients with COPD presenting with exacerbation.' In this
study, it was found that hypoxia, hypercarbia and saturation
decreased in the case group as a result of mutual evaluation
of arterial blood gas parameters. In this case, it was evaluated
as compatible with the literature.
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There is an inflammatory process in the lung periphery in
patients with COPD. The result of this inflammation, Cytokines
such as tumor necrosis factor a (TNF-a), interleukin-1 8 (IL-13)
and interleukin-6 (IL-6) are released in the systemic circulation,
and these cytokines cause an increase in acute phase proteins
such as CRP, fibrinogen, serum amyloid A and surfactant
protein D. This increase becomes even more significant during
attacks.'® It was reported that CRP, fibrinogen and leukocyte
counts increased in patients with COPD and the risk of attacks
also increased in these patients.'” According to the results of
the study, it was reported that CRP was significantly higher
in patients presenting with COPD exacerbation compared
to the control group.™ This study found similar results with
literature.

Thrombin formed by the activation of the clotting system
breaks down fibrinogen; this results in the formation of fibrin.
Fibrinogen conversion to fibrin occurs in 3 phases (preteolysis
(enzymatic), polymerization, stabilization phases) thrombin
breaks down this fibrin plaque formed in the plasma. It
begins to degrade by specially binding C-terminal lysine of
fibrin. E and DD fragments are formed in the final stages of
the degradation. The DD fragment is removed from the body
by the liver, kidney and reticulo endothelial system. D-dimer
values vary from person to person, but the normal range is
0.2-0.5 pg/ml.0®

Although d-dimer is not regarded among the causes of
increase in COPD in sources, converse results have been
obtainedin recent studies. It has been reported that fibrinogen
level has increased in patients with obstructive pulmonary
disease, and it is associated with mortality."® According to the
results of a study published in 2000, it has been indicated that
plasma fibrinogen and d-dimer concentration did not show
a significant increase in COPD patients and these parameters
are useless for identification of risk groups.=”

It has been reported that fibrinogen and d-dimer levels has
increased in patients with COPD exacerbation and regressed
with treatment.?"When the laboratory results in this study
examine, in comparison with case and control groups in
terms of fibrinogen and d-dimer levels there was a statistically
significant increase in case group with COPD exacerbation.
Based on these results, it can be said that d-dimer value of
COPD disease is increasing. Firstly, case and control group
were compared and d-dimer was significantly higher in the
case group. Then, the case group was divided into two groups
as COPD patients with and without PTE; d-dimer level were
measured in patients with isolated COPD and it was found
d-dimer level average of patients with isolated COPD was
positive as 0.73 pg/ml . For the detection of d-dimer cut-
off value of patients with isolated COPD, d-dimer cut-off
value was determined as 0.97 pg/ml in patients presenting
isolated COPD attack as a result of ROC curve analysis
in patients with isolated COPD without PTE. Thus, it was
avoided that Pulmonary CT Angiography or V/P Scintigraphy
was performed for unnecessary PTE examination in each of
d-dimer value determined as positive in patients presenting
COPD attack according to population.

In some sources, it has been shown that PTE is accompanied by
28-51% of patients with COPD in post-mortem examination.
' The results of PTE prevalence study in patients presenting
with exacerbation of COPD has indicated that patients
with and without PTE had similar symptoms and 18% of
patients who were hospitalized with exacerbation had PTE.
22 According to the results of this study, PTE was detected in
3 patients presenting to the emergency departments with
COPD exacerbation and they were hospitalized.

Limitations

The difficulty of finding the case group for this study is due
to the low number of isolated COPD patients. Because mostly
COPD accompanies many comorbidities. In addition, other
cases and diseases that raise d-dimer were excluded from the
study and the number of cases obtained was in this number
due to these reasons.

CONCLUSIONS

It was found that the incidence of PTE was significantly
increased in patients presenting with COPD exacerbation.
Due to susceptibility to inflammation and coagulation in
COPD, it is considered that the probability of d-dimer and
PTE is increased. For this reason, PTE should be absolutely
included in the differential diagnosis in patients presenting
to the emergency department with dyspnea and necessary
examinations should be performed for the retraction.
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Abstract

Aim: Difficult tracheal intubation is defined when tracheal
intubation requires multiple attempts, in the presence or absence
of tracheal pathology. Most importantly, difficult intubation differs
between countries and populations. Physicians should be aware
of difficult intubation frequencies of their populations. Turkey is a
transit country between East and West. Eastern Turkey reflects the
Middle East and Asia, while western Turkey has European features.
Our objectives were to investigate the frequency of difficult
intubation in different regions’ populations, and specificity and
sensitivity of predictive values.

Method: According to the population in the regions, 24
experienced anesthesiologists from 13 hospitals in 7 regions, were
included in the study.

Results: Of 1313 patients, 143 patients (10.89%) were detected as
difficult intubation. Mallampati (MLP) III-IV were alone (p = 0.043),
and the combination of thyromental distance <6 cm and MLP
lI-IV (p: 0.018) were statistically significant in difficult and easy
intubation patient groups. The specificity was 97.46% in MLP +
thyromental combination, and 98.05% in MLP + mouth opening
combination. Western region had the shortest measurements
in sternomental, thyromental and mouth opening (p <0.05), and
had the most difficult intubation frequency compared to the other
regions (p: 0.001).

Conclusion: The positive predictive values were increased with
increasing combinations, but further research is needed on the
predictors of difficult intubation.

Keywords: Anthropometric measurements, airway management,
demography, difficult intubation, laryngoscope, predicting difficult
intubation

0z

Amacg: Zor trakeal entlibasyon, entlbasyon trakeal patolojinin
varhginda veya yoklugunda c¢oklu girisimler gerektirdiginde
tanimlanir. En dnemlisi, zor entlbasyon Ulkeler ve popdilasyonlar
arasinda farklilik gsterir. Doktorlar, poptlasyonlarinin zor entiibasyon
sikliklarinin farkinda olmalidir. Turkiye, Dogu ile Bati arasinda bir
gecis Ulkesidir. TUrkiye'nin dogusu Ortadogu ve Asya'yi yansitirken,
Turkiye'nin batisinda Avrupa o¢zellikleri bulunmaktadir. Hedeflerimiz,
farkl bolgelerdeki nifuslarda zor enttbasyon sikhigini ve 6ngoérici
degerlerin 6zgulliguni ve duyarhligini aragtirmakti.

Yontem: Bolgelerdeki nufusa gore, 7 bolgedeki 13 hastaneden 24
deneyimli anestezi uzmani calismaya dahil edildi.

Bulgular: 1313 hastanin 143'Unde (%10,89) zor entiibasyon saptandi.
Mallampati (MLP) IlI-IV tek basina (p = 0.043) ve tiromental mesafe <6
cmve MLPII-IV (p:0.018) kombinasyonu, zor ve kolay entlibasyon hasta
gruplarinda istatistiksel olarak anlamliydi. Spesifite MLP + tiromental
kombinasyonda %97,46 ve MLP + adiz agma kombinasyonunda
9%98,05 idi. Bati bolgesi sternomental, tiromental ve agiz agikliginda en
kisa 6lciimlere sahipti (p <0.05) ve diger bolgelere kiyasla en fazla zor
entlbasyon sikligina sahipti (p: 0.001).

Sonug: Pozitif prediktif degerler artan kombinasyonlarla artti, ancak
zor enttibasyonun prediktorleri Uzerinde daha fazla arastirmaya ihtiyag
vardir.

Anahtar Kelimeler: Antropometrik dlciimler, demografi, hava yolu

yonetimi, laringoskop, zor entiibasyon, zor entiibasyon prediktif
degerleri
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INTRODUCTION

Airway managementis one of the vital resuscitative procedures
of anesthesia, emergency, and critical care medicine. Difficult
intubation occurred more frequently in these departments in
proportion to the excess of intubation performed compared to
the other departments. American Society of Anesthesiologists
defines difficult airway in which a trained anesthesiologist
experiences difficulty with facemask ventilation of the upper
airway, difficulty with tracheal intubation, or both. Difficult
tracheal intubation is defined when tracheal intubation
requires multiple attempts, in the presence or absence of
tracheal pathology.™ Unanticipated difficult intubation is one
of the most important cause of anesthesia-related morbidity.
231 The experience of the anesthesiologist is very essential for
the management of difficult intubation and unanticipated
difficult intubation situations, and it is recommended to
practice existing guidelines.®*!

Difficult airway can be predicted in some patient groups
such as obese, pregnant, and pediatric patients. But in some
patients, it is hard to predict. The frequency of difficult airway
has a huge range between 0.05-18%, and 2-3% of them could
be very difficult airway.®” The difficult intubation also differs
between countries and populations. Difficult intubation ratio
was 8% in India®and 6% in Europe® Turkey is a transit country
between East and West. Eastern Turkey reflects the Middle
East and Asia, while western Turkey has European features.'
In the mid-20th century, immigration from Europe had gone
to the Western Turkey, while the other immigration from the
Middle East and Asia had gone to the Eastern Turkey."%!

We investigated the difficult intubation predictors indifferent
regions of Turkey, which has a mixed demographic structure.
Our study is the first multicenter study on the demographic
intubation difficulty in Turkey. Our first objective was to
investigate the frequency of difficult intubation in different
regions’ populations, and secondary objective was to assess
specificity and sensitivity of predictive values in difficult
intubation. Our other objectives were to investigate the
regional difference and difficult intubation predictive values.

MATERIAL AND METHOD

This study was a prospective, multicenter study in Turkey
between 15.07.2013-15.08.2013. After Haseki Education and
Research Hospital Ethics Committee approval (decision No.
23 dated 07.08.2013), we selected the hospitals from Turkey's
different regions and examined the distribution of the
population by region. We divided the regions as North-West,
West, South, South-East, East, and North. According to the
population in the regions, 24 experienced anesthesiologists,
who had similar experiences on airway management, from
13 hospitals were included in the study. We included at
least one hospital from each region and sent the study form
to the anesthesiologists who participated in the study. All

patients over the age of 16, who had general anesthesia and
orotracheal intubation, were included in the study. Patients
who were taken to the emergency operation due to head and
neck trauma were excluded from the study. The presence of
the equipment which would be used in the study (machintosh
laryngoscope, chuck to be placed in the tube, Fast Track
LMA, Video Laryngoscope or Fiberoptic Bronchoscopy) was
confirmed before the study in the selected centers. The
patients were classified into the regions according to their
place of birth, not their place of residence.

Before the intubation trials, all patients' age, gender, weight,
height, body mass index, large tongue, presence of impaired
anterior teeth, birthmarks, mallampati (MLP), thyromental
(TM) distance, sternomental (SM) distance and mouth
openings were measured at the operating table and Cormack
Lehane Scores (CLS) during laryngoscopy were recorded on
printed forms.

Intubations of all patients were attempted with machintosh
laryngoscope. Patients who could not be intubated in the
first 3 attempts were with a machintosh laryngoscope and
after that trial, a mandrel was inserted into the tube and
next intubations were attempted. Patients who could not
be intubated with this step were intubated using Fast Track
Laryngeal Mask Airway (LMA). After this step, the intubations
of patients, who could not be intubated, were attempted with
video laryngoscope or fiberoptic bronchoscopy. The patients,
who were intubated after 3 trials or/and could be intubated
with a mandrel, Fast Track LMA, video laryngoscope or
fiberoptic bronchoscope were considered difficult intubation.
At the end of the study, all forms were sent to a single-center
by post. While patients are being evaluated; first they were
divided into two groups as difficult and easy intubation. When
evaluating regional differences; the patients were gathered in
6 subgroups according to their birthplace regions.

IBM SPSS Statistics 23 package program was used to
evaluate the data. Number, percentage, mean and standard
deviation values were given as descriptive statistics. Statistical
evaluations were made using chi-square and independent
T-test. p<0.05 value was considered statistically significant.
Specificity and selectivity of predictive values in groups
were cawlculated by considering the intersection clusters of
patients who were foreseen that intubation would be difficult
and patients who had difficult intubation according to a
definition.

RESULTS

In 1 month period 1313 patients were included in the study.
There was no statistically significant difference between
difficult and easy intubation groups in gender (female n:779,
59%), age (mean:43.85%+16.5), weight (mean:74.87+15.81),
height (mean:165.42+8.49), and body mass index (BMI) (mean:
27.42+5.87). Of all patients 143 (10.89%) were detected as
difficult intubation. There was no patient who could not to be
intubated (Table 1).
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Table 1. Characteristics of patients

Easy Difficult

intubation intubation (n;r‘.:tsﬂls)
(n:1170) (n:143)

Gender
Male(n) 468 66 534
Female(n) 702 77 779
Age (year) meanzsd 43.73+16.38 44.76+17.53 43.85+16.5
Height (cm) meanzsd 165.41+8.45 165.48+8.88 165.42+8.49
BMI (kg/m?) meanzsd 27.42+5.86 27.36+5.95 27.42+5.87
Weight (kg) meanzsd 74.88+£15.79 74.73+£16.03 74.87+£15.81
Pregnancy (n) 70 4 74
Diabetic (n) 98 10 108
Large tongue (n) 96 17 113
fﬁ(éer:\g;can(:wtatlon of 48 10 58
Peeotinpaied g ; o
TM<6 cm (n) 168 22 190
SM< 12,5 cm (n) 275 34 309
Mouth opening <3cm (n) 8 2 10
CLS iii-iv (n) 104 18 122
MLP iii - iv (n) 105 20 125

BMI: Body Mass Index, TM: Thyromental, SM: Sternomental, CLS: Cormack Lehan Score, MLP:
Mallampati

In our study, there was no significant difference between
diabetic and non-diabetic patients (p=0.12), and in the
evaluation of women, there was no significant difference
between pregnant and non-pregnant patients in easy and
difficult intubation groups (p=0.09).

Only MLP lIl-IV were alone statistically significant in difficult
and easy intubation patient groups (p=0.043). Anthropometric
measurements, such as TM distance (p=0.411), SM distance
(p= 0.507), and mouth opening (p=0.299), mouth opening
(p=0.299), and Cormack Lehan Score (p= 0.102) evaluated
separately, and there was no significant difference between
difficult and easy intubation groups. When we evaluated the
combination of TM <6 cm and MLP llI-IV, a significant difference
was found in the patient groups (p=0.018). The specificity was
97.46% in the MLP+TM combination, and it was 98.05% in the
MLP+mouth opening combination (Table 2).

There was no significant difference in terms of gender, age,
height and weight in the distribution of patients divided into
regions according to their birth of region. The average values
of the anthropometric measurements by region are as given in
Table 3. There was a significant difference between regions in
SM, TM and mouth opening measurements (p<0.05). Western
region had the shortest measurements in SM, TM and mouth
opening measurements.

There was a significant difference between the regions in
difficult intubation (p:0.001). In relation to the shortness of TM,
SM and mouth opening measurements which were measured
before surgery, the western region had the most difficult
intubation frequency compared to other regions.

Table 2. Sensitivity, specificity, positive and negative predictive values of

variables

Sensitivty  Specficty proae,  predmn
(%) (%) Value (%) Value (%)

MLP IlI-IV 14.08 91.03 16.00 89.73
CLS llI-IvV 12.58 91.11 14.75 89.5
Mouth
Opening <3cm 10.5 93.00 15.46 89.47
SM< 12,5cm 23.77 76.5 11.00 89.14
TM< 6cm 15.4 85.64 11.60 89.22
MLP+TM 6.9 97.46 25.00 89.47
MLP+Mouth
Opening 2.63 98.05 13.04 90.04

MLP: Mallampati, CLS: Cormack Lehane Score, SM: Sternomental Distance, TM: Thyromental Distance

Table 3. Anthropometric measurements and difficult intubation frequencies

in regions

Mouth Difficult
SM (cm) TM (cm) opening intubation
(cm) frequency (%)

Total 13.89+2.06  7.22+1.15  4.43+0.88 10.89
North-West 13.99+2.16 7.08+1.32 4.73+0.87 15.44
West 13.16+1.43 6.94+0.82  4.04+0.73 2533
South 13.31£1.57 7.04£1.13 4.21+1.01 22.58
South-East 13.9+£2.11 7.01+£1.13 4.16+0.85 7.65

East 14.49+2.24 7.39+1.34 4.65+0.81 10.00
North 13.47+2.04 7.23+1.09 4.46x0.77 7.34

p values 0.002 0.000 0.000 0.001

SM: Sternomental Distance, TM: Thyromental Distance

DISCUSSION

Difficult intubation is an important clinical problem with high
mortality. It can be seen in pathological situations or structural
disorders. In pathological situations, difficult intubation could
be foreseen. But in structural problems, difficult intubation
could be hard to notice and have more serious consequences.
Predictive parameters should be considered, and
anthropometric measurements should be done properly in
preoperative evaluations. Evaluation of predictive parameters
together gives more significant results than evaluating them
individually. Like Rao et al. stated neither the specificity or
sensitivity of the TM distance alone was not sufficient" and
our data were consistent with that. We found the specificity
of MLP+TM combination was 97.46%, and the specificity of
MLP+mouth opening combination was 98.05%.

It was reported that the evaluation of TM and SM distance
measurement with the MLP test, the specificity decreased by
25%. But the selectivity and positive predictive value reached
100% with the evaluation of these parameters together.l'?
In addition, Kandemir et al. reported that difficult intubation
selectivity increased when MLP test and TM distance were
evaluated together.
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Shah and Sunderam assessed difficult intubation with the
half number of patients in our study. They used the predictors
of difficult intubation, which we used in our study, too. They
showed a difficult intubation frequency of 8%, and our data
were consistent with it.®! There was another study in France
thatshowed a difficult intubation frequency as 9%.1'¥

The most specific parameter in our study the combination
of MLP+mouth opening. Studies have shown that the MLP
score is directly related to difficult intubation.™™ Shah and
Sundaram found difficult intubation was 40% in MLP llI
patients, while it was found 100% in MLP IV patients, and the
mouth opening less than 3 cm was found to be significant in
difficult intubation.®

In the literature, there were some cases, which were
evaluated as MLP lin the preoperative assessment, developed
inadequate mouth opening secondary to temporomandibular
joint disorder after anesthesia induction."*'”In our study, we
did not see any similar cases.

The frequency of difficult intubation was higher in the Western
and Southern regions, which could be considered similar to
the Greek population. Because it was shown that Western
Turkey has European features.”” However, our data differ from
Zacharopoulos et al."® who found that the Greeks had a larger
mandible compared to North American Whites. This result
was the opposite of our study since easy intubation is directly
proportional to the large mandible. Large meta-analyses and
demographic studies in which difficult intubation criteria are
evaluated in the world have been studied in recent years.
England,™ Thailand,?@ China,?" Zimbabwe®?? and Saudi
Arabia®® investigated demographic structures. Moreover, a
meta-analysis of 50760 cases in the European population was
presented in 2005.24

Our study had some limitations. Although the number of
hospitals was determined by the population distribution
before our study, the number of patients was not reached
as planned to be included in the study per hospital.
Other limitation was about the anesthesiologists’ airway
management experience. This was a multi-center study, and it
was difficult to assess the skill of anesthesiologists on difficult
airway management individually. But the participated doctors
had similar experience on anesthesiology. Additionally;
migration in the mid-20th century event is not the single
determinant, for the structure of population living in the
area. Over the years, internal migrations (especially from
eastern provinces to western) also effect. Due to interregional
migration, evaluation of only birthplaces may not involve
precise and complete information for the original anatomic/
physiological structure of individuals of that region.

CONCLUSION

Although Turkey has a similar difficult intubation frequency
with the world average, people from the Western and Southern
had a higher risk of difficult intubation. This difference is also
seen in anthropometric values. The positive predictive values

will increase with increasing combinations. The most specific
variables were MLP Ill-IV and mouth opening <3 cm when
evaluated individually. We showed that difficult intubation
should be expected in people with a short TM distance and
high MLP score, but further research is needed on predictors
of difficult intubation.
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Abstract

Background: Non-polio enteroviruses (EVs) are emerged as the
most common pathogens of aseptic meningitis in children. In
this study we aimed to evaluate clinical, laboratory, cerebrospinal
fluid (CSF) findings and the usefulness of CSF EV polymerase chain
reaction (PCR) on management of pediatric patients diagnosed as
EV aseptic meningitis.

Material and Method: This study included the pediatric patients
with aseptic meningitis between January 2014 and January 2016.

Results: A total of 23 patients (69.5% boys) diagnosed with EV
aseptic meningitis with a median age of 57 months old (range;
1-168 months) were included. The most common months of
the patients' admission to hospital were July and May. The most
common clinical complaints were womiting (77.2%), fever (73.9%),
headache (59%), neck stiffness (36.3%), seizure (22.7%) and altered
consciousness (22.7%). CSF pleocytosis was observed in 16 (69.5%)
patients and the median CSF white blood cell (WBC) count was 50
cells/mm3 ranged from 0 to 500 cells/mm3. It was found that, CSF
cell count was significantly increased with age (p=0.02), whereas
acute phase reactant levels and CSF biochemical components were
statistically similar according to age (p>0.05). Median duration for
hospitalization was 6 days (range: 1-28 days). Eight patients (34.7%)
did not receive any antibiotics.

Conclusion: Absence of pleocytosis may be a diagnostic challange
in very young infants with aseptic meningitis and CSF cell count
significantly increases with age. By using rapid EV-PCR assays in the
initial diagnosis of aseptic meningitis, the unnecessary usage of
antibiotics in viral meningitis can be reduced and also the duration
of hospitalization can be shortened.

Keywords: Aseptic meningitis, children, enteroviruses, polymerase
chain reaction

0z

Amac: Non-polio enterovirlsler (EV), cocuklarda aseptik menenjitin en
stk nedeni olarak ortaya ¢ikmaktadir. Bu ¢alismada EV aseptik menenjit
tanisi konulan pediyatrik hastalarin klinik, laboratuvar, beyin omurilik
sivisi (BOS) bulgulart ve BOS EV polimeraz zincir reaksiyonunun (PZR)
hastalarin yonetiminde yararliigini degerlendirmeyi amagladik.

Gereg ve Yontem: Bu calismaya Ocak 2014 ile Ocak 2016 arasinda
aseptik menenjit tanisi konulan pediyatrik hastalar dahil edildi.

Bulgular: Ortanca yasi 57 ay (1-168 ay) olan EV aseptik menenjit tanisi
alan toplam 23 hasta (% 69.5 erkek) calismaya dahil edildi. Hastalarin
hastaneye bagvurusunun en fazla oldugu aylar Temmuz ve Mayis
aylariydi. En sik klinik bulgular; kusma (%77,2), ates (%73,9), bas adrisi
(%59), ense sertligi (%36,3), ndbet (%22,7) ve biling degisikligi (%22,7)
idi. On alti hastada (%69,5) BOS pleositozu gézlendi ve ortanca BOS
beyaz kan hucre sayisi (WBC) 50 hicre / mm3 olup, 0 ile 500 hiicre
/ mm3 arasinda degismektedir. BOS hicre sayisinin yasla birlikte
anlamli derecede arttidi (p = 0.02), akut faz reaktan dizeyleri ve BOS
biyokimyasal degerlerinin yasa gore istatistiksel olarak benzer oldugu
bulundu (p> 0.05). Hastanede yatis siresi ortanca 6 giindd (aralik: 1-28
glin). Sekiz hastaya (%34,7) antibiyotik verilmedi.

Sonug: Aseptik menenjitli cok kiiclik bebeklerde pleositoz olmamasi
tanisal bir glgluk olabilir ve BOS hiicre sayisi yasla birlikte dnemli
Olctde artmaktadir. Aseptik menenijitin tanisinda hizli EV-PCR analizleri
kullanilarak viral menenjitte gereksiz antibiyotik kullanimi azaltilabilir
ve ayrica hastanede yatis stresi kisaltilabilir

Anahtar Kelimeler: Aseptik menenijit, cocuklar, enterovirts, polimeraz
zincir reaksiyonu
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INTRODUCTION

Acute aseptic meningitis is a term of an acute central nervous
system (CNS) syndrome which defines a self-limited meningitis
of non-bacterial etiology. Although aseptic meningitis is
more common than bacterial meningitis in childhood, the
total annual incidence of disease is unknown because the
disease is not reportable in many developed countries.? The
Centers for Disease Control and Prevention (CDC) reported
that the incidence of aseptic meningitis reached from 1.5-4
per 100.000 people over a 10 years period. It is known that
the highest number of cases occur in infants, toddlers, and
children under 4 years of age.!" After the recommendation
of routine mumps and polio vaccines in childhood routine
vaccination schedules in developed countries, the nonpolio
enteroviruses (EVs) are emerged as the principal responsible
pathogens of aseptic meningitis.'>* The clinical presentations
of enteroviral aseptic meningitis in children is various and
distinguish from bacterial meningits is difficult according to
clinical signs espceially in infants aged less than 3 months.
B4 Although aseptic meningitis is frequently reported to be
characterized by a cerebrospinalfluid (CSF) mononuclear
cell dominant pleocytosis after the early phase of disease
[in the first 24 hour of illness polymorphonuclear (PMN)
cell dominant pleosytosis is prevalent], the presence of CSF
pleocytosis and predominant cells are also variable and age-
dependent, making it a diagnostic challenge.?¥ Also it was
reported that the PMN predominance may not be limited to
the first 24h of illness that lead to difficulties to disciriminate
between aseptic and bacterial meningitis. The diagnosis of EVs
infection by the isolation of virus in cell cultures is limited due
to the relatively low sensitivity (65-75%) and also expensive
costs. The rapid techniques like nucleic acid amplification
by reverse transcriptase polymerase chain reaction (RT-PCR)
provide more accurate, fast and less expensive results with
strong sensitivity and specifity.” In this study we aimed to
present clinical, laboratory and CSF findings of pediatric
patients diagnosed as enteroviral aseptic meningitis. We also
aimed to evaluate the usefulness of CSF EV PCR to investigate
the responsible pathogen and to describe the effect on
management of acute meningitis in children.

MATERIAL AND METHOD

This study retrospectively evaluated the results of patients
with a diagnosis of enteroviral meningitis between January
2014 and January 2016. Specimens were tested by using
multiplex real- time PCR assay (Fast track diagnosis NEURO9
and Fast track diagnosis Bacterial meningitidis real time
PCR kit) for Adenovirus (AdV), Cytomegalovirus (CMV),
EV (Polioviruses, Coxackieviruses, Echoviruses, and other
enteroviruses), Ebstein- Barr virus (EBV), Herpes simplex
virus 1 and 2, Human Herpes virus 6 and 7, Varicella Zoster
virus (VZV), Human Parechoviruses and Parvovirus B19,
Hemophilus influenzae, Streptococcus pneumoniae or
Neisseria meningitidis. Data regarding age, sex, presence of

comorbid disease, admission month and season, illness time
before admission, clinical findings, acute phase reactant
levels, CSF biochemical component levels, CSF cell numbers
and distribution and blood culture and CSF culture results,
duration of hospitalization, treatment options and outcomes
were recorded.

RESULTS

A total number of 176 specimen were evaluated during the
study period and only 23 patients [16 boys (69.5%), 7 girls
(30.5%)] diagnosed with EV aseptic meningitis were included
in the study. Median age of patients were 57 months old
(range; 1-168 months). Two patients (8.6%) were less than 30
days old, four patients (17.3%) were aged between 30 days and
<1 year and remaining 17 patients were aged >2 years. The
most common months of the patients' admission to hospital
setting July (n=9) and May (n=7) followed by June (n=2),
January (n=2), March (n=1), August (n=1) and September
(n=1), respectively. The most common clinical complaints on
admission were womiting (77.2%), fever (73.9%), headache
(59%), neck stiffness (36.3%), seizure (22.7%) and altered
consciousness (22.7%). Six patients [(26.1%), two patients aged
<1 month old, two patients aged 1 month to 1 year old, two
patients aged >2 years] had no fever on hospital admission.
It was known that one patient (4.3%) was following with a
diagnosis of primary immune deficiency by the pediatric
immunology department.

Acute phase reactants were as follows; median white blood
cell count (WBC) was 15100/mm? (minimum:6310/mm?3,
maximum: 22390/mm?3), median absolute neutrophil percent
was 79% (min: 8%, max: 90%), median C-reactive protein
(CRP) was 6 mg/dL (min:3mg/dL, max:186 mg/dL), median
erythrocyte sedimentaton rate (ESR) was 11mm/h (min: 2
mm/h, max: 44 mm/h). Acute phase reactant levels were
statistically similar according to age distribution (p>0.05).

Table 1. Acute phase reactants of patients

Parameter Median Minimum  Maksimum
Total leukocyte (/mm?3) 15100 6310 22390
Absolut neutrophil count (%) 79 8 90
CRP (mg/dL) 6 3 186
ESR (mm/h) 11 2 44

The median CSFWBC count was 50 cells/mm?ranged from 0 to
500 cells/mm?3. In 12 patients (52.1%) PMN cell predominance
was detected. Six of these patients (50%) underwent control
lumbar puncture 24 hours after admission and a shift to
mononuclear cell dominance was observed. CSF pleocytosis
was observed in 16 (69.5%) patients. Two patients aged less
than <30 days, two patients aged 1 month to 6 months and
three patients aged >1 year had no CSF pleocytosis. Theese
3 patients aged >1 year had undergone lumbar puncture
within early phase of their clinical symptoms (two patients
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within 24 hours of clinical complaints and one patient within
48 hours). It was found that, CSF cell count was significantly
increased with age (p=0.02). The median CSF total protein
and glucose values were 32 mg/d L (range: 14-133 mg/dL)
and 67 mg/dL (range: 48-89 mg/dL) respectively and these
CSF biochemical components were not reveal statistically
significant difference by age (p>0.05) (Table 2). Blood cultures
were performed in 14 (60.8%) patients on admission and none
of them yielded any microorganism. All of the patients (100%)
were hospitalized with a median duration for hospitalization
of 6 days (range: 1-28 days). Duration of hospitalization was
statistically similar according to age distribution (p>0.05).
One patient with the diagnosis of primary immune deficiency
had severe illness. Eleven patients (47.8%) were treated with
3rd generation cephalosporin plus vancomycin, 2 patients
(8.7%) were treated with ampicillin plus 3rd generation
cephalosporin and 2 patients (8.7%) were treated with 3rd
generation cephalosporin alone, while 8 patients (34.7%) did
not receive any antibiotics. Five of the patients who had not
been commenced antibiotics (62.5%) had no pleocytosis in
CSF sample.Two patients (8.7%) were reffered another hospital
and remaining 21 patients (91.3%) recovered well acutely with
no major acute sequelae. All commenced antibiotics were
stopped once CSF EV PCR resulted positive.

Table 2. CSF findings and hospitalization duration of patients according to

different age groups

Variable* Age p
<1 year 21 year

CSF white cell count (/mm?3) 0 (0-150) 100 (0-500) 0.02
CSF protein (mg/dl) 28 (17-133) 32(14-76) 0,88
CSF glucose (mg/dl) 68 (57-78) 64 (48-89) 0,61
CRP (mg/dL) 3(3-186) 8(3-126) 0,35
Total leukocyte (/mm?) (63(;(;5-22%%00) (87(;3-%%9100) 0,73
Duration of hospitalization 7 (1-28) 5(1-10) 0,48

*: median (minimum-maximum)

DISCUSSION

Aseptic meningitis is the most common cause of childhood
meningitis with an incidence of 1.5-4 per 100.000 people over
10 years period, which is about 20 times greater than bacterial
meningitis."? Although conventional culture methods are the
gold standard method for determination of the pathogen in
the CNS infection, currently exisiting identification procedures
for viruses, including viral cultures and serologic tests have
limited practical use because of low sensitivity and poor rapid
dignostic effects.**! Nucleic acid amplification tests have been
used morefrequently worldwide in the diagnosis of meningitis.
251The reported rates in several studies for determination exact
viral pathogen of aseptic meningitis are varying according to
different reasons including geographic features, age, used PCR
method.” It is known that approximately in 50% of patients
with aseptic meningitis, the pathogen can be documented.

2 In a study from Texas, including a total 509 patients (404
adults and 105 children), it was reported that in 81% percent
of patients the etiologies could not been documented. It
was found that children were less likely to have an unknown
infectious etiology (60.9% vs 85.6%). In this study 78 children
had underwent CSF PCR for EV, and 40 of them (51.3%) had
positive results for EV. The authors postulated that the reason
of low yield in determination of viral etiology in this study,
could be explained by underutilization of PCR for the most
common viruses and for arboviral serologies in real-lifetime
practice. Itis known that EV is the most common responsible
pathogen in childhood aseptic meningitis regardless of age.
23611t was reported that, more than 10000 patients with aseptic
meningitis caused by EV are reported annually to the CDC."”!
Whereas EVs associated diseases may occur throughout the
year in most geographic regions, much higher rates of disease
present in summer anf fall in temperate climates."*”! In this
study predominance of EV aseptic meningitis in months May
to August was in agreement with those previous reports.

Clinical presentations of EV aseptic meningitis may vary
by age, presence of comorbid disease, gestation week for
infants.>*® The severity of illness can vary in a wide range,
from mild self-limited illness with fever, irritability, meningeal
complaints consisted of headache, neck stiffness, nausea to
more severe illness with convulsions or altered consciousness
level and death.” In a study involving adults and children,
45.8% of patients were male (42.3% of adults and 59% of
children) and it was reported that children were less likely to
be presented with meningeal complaints (e.g., headache, stiff
neck, nausea, photophobia) than adults. Furthermore children
were usually submitted to hospital with a nonspescific febrile
illness consisted with fever, respiratory symptoms, and
leukocytosis in this study.® In an another study, including a
total 172 patients (60% male predominance, 65 patients were
<3 years-old, 58 patients were 3-18 years-old and 49 patients
were >18 years), it was reported that, admission to hospital
with meningeal complaints (triad of; fever, headache, and
neck stiffness), which was present in 46.5 % of total patients
and only in 6.1% of children under 3 years old, was more
common in adults. A total of 10% of patients had severe forms
of disase and 14.5% of patients were transferred to intensive
care unit (ICU) due to complications including encephalitis,
hypotension or acute respiratory distress syndrome (ARDS).
Most of the patients who need care in ICU were infants (23
patients were <3 years-old) and it was statistically signficant.
Extra-neurological symptoms like non-specific skin rash were
also more commonly found in pediatric patients (18.1% vs. 2%)
(8). In the neonatal period (<90 days), EVs are one of the main
common cause of nonspecific febrile illness, accounting for
approximately 25-60% of febrile illness related hospitalization
during year around without seasonal dominance.*”
Enteroviral aseptic meningitis, often causes a benign illness
which does not result in serious sequela in newborns, unless
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presented with multisystem involvement and does not occur
in a premature infant. The present study which included only
patients aged <18 years revealed a male predominance. Only
two patients were admitted to hospital during the neonatal
period and almost 75 % of patients were aged >2 years. While
neither of the newborns had fever on admission.

The certain diagnosis of EV meningitis in very young infants
remains a challange, because clinical presentations in young
infants are very non-specific and presence of CSF pleocytosis
and PMN cells predominance in CSF do not allow to definitely
differentiate between viral and bacterial etiology.”? However
CSF pleocytosis may be absent even in patients with proven
EV meningitis especially in infants younger than 90 days.
It was estimated that, about 30% of infants younger than
90 days and 40-77% of neonates did not have pleocytosis.
191 A study conducted in an urban tertiary care childrens
hospital, a total of 154 very young infants who had a positive
CSF EV PCR test result were included. Ninety-three (60.4%) of
paitents were female and the median age was 36 days (IQR,
19-52 days). It was found that CSF pleocytosis was present
in 109 (71%) of patients and CSF pleocytosis statistically
increased with age; CSF pleocytosis was present in 59%,
74% and 90% of infants aged 0 to 28, 29 to 56, and 57 to
90 days, respectively. This study also revealed that age and
peripheral WBC count were independently associated with
CSF pleocytosis. The authors postulated that this differences
were as a result of the decreased ability of younger infants to
mount a potent inflammatory response to EV infection.'” In
an another study conducted from Canada, it was documented
that pleocytosis was absent in 22.3% of children < 30 days
of age with proven EV meningitis.""! In a descriptive study,
including 58 patients (35 neonates and 23 children) during
six months (March to Seprember), it was revealed that EV
PCR was positive in 37.1% and 34.7% of the neonates and
children, respectively. Pleocytosis in CSF samples was positive
in 51.1% of overall patients whereas in 23% and 75% of EV
PCR positive neonates and children, respectively. Furthermore
PMN dominance in CSF samples was seen in 50% and 33% of
EV positive neonates and children, respectively. Patients with
pure enteroviral meningitis were hospitalized for a mean
duration of 1.6 days (1-4 days). The authors concluded that,
both normal CSF findings and PMN dominancy of CSF was
common in neonates and children with EV meningitis (2). In
a study from Singapore, a total of 206 children aged younger
than 16 years with positive CSF EV PCR, were evalutaed
retrospectively. Pleocytosis in CSF was observed in 66 % of
children aged <90 days, 75 % of aged 90 days-1 year and 94
% of >3 years. It was also revealed that early lumbar puncture
within 48 hours of symptoms and absence of CSF pleocytosis
was also correlated. Protein and sugar ratios of CSF were not
discriminatory. All of the patients except one patient received
intravenous antibiotics for a median of 2 days. The authors
conluded that CSF analysis including EV PCR could avoid

unnecessary antibiotic therapy.®! In the present study all of
the neonates had no CSF pleocytosis. Three patients >1 year
of age (3/17) who undergoing lumbar puncture within early
phase of symptoms had no pleocytosis. Although it was not
statistically significant, the rate of CSF pleocytosis positiviy
was correlated with age. But CSF biochemical components
were not discriminatory. Median duration of hospitalization
were a little longer than the previously reported literature.

Although aseptic meningitis is more common than bacterial
in all ages during childhood, the majority of neonates and
young infants <90 days presenting with fever, even if children
are not seriously ill, are frequently hospitalized and emprically
treated with antibiotics for potential sepsis while waiting
results of culture and/or rapid viral diagnostic tools. These
infants often do not have classic signs of aseptic meningitis
that may be found in older children and adults.?*'4 By rapid
detection of EVs in CSF by RT PCR in all cases of aseptic
meningitis, the duration of hospitalization can be shortened,
the unnecessary usage of antibiotics, the cost of disease and
also healthcare associated infections may be reduced.”? In a
study aimed to investigate the impact of a rapid CSF EV PCR
with time to result of 3 to 6 hours on hospital duration time
and duration of antimicrobial treatment in children younger
than 3 months of age with aseptic meningitis, a total of 128
children [58 patients before and 70 patients (EV positive in
42 patients, EV negative in 28 patients) after the introduction
of rapid CSF EV PCR testing] were inclueded. It was revealed
that duration of antimicrobial treatment was significantly
shortened in EV positive compared to both EV negative and
untested patients. Hospitalization duration was significantly
shortened in EV positive compared to EV negative patients
(median 3 days vs 4 days), while an overall reduction was not
observed between tested and untested group patients.”? In an
another study evaluating the impact of a positive diagnosis
using EV PCR, clinical datas of patients were compared
between whose positive EV-PCR results were obtained within
24 hr (n=32) and those whose results were obtained after 24
hours (n=14). It was documented that duration of antibiotic
treatment (difference: 2.3 days) was reduced between two
groups, whereas no statistical difference was observed in
the length of hospital stay. The authors underlined that the
molecular diagnosis of an illness that producing of concern
positively affects management and they concluded that, EV-
PCR assay should be performed daily in hospital practice as
the part of initial diagnosis and management of meningitis.!'?
In this study 34.7% of patients did not receive any antibiotics
and all coomenced antibiotics were stopped safely once
CSF enterovirus PCR resulted positive. In this study rapid
CSF EV PCR testing was thought to provided a reduction
in antimicrobial prescription rate and total duration of
antimicrobial use.
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CONCLUSION

In conclusion, EVs are an important cause of aseptic meningitis
especially during summer to fall. Absence of pleocytosis may
be a diagnostic challange in very young infants with aseptic
meningitis and CSF cell count significantly increases with
age. Therefore CSF EV PCR testing should be considered in
young febrile infants as a part of septic work up evaluated
by lumbar puncture even in the absence of CSF pleocytosis.
By using of rapid EV-PCR assays in the initial diagnosis of
aseptic meningitis, the unnecessary usage of antibiotics in
viral meningitis can be reduced and also the duration of
hospitalization can be shortened.
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Amag: Bu calismada, 2012-2018 yillari arasinda (niversite
hastanesi acil servisine kene temasi sonucu basvuran hastalarin
epidemiyolojik acidan incelenmesi amaglandi.

Gereg ve Yontem: Tanimlayici ve kesitsel nitelikteki bu calismada,
Tokat Gaziosmanpasa Universite Hastanesi acil servisine 2012
ve 2018 tarihleri arasinda kene temasi sikayeti ile basvuran 1258
hastaya ait tibbi veriler retrospektif olarak incelendi. Calismaya
dahil edilen 840 hastaya ait veriler analiz edildi. Gruplar arasi
karsilastirmalarda Pearson Chi-Square testi kullanildi.

Bulgular: Hastalarin 504'UG (%60) erkek, 336'si (%40) kadin olup,
yas ortalamasi 48,7+19,4 yil idi. En ¢cok basvuru yapilan ay %33,1
(n=278) ile Haziran ayi, en ¢ok basvurulan yil %34,3 ile 2014
yili idi. Bagvurular en sik %47,4 (n=398) ile ilcelerden olmustu.
Basvurularin %71,8'inde (n=603) kenenin hastanin kendisi veya
yakini tarafindan ¢ikartildigi saptandi. Kene en sik %33,7 (n=283)
ile alt ekstremiteyi tutmustu. Acile bagvurularin %55,1'inin (n=463)
hastaneye yatirildigi ve bunlardan 36'sinin (%4,3) vefat ettigi tespit
edildi. Mortalite agisindan cinsiyet farki yoktu (p=0,578). Lokopeni,
trombositopeni ve anemi sikhginin yiksek olmasi ile mortalite
diizeyi arasinda anlamli fark saptandi (p<0,05).

Sonug: KKKA hastaligi Tokat ilinde endemik olarak goériilmekte
olup kene tutunmasiyla bagvuran olgularda tam bir fizik muayene
yapilarak kenenin viicudun hemen her bélgesine tutunabilecegi
g6z 6ninde bulundurulmaldir. Hastalarin kene temasi yaninda
ek sikayetleri olmasi durumunda mutlaka bir saglik kurulusuna
basvurmasi saglanmalidir.

Anahtar Kelimeler: Kirnm-Kongo kanamali atesi, kene temasi, acil
servis

Abstract

Aim: The aim of this study was to investigate the epidemiological
aspects of tick contact to the emergency department of university
hospital between 2012-2018.

Material and Method: In this descriptive and cross-sectional study,
the data of 1258 patients who admitted to Tokat Gaziosmanpasa
University Hospital with tick contact to the emergency department
between 2012 and 2018 were examined retrospectively. The data of
840 patients included in the study were analyzed. Pearson Chi-Square
test was used for comparisons between groups.

Results: 504(60%) of the patients were male and 336(40%) were
female. The mean age was 48,7+194 years. The most frequently
applied month was June with 33.19%(n=278) and the most applied year
was 2014 with 34.3%. The most frequent applications were from the
district center with 47.4%(n=398). In 71.8%(n=603) of the applications,
it was determined that the tick was removed by the patient himself or
his relatives. The most common tick contact was the lower extremity
with 33.7%(n=283). It was found that 55.1%(n=463) of the patients
admitted to the emergency department were hospitalized and
36 of them (4,3%) died. There was no gender difference in terms of
mortality (p=0,578). Leukopenia, thrombocytopenia and anemia were
significantly different in terms of mortality (p<0.05).

Conclusion: CCHF is endemic disease in Tokat province. It should
be taken into consideration that the tick can attach to almost
every part of the body by performing a full physical examination in
cases presenting with tick attachment. If patients have additional
complaints in addition to tick contact, they should be consulted to a
health institution.
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GIRIS

Kinm-Kongo kanamali atesi (KKKA) Avrupa, Afrika ve Asya'da
yaklasik 50 tlkede endemik olan kene kaynakl viral zoonotik
bir hastaliktir. insanlarda akut ve potansiyel olarak fatal
seyreden bir enfeksiyona yol actigi icin 6nemli bir saglik
tehdidi olarak kabul edilmektedir™ Tipik sekilde hastalik
hemorajik sendromun baslamasindan dnce spesifik olmayan
semptomlarlakarakterize olup genel olarakfatalite oraninin %5-
30 oldugu bildirilmektedir.? Tirkiye'de ise bu oran, diinyanin
diger bolgelerinden bildirilenlere gore daha disuktir.”

Genellikle ates ve kanamalarla seyreden KKKA hastaliginin
bulasmasinda virlisiin dogal rezervuari olan keneler vektor
olarak 6nemli bir rol oynamaktadir. Cok sayida farkli kene
tlrd bulunmasina karsilik bunlar icinde 30 kadar tiir insanlara
keneyle iliskili hastaliklarin bulastirilmasinda etkilidir. Tiirkiye
bitki ortlsi cesitliligi ve subtropikal iklim kusaginda yer
almasi bakimindan kenelerin yasamasina uygun bir Ulkedir.
B Keneler 6zellikle hayvancihigin yaygin olarak yapildigi otlak
ve calilik alanlar basta olmak Uzere Tirkiye'nin hemen hemen
tim bolgelerinde goriilebilmektedir. KKKA hastaliginin
bulasmasindasikliklarol oynayan kene tiirlerinin H.marginatum
marginatum, H. marginatum rufipes ve H.anatolicum oldugu
bildirilmektedir.® Keneler halk arasinda sakirga, yavsi ve kerni
gibi farkli isimlerle bilinmektedir.”

Kinm Kongo kanamali atesi, en fazla Karadeniz Boélgesinin
ic kesimleri ile i¢ ve Dogu Anadolu Bélgelerinin kuzey
kesimlerinde gorilmekte olup vakalarin yaklasik Gcte ikisinin
Tokat ilinin de iginde oldugu Kelkit Havzasi'nda yer alan illerde
oldugu bildirilmektedir.®® Kene temasi 6ykulsu olan kisilerde
KKKA seroprevalansi endemik boélgelerde %20 kadar yiiksek
olabilir. Kirsal bir bolgede yasamak, kene vektériine maruz
kalma ve KKKA acisindan bir risk faktoridar.™

Kinrm Kongo kanamali atesi virlisli, Bunyaviridae ailesinin
Nairovirus cinsinden bir RNA virtstdir. Afrika, Asya, Gliney
Dogu Avrupa ve Orta Dogu basta olmak tizere diinya genelinde
bircok Ulkede hastalik etkenidir.""'? KKKA ilk kez 1945 yilinda
Kinm'da gorilmds, 1956 yilinda benzer belirtileri olan hastalik
Kongoda tespit edilmistir. 1969 yilinda her iki bdlgede
saptanan hastaligin ayni viriise bagh oldugu gosterilmis ve
hastalik Kinm-Kongo kanamali atesi olarak isimlendirilmistir.
031 Tlrkiye'de bugiine kadar saptanan ilk viral kanamali ates
KKKA olup, ilk semptomatik olgu 2002 yilinda Tokat ilinden
bildirilmistir.'

iklim degisiklikleri kene temasi sonucu ortaya cikan enfeksiyon
hastaliklarinda artisa neden olmaktadir. KKKA hastaliginin
ortaya cikmasini iklim degisiklikleri, cevresel degisiklikler,
kenelerin  popilasyon yogunlugunun artmasi, ciftlik
hayvanlarinin hareketi ve gdé¢men kuslar araciligiyla virtsle
enfekte olmus kenelerin tasinmasi gibi faktorler etkilemektedir.
051 Virlis insanlara enfekte kenelerin yapismasi ile veya
viremik hayvanlara ait kan, doku ve viicut sivilari ile temasla
bulasabilmektedir. Bunlarin disinda nozokomiyal ve cinsel yolla
bulasmanin da mimkiin oldugu belirtiimektedir.'s'7

Kirim Kongo kanamali atesi virlisiine bagl hastalik bulgularinin
gorildigu bilinen tek konak insandir. KKKA hastaliginda
inklibasyon, prehemorajik, hemorajik ve konvalesan olmak
Uzere dort donemden olusan klinik seyir gorilmektedir.
08 Hastalik ates, bulanti, kusma, bas agrisi, miyalji, karaciger

enzimlerinin  ylUkselmesi ve mukokutan6z kanamadan
yasami tehdit eden yaygin damar ici pihtilasmasi (DIC) ve
masif kanamalara kadar degisebilen hemorajik bulgularla
karakterizedir.' Enfeksiyonun laboratuvar tanisi, kan veya
vicut sivisi orneklerinde viral nukleik asidin “real-time”
revers transkriptaz polimeraz zincir reaksiyonu (rtRT-PCR) ile
gosterilmesi ve/veya ELISA ile KKKA virlisi IgM antikorlarinin
pozitifligi ya da IgG serokonversiyonunun saptanmasiyla
konulmaktadir.?® KKKA hastaligina bagh mortalitenin
onlenmesinde erken tani konulmasi ve uygun destek tedavisi
verilmesi oldukca 6nemlidir.””!

Bu calismada 2012-2018 yillari arasinda Tokat Gaziosmanpasa
Universitesi Tip Fakiiltesi Arastirma ve Uygulama Hastanesi
acil servisine kene temasi sonucu basvuran hastalara ait tibbi
verilerin epidemiyolojik agidan incelenerek klinik bulgular ve
laboratuvar sonuclarinin degerlendirilmesi amaclanmis olup,
KKKA hastaligi konusundaki bilgiler glincel literatir esliginde
tartisilmigtir.

GEREC VE YONTEM

Tanimlayici ve kesitsel nitelikteki bu calismada, Tokat
Gaziosmanpasa Universitesi Tip Fakiiltesi Arastirma ve
Uygulama Hastanesi acil servisine Nisan 2012 ve Temmuz 2018
tarihleri arasinda kene temasi sikayeti ile basvuran tim yas
gruplarindaki 1258 hastaya ait tibbi veriler retrospektif olarak
incelendi. Calismaya dahil edilen kene temasli hastalarin tibbi
kayitlarina ait dosyalarindan yasi, cinsiyeti, basvurdugu tarih
(yil, ay), yasadigi yer, basvuru sikayeti, dogum yeri, kenenin
tutundugu yer, kenenin kim tarafindan cikartildigi, hastanede
kag glin yattigi, hastaneden ayrilis sekli (taburcu, vefat, sevk)
kaydedildi. Ayrica KKKA hastaliginin seyri acgisindan énemli
olan |6kopeni, trombositopeni ve anemiyi degerlendirmek
amaciyla hastalarin acil servise basvurusu sirasinda yapilan
tam kan sayimi analiz sonuclarindan 16kosit, trombosit ve
hemoglobin degerleri kaydedildi. Tanimlayici verileri, KKKA
ile ilgili verileri ve acil servise basvurusu sirasindaki tam kan
sayimi analiz sonuglar eksik olan 418 hasta calisma disinda
birakilarak sonucta 840 hastaya ait veriler degerlendirildi.

Yapilan laboratuvar incelemelerinde; |6kosit, trombosit ve
hemoglobin diizeyleri degerlendirildi. Lokosit degerleri <
4000/mm?3 ise “lokopeni” ve trombosit degerleri <150.000/
mm?3 ise “trombositopeni” olarak kabul edildi. Hemoglobin
dizeyleri icin ise 6-14 yaslarda 12 g/d|, eriskin erkeklerde 13
g/d|, eriskin kadinlarda 12 g/dl, gebeler icin 11,5 g/dl “anemi”
icin alt sinir kabul edildi.

Verilerin analizinde SPSS (Statistical Package for Social
Science) v. 20.0 istatistik paket programi kullanildi.
Tanimlayici veriler sayi, ylizde ve ortalamazxstandart sapma
olarak gosterildi. Sayimla elde edilen verilerde gruplar arasi
karsilastirmalarda farkliliklari tespit etmek icin Pearson Chi-
Square testi kullanildi. istatistiksel anlamlilik diizeyi p<0,05
olarak kabul edildi. Calisma 6ncesinde Tokat Gaziosmanpasa
Universitesi Tip Fakdiltesi Etik Kurul onayi (20-KAEK-029) ve
Tokat Gaziosmanpasa Universitesi Tip Fakiiltesi Arastirma ve
Uygulama Hastanesi Bashekimligi'nden kurum izni alind.
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BULGULAR

Arastirmaya katilan 840 hastadan 504U (%60) erkek, 336'si
(%40) kadin idi. Hastalarin yas ortalamasi 48,7+19,4 yil olarak
bulundu. Hastalarin yaslari 7 yas ve 99 yas arasinda degismekte
olup %9,8'i (n=82) 18 yas ve altinda, %32,2'si (n=271) 19-40
yas arasinda, %40,5'i (n=340) 41-64 yas arasinda ve %17,5i
(n=147) 65 yas ve Uzerindeydi. Hastalarin basvuru aylarina
bakildiginda %0,1'inin (n=1) Ocak, %0,8inin (n=7) Mart,
%6,5'inin (n=55) Nisan, %24,8'inin (n=208) Mayis, %33,1'inin
(n=278, en sik) Haziran, %20,6'inin (n=173) Temmuz,
%9,9'unun (n=83) Agustos, %2,7'sinin (n=23) Eylil, %1,3'lniln
(n=11) Ekim ve %0,1'inin (n=1) Kasim ayinda basvurdugu
tespit edildi. Kene temasi ile acile basvurularin yillara gore
dagilimi incelendiginde, %20,1’inin (n=169) 2012 yilinda,
%13,3'Unin (n=112) 2013 yilinda, %34,3'linlin (=288, en sik)
2014 yilinda, %20,4’Gnin (n=171) 2015 yilinda, %4,3'Gnln
(n=36) 2016 yilinda, %3,3'Unln (n=28, en az) 2017 yilinda,
%4,3'Undn (n=36) ise 2018 yilinda oldugu saptandi.

Hastalarin  %83,7’sinin  (n=703) Tokat ilinde, %16,7'sinin
(n=137) ise Tokat disinda yasadigi saptandi. Hastalarin
yerlesim yerlerine bakildiginda, 385'inin (%45,8) il merkezinde,
398'inin (%47,4) ilce merkezinde (317'si Tokat iline bagl ilce
merkezlerinden, 81'i ise diger illere bagh ilce merkezlerinden
gelmisti) ve 57'sinin (%6,8) kasaba veya koylerde yasadigi
tespit edildi. Hastalarin cogunlugunun dosyalarinda meslek
kaydinin olmadigi gorilduginden meslekleri hakkinda
herhangi bir veriye ulasilamadi. Kenenin kim tarafindan
cikarildigrincelendiginde %28,2'sinin (n=237) saglik personeli,
%71,8'inin (n=603) kendisi veya yakini tarafindan cikartildig
tespit edildi.

Hastalarin basvuru anindaki sikayetlerine bakildiginda (Sekil
1), %48'inin (n=403) kene tutunmasi sikayeti ile basvurdugu,
diger basvurularin %33,9'u (n=285) ates, %5,7'sinin (n=48)
halsizlik, %3,3'UnUn (n=28) bulanti-kusma, %3,2’sinin (n=27)
ishal ve %5,8inin (n=49) diger sikayetlerle (epistaksis, bas
donmesi, dokiintli gibi) oldugu saptandi. Kenenin tuttugu
lokalizasyon incelendiginde, en sik %33,7 (n=283) ile alt
ekstremiteyi tuttugu belirlendi. Bunu sirasiyla %27,1 (n=228)
ile bas, boyun, yiiz, %21,8 (n=183) ile Ust ekstremite, %11,9
(n=100) ile gbvde 6n ylizi ve %5,5 (n=46) ile govde arka yiizu
izlemekteydi (Sekil 2).
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Hastalarin laboratuvar degerleri incelendiginde, %17'sinde
(n=143) anemi mevcutken %83'iinde (n=697) hemoglobin
degerleri normaldi, %56'sinda (n=470) trombositopeni,
%1'inde (n=8) trombositoz mevcut iken %43,1'inde (n=362)
platelet degerleri normaldi, %46,5'inde (n=391) I6kopeni,
%5,1'inde (h=43) I16kositoz mevcut iken %48,3'tinde (n=406)
beyaz kiire degerleri normaldi. Kene temasiyla acile basvuran
hastalarin %55,1'inin (n=463) Enfeksiyon Hastaliklari servisine
yatinldigi, 1 guin ile 45 giin arasinda yatis oldugu, hastalarin
36'sinin (%4,3) vefat ettigi (20'si erkek, 16's kadin) tespit edildi.

Tablo 1 ‘de kene temasi ile acil servise basvuran hastalarin
cinsiyetine gore yas grubu, geldigi yer, yerlesim yeri ve kenenin
tuttugu lokalizasyon acisindan karsilastiriimasi verilmistir.
Hastalarin cinsiyetine goére yas grubu dagilimi arasinda
istatistiksel olarak anlamli fark oldugu saptandi (p=0,019). Her
iki cinsiyette de 19-64 yas arasinda diger yas gruplarina gore
kene temasi nedeniyle acil servise basvurunun daha sik oldugu
bulundu. Kene temasi ile acil servise basvuran hastalarin
geldigi yer (p=0,775) ve yerlesim yerlerine gore cinsiyet
dagihmi arasinda ise anlamli farklilik saptanmadi (p=0,835).
Benzer sekilde kenenin tuttugu lokalizasyon acisindan kadin
ve erkek cinsiyet arasinda anlamli fark bulunmadi (p=0,728).

Kene temasi ile acil servise basvuran hastalarin hastanede
yatma durumuna goére sik gorilen semptomlarin dagilimi
incelendiginde (Tablo 2); ates (p=0,001), halsizlik (p=0,001) ve
ishal (p=0,005) acisindan hastanede yatan hastalarda ayaktan
tani ve tedavi yapilanlara gore daha fazla olacak sekilde
anlamh fark saptanmasina karsilik, bulanti-kusma (p=0,078)
ve diger sikayetler (epistaksis, bas donmesi, dokinti gibi)
(p=0,237) ile hastanede yatma durumu arasinda anlamli fark
bulunmadi.

Kene temasi ile acil servise basvuran hastalarin cinsiyetine
gore mortalite durumu incelendiginde (Tablo 3); kadinlarin
%4,8'inde, erkeklerin ise %4'Uinde hastaligin olimle
sonuclandigi, kadin ve erkek cinsiyet arasinda mortalite
acisindan anlamli fark olmadigi tespit edildi (p=0,578).
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Tablo 1. Kene temasi ile acil servise basvuran hastalarin cinsiyetine gore yas

grubu, geldigi yer, yerlesim yeri ve kenenin tuttugu lokalizasyon acisindan
dagilimi

Cinsiyete gore |6kopeni, trombositopeni ve anemi iliskisi
degerlendirildiginde (Tablo 4); I6kopeni (p=0,714) ve
trombositopeni (p=0,089) acisindan kadin ve erkek cinsiyet

Cinsiyet, Sayi (%)*
Ozellikler Kadin Erkek Toplam p arasinda anlamh fark bulunmadi. Anemi acgisindan ise
GEEEL) T N R kadinlarda erkeklere gére daha fazla olacak sekilde anlamli
Yas grubu fark oldugu saptandi (p<0,001). Hastaneye yatma durumuna
Cocuk ve addlesan 21 61 82 .. .. . . . S . M
(<18 yas) (9%6,3) (©%12,1) (9%9,8) gore I6kopeni, trombositopeni ve anemiiliskisine bakildiginda
Geng eriskin 106 165 271 (Tablo 5); hastaneye yatan hastalarda ayaktan tani ve tedavi
(19-40yas) (%31,5) (%32,7) (%32,2) 0,019 yapilanlara gore daha fazla olacak sekilde I6kopeni (p<0,001),
Eriskin 151 189 340 . . . o
(41-64 yas) (%44,9) (%37,5) (40,5) trombositopeni (p<0,001) ve anemi (p<0,001) gorilme
Yasl 58 89 147 sikhgr acisindan anlaml fark oldugu saptandi. Kene temasi
(o) 0 0 . . . . . .
(262¥a§) (%17.3) 0617.7) 0617,5) acil servise basvuran hastalarda mortalite ile lokopeni,
Geldigi yer . . C e e .
283 420 203 trombositopeni ve anemi iliskisi incelendiginde (Tablo 6);
U it (%84,2) (%83,3) (%83,7) 0775 6len hastalarin %66,7'sinde |6kopeni, tamaminda (%100)
53 84 137 ' tormbositopeni, %38,9'unda anemi oldugu bulunmus olu
gizitel (%15,8) (%167)  (%16,3) ) pent, 220 o o o,
e oOlen hastalarda I6kopeni (p=0,013), trombositopeni (p<0,001)
I 158 227 385 ve anemi (p<0,001) sikliginin anlamh sekilde daha yiksek
(%47,0) (%45,0) (%45,8) oldugu saptand.
; . 155 243 398
llce merkezi (%46,1) (%48,2) (%47.4) 0,835
) 23 34 57
Kasaba / Koy
- (%6,8) (%6.7) (%6.8) Tablo 4. Kene temasi ile acil servise basvuran hastalarda cinsiyete gore
Lokalizasyon I6kopeni, trombositopeni ve anemi iliskisi
. 113 170 283
Alt ekstremite (%33,6) (%33,7) (%33.7) Cinsiyet, Say (%)*
" 89 139 228 p
Sasbonnyiz ges)  owre 67 Lo s R
. : 69 114 183
Ui s (%20,5) (%22,6) %218 0728 Lokopeni 159 (%47,3) 232 (%46)  391(%465) 0714
. 43 57 100
Govde 6n yiizi (%12,8) (%11,3) (%11,9) Trombositopeni 176 (%52,4) 294 (%58,3) 470 (%56) 0,089
) . 22 24 46 :
Govde arka ylz (%6,5) (%4,8) (%5,5) Anemi 79 (%23,5) 64 (%12,7) 143 (%17) <0,001
336 504 840 *Siitun ylizdesi
Toplam (940) (9%60) (9%100)

*Stitun ytizdesi

Tablo 2. Kene temasi ile acil servise basvuran hastalarin hastanede yatma

durumuna gore sik gorilen semptomlarin dagilimi
Hastanede yatma durumu, Sayi (%)*

Semptomlar Evet Hayir Toplam P
(n=463)  (n=377) (n=840)

Ates 264 (%57)  21(%56)  285(%33,9) 0,001

Halsizlik 38(%82)  10(%27)  48(%5,7) 0,001

Bulanti/kusma 20 (%43)  8(%2,1) 28 (%3,3) 0,078

ishal 22 (%48  5(%13) 27 (%3,2) 0,005

Diger (dokiintli, 34 9y67) 18 (%4,8) 49 (%5,8) 0,237

epistaksis gibi)

Tablo 5. Kene temasi ile acil servise bagvuran hastalarda hastanede yatma

durumuna gore I6kopeni, trombositopeni ve anemi iliskisi

Hastanede yatma durumu, Sayi (%)*

Evet Hayir Toplam P
(n=463) (n=377) (n=840)
Lokopeni 375 (%81) 16 (%4,2) 391 (%46,5) <0,001
Trombositopeni 440 (%95) 30 (%8) 470 (%56) <0,001
Anemi 113 (%24,4) 30 (%8) 143 (%17) <0,001

*Sttun ylizdesi

*Sutun ytuzdesi

Tablo 3. Kene temasi ile acil servise basvuran hastalarda cinsiyete gére

mortalite iliskisi

Cinsiyet, Sayi1 (%)*

Tablo 6. Kene temasi acil servise bagvuran hastalarda mortalite ile

|I6kopeni, trombositopeni ve anemi iliskisi
Mortalite, Sayi (%)*

Kadin Erkek Toplam P
(n=336) (n=504) (n=840)
Mortalite
Evet 16 (%4,8) 20 (%4) 36 (%4,3) 0,578
Hayir 320 (%95,2) 484 (%96) 804 (%95,7)

Evet Hayir Toplam P
(n=36) (n=804) (n=840)
Lokopeni 24 (%66,7) 367 (%45,6) 391 (%46,5) 0,013
Trombositopeni 36 (%100) 434 (%54) 470 (%56) <0,001
Anemi 14 (%38,9) 129 (%16) 143 (%17) <0,001

*Situn ylizdesi

*Sttun ylzdesi
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TARTISMA

Keneler diinyanin hemen her yerinde gorilebilmekle
birlikte ozellikle iklim sartlarinin uygun oldugu yerlerde ve
hayvanciligin yaygin oldugu bolgelerde kene temasinin sikligi
artmaktadir. Farkli calismalarda kene temasi ile acile basvuran
olgularin Mart ayinda basladigi, en fazla yaz aylarinda
ozellikle de Mayis ve Agustos aylari arasinda sikliginin arttig
belirtilmektedir.*'22"2  Calismamizda literatlire  benzer
sekilde kene temasi ile acil servise basvurularin Mayis, Haziran
(en sik, %33,1) ve Temmuz aylarinda daha fazla oldugu
bulunmustur. Kene temasi ile acile basvurularin yillara gore
dagihmi incelendiginde ise en sik (%34,3) 2014 yilinda, en az
(%3,3) 2017 yilinda oldugu saptanmistir. Kene temasi ile acil
servise basvurularnn yillar icinde azalmasi halkin bu konuda
daha bilinclenerek kene ile temastan kendini korumayi
o0grendigi, kene temasi sonrasi keneyi kendisinin cikardig
ve semptomlarin olmamasi durumunda acile basvurmadigi
seklinde yorumlanabilir.

Yapilan farkli calismalarda kene ile temas sonucu hastaneye
bagvuranlarin kdy ve ilce merkezleri basta olmak Uzere
cogunlukla kirsal kesimden geldigi tespit edilmistir.®224
Calismamizda kene temasi nedeniyle acil servise basvurularin
%45,8'inin  (n=385) il merkezinden, %47,4'Gnin (n=398)
ilce merkezinden, %6,8'inin ise (n=57) kasaba ve koylerden
basvurdugu tespit edilmistir. Basvurularin ¢ogunlugunun
ilce merkezinden olmasi tarim ve hayvancilikla ugrasan
kisilerin olanaklardan dolayr kdy yerine ilge merkezinde
ikamet etmeyi tercih etmesi seklinde yorumlanmistir.
Literatlirde kirsal bolgede yasamak, kene vektoriine maruz
kalma ve KKKA agisindan bir risk faktorli olmakla birlikte,
hayvan ticareti pazarlari genellikle biiyiik sehirlerin yakininda
bulundugundan, kentsel bolgelerde KKKA seroprevalansinin
kirsal bolgelere gore daha yiksek olabildigi bildirilmektedir."”

Tarla, bag, bahge, orman ve piknik alanlari gibi kene
yoniinden riskli alanlara gidilirken, kenelerin viicuda
girmesini engellemek amaciyla mimkin oldugunca viicudu
orten giysiler giyilmeli, pantolon pacalar coraplarin icerisine
sokulmali ve acik renkli kiyafetler tercih edilmelidir. Kene
yoniinden riskli alanlardan doéndldiginde kulak arkasi,
koltuk altlar, kasiklar ve diz arkasi dahil tim vicutta kene
olup olmadigi kontrol edilmelidir. Kene tutunmus ise hig vakit
kaybetmeden ¢iplak el ile dokunmadan viicuda tutundugu en
yakin yerden tutarak uygun bir malzeme ile (bez, naylon poset,
eldiven gibi) cikarilmalidir. Kisi keneyi kendisi ¢ikaramadiysa
en yakin saglik kurulusuna basvurmalidir. Kene ne kadar erken
cikarihrsa hastaligin bulasma riskinin de o kadar azalacagi
bilinmektedir.? Bazi calismalarda kenenin daha cok saghk
personeli tarafindan cikartildigi belirtilmektedir.628 Onceki
yillarda kenenin oOncelikle saglk calisanlarinca cikarilmasi
onerilmekte iken glnimuizde keneyle temas siiresinin
uzamasinin mortaliteyi 6nemli olclide artirdigi saptandig
icin en kisa siirede uygun sekilde kenenin cikartiimasi
yaklagimi mevcuttur. Tokat Devlet Hastanesi'nde yapilan
bir calismada KKKA 6n tanisiyla yatan hastalarin %49,1'inin
kendisi, %5,7'sinin yakini tarafindan kenenin cikartildigi

bildiriimektedir.® Benzer sekilde calismamizda da kene
temasi olan olgularin %71,8'inde (n=603) kendisi veya yakini,
%28,2'sinde (n=237) ise bir saglk personeli tarafindan kenenin
cikartildigr saptanmistir. Bu durum calisma yapilan bdlgenin
KKKA acisindan endemik bir bolge olmasi ve halkin kenelere
maruziyet agisindan bilinglendirildigini, ayni zamanda kirsal
kesimdekiulasim zorluklarindan dolayr hastaneye basvurularin
kene cikartiimasindan sonra oldugunu diisiindiirmektedir.

Kene temasi olan bireylerde viicudun goriinen kisimlarinda
keneninsaptanmasidaha kolay iken, gériinmeyen kisimlarinda
ise bu tespit genellikle daha zor olabilmektedir. Bu nedenle
kene isingi nedeniyle saglk kuruluglarina basvuran hastalarda
birden fazla bolgede kenenin bulunabilecegi dustindlerek
tepeden tirnaga dikkatli bir sekilde degerlendirme yapilmasi
gerektigi, ancak bu sekildeki bir muayene ile hastalarin
vicudunun goérinmeyen kisimlarindaki kenenin tespit
edilebilecedi belirtiimektedir.”® Literatlirde kenenin viicutta
en sik yerlestigi yerler incelendiginde, Al ve ark.?V en sik bas-
boyun ve bacaklara yerlestigini, Simer ve ark.?¥ ile Taskesen
ve ark.?”! kenelerin en sik bacaklara ve govdeye yerlestigini,
Yardan ve ark.”? ise en fazla govdeye ve kollara yerlestigini,
daha az oranlarda da bacaklar, bas-boyun, genital bolge gibi
yerlere yerlestigini, Edlow ve McGillicuddy ®kenelerin viicutta
siklikla sacgli deriye, kulak arkasina ve uyluga yerlestigini
bildirmislerdir. Bizim ¢alismamizda ise %33,7 (n=283) ile en
sik alt ekstremiteye yerlestigini ve daha sonra siklik sirasiyla
%27,1 (n=228) bas-boyun-yiiz, %21,8 (n=183) Ust ekstremite,
%11,9 (n=100) govde 6n yiz ve %5,5 (n=46) govde arka yiz
yerlesimi oldugu tespit edilmistir (Sekil 2). Kenenin viicutta
tuttugu lokalizasyon agisindan cinsiyete gore anlamli bir
fark olmadigi saptanmistir (p=0,728) (Tablo 1). Yapilan bir
calismada, viicutta bas ve boyun boélgesinde kene tutunmasi
olan KKKA hastalarinda mortalitenin anlamli sekilde daha
yiiksek oldugu bildirilmektedir.??

Kene temasi acisindan en fazla risk altinda bulunan
mesleklerin  veterinerler, saglik personeli, hayvancilik
yapanlar, mezbahane calisanlari, kasaplar, tarim iscileri ve
askerler oldugu belirtilmektedir.?"#2% Diinya genelinde, risk
grubundaki bireylerde KKKA seroprevalansinin toplumdaki
diger normal insanlara gére 7.5 kat daha fazla oldugu
bildirilmektedir."? KKKA hastaliginin aktif calisma yasinda olan
ve bu nedenle kene tirlerine daha ¢cok maruz kalan, tarim ve
hayvancilikla ugrasanlar arasinda yogunlastigi gortilmektedir.
B Calismamizda hasta dosyalarindan meslek gruplarina
ulasilamadigi icin hastalarin mesleklerine ait herhangi bir
degerlendirme yapilamamistir. Ancak Tokat ilinde 6&zellikle
kirsal kesimde tarim ve hayvancilikyaygin olarak yapilmaktadir.
Dolayisiyla calismamizdaki hastalarin dnemli kisminin riskli
grupta oldugu distinilmektedir.

Calismamizda kene temasi ile acil servise basvuran hastalarin
cinsiyete gore dagilimi incelendiginde erkeklerde (%60)
kadinlara (%40) gore anlamli sekilde daha fazla basvuru oldugu
bulunmustur. Cinsiyete gore yas dagihmina bakildiginda
ise <18 yas cocuk ve adolesanlar ile 41-64 yas eriskinlerde
erkeklerde kadinlara oranla daha fazla olup cinsiyete gore yas
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grubu arasinda anlamli fark saptanmistir (p=0,019) (Tablo 1).
Literatlirde kene temasi ile acil servise basvurularin erkeklerde
kadinlara gore daha fazla goruldigu belirtilmektedir.'®'22"
232830 Bu calismalarda elde edilen verilerin aksine Yardan ve
ark.®® tarafindan yapilan calismada ise kadinlarda kene temasi
ile acile basvurularin daha fazla géraldigu bildirilmektedir.

Kirrm Kongo kanamali atesi hastaliinda inkiibasyon siiresi
virtisiin bulasma yoluna bagli olup kene tutunmasi sonrasinda
genellikle 1-3 giin olmak tzere en fazla 9 giin, enfekte kan ya
da doku ile temas sonrasinda ise 5-6 glin en fazla 13 glndir.
19 Erken donemde ilk gorilen semptom genellikle siddetli bas
agrisidir. Daha sonra tslime ve titreme ile yikselen ates, bas
doénmesi, ense agrisi, bodaz agrisi, gozlerde agn ve fotofobi,
kas, eklem ve sirt agrilari ortaya cikarak influenzaya benzer bir
klinik tablo olusur. Baslangi¢c doneminde bulanti, kusma, karin
agnisi ve ishal olabilir. Hastalarda genellikle huzursuzluk vardir.
Hemorajik donemde petesi, ekimoz, hemoptizi, hematemez,
melena, epistaksis, hematdri, dis eti kanamasi, vajinal kanama
ve i¢ organlarda kanamalar ortaya cikabilir.?>3'32 Basol ve ark.
B3 tarafindan Ocak 2012-Ekim 2012 tarihleri arasinda Tokat
Gaziosmanpasa Universite Hastanesi Acil Servisine kene
tutunmasi sikayeti ile basvuran toplam 251 hastanin detayh
olarak degerlendirildigi calismada, hastalar PCR (+) ve PCR
(-) olmak Uzere iki gruba ayrilmistir. Hastalarin tamaminda
kene tutunmasi sikayeti oldugu, daha sonra sirasiyla en sik
yorgunluk (%46) ve ates (%36) semptomlari gorildiiga, PCR (+)
olan hastalarda en yaygin sikayetin ates oldugu bildirilmistir.
Ayrica PCR (+) olan hastalarda PCR (-) olanlara gore |6kosit ve
platelet degerleri anlaml sekilde daha disiik iken, AST diizeyi
ise anlamli sekilde daha yuksek olarak bulunmustur (p<0.01).
Bizim calismamizda, hastalarin basvuru nedenleri arasinda
ana basvuru sikayeti olan kene tutunmasi (n=403) (%48)
disinda %33,9 (n=285) ile en sik ates, %5,7 (n=48) halsizlik,
%3,3 (n=28) bulanti-kusma, %3,2 (n=27) ishal, %5,8 (n=49)
ve diger semptomlar (epistaksis, bas donmesi, dokinti gibi)
bulunmaktadir. 2000-2018 yillar arasinda KKKA konusundaki
971 calismanin incelendigi bir derlemede, KKKA hastalarinin
%43-98'inde ates oldugu bildirilmektedir.”?

Calismamizda hastanede yatan hastalarda yatmayanlara
gore daha fazla olacak sekilde ates (p=0,001), halsizlik
(p=0,001) ve ishal (p=0,005) acisindan anlamli fark oldugu
saptanmistir (p<0,05), bulanti-kusma (p=0,078) ve diger
sikayetler (epistaksis, bas donmesi, dokiintl gibi) acisindan
ise (p=0,237) anlamli fark bulunmamistir (p>0,05) (Tablo 2).
Calismamizda her iki cinsiyette mortalite agisindan anlamli fark
olmadigi saptanmistir (p=0,578) (Tablo 3). 2014-2019 yillan
arasinda, Ankara'da acil servise kene tutunmasi sikayetiyle
bagvuran 1592 hastadan KKKA tanisi alan 172 olguya ait
verilerin incelendigi retrospektif kohort calismasinda, bizim
sonuclarimiza benzer sekilde cinsiyete gore mortalite arasinda
anlamli fark bulunmamistir.’2?

Literatlirde kene temasi ile hastaneye basvuran tiim hastalarda
laboratuvar incelemesinde tam kan sayiminda I6kopeni,
trombositopeni ve anemi olup olmadiginin arastiriimasi ve

ayrica AST, ALT, ALP, CPK, total bilirubin, LDH, protrombin
zamani (PT), aktive parsiyel protrombin zamani (aPTT)
dlzeylerinin de belirlenmesi gerektigi belirtiimektedir.?”
Bizim calismamizda hastalarin %46,5'inde (n=391) I6kopeni,
%56'sinda (n=470) trombositopeni, %17'sinde (n=143) anemi
oldugu tespit edilmistir. Cinsiyete gore I6kopeni (p=0,714) ve
trombositopeni (p=0,089) acisindan anlamli fark gériilmezken,
anemi agisindan kadinlarda erkeklere gore daha fazla olacak
sekilde anlamli fark oldugu saptanmistir (p<0,001) (Tablo
4). Bu durum kadinlarda demir eksikligi anemisinin daha
stk gorilmesi ile iliskili olabilir. Hastanede yatan hastalarda
ayaktan tani ve tedavi yapilanlara gore I6kopeni (p<0,001),
trombositopeni (p<0,001) ve anemi (p<0,001) gorilme
sikliginin anlaml sekilde daha yiksek oldugu bulunmustur
(Tablo 5). Calismamizda mortalite acisindan ise oOlen
hastalarda |6kopeni (p=0,013), trombositopeni (p<0,001)
ve anemi (p<0,001) sikhdinin anlamli sekilde daha yiiksek
oldugu saptanmistir. Ozellikle de yatan hastalarin %95'inde,
Olen hastalarin ise tamaminda trombositopeni olmasi KKKA
hastaligi acisindan dikkat cekici bir bulgudur (Tablo 6).

Yilmaz ve ark.P! tarafindan yapilan calismada, 2002-2007
yillari arasinda Tirkiye genelinde KKKA tanisi alan 1670
hastanin %93,2'sinde trombositopeni, %88,9'unda l6kopeni
gelistigi bildirilmistir. Corum'da 2010-2012 yillari arasinda
KKKA siiphesiyle yatirilan 240 hastanin klinik ve laboratuvar
bulgularinin incelendigi calismada, KKKA hastalarinda beyaz
kilre ve trombosit sayisinin anlamli sekilde daha diisiik oldugu
bulunmustur (p<0,05).”! Ankara'da 2014-2019 yillari arasinda
KKKA tanisi alan hastalarda mortaliteyi etkileyen faktorlerin
arastinldigi calismada ise, KKKA nedeniyle 6len hastalarda
Iokosit sayisi, INR, AST ve ALT diizeyinin anlamli sekilde daha
yuksek oldugunu, trombosit sayisinin ise anlamli sekilde daha
distk oldugu saptanmistir (p<0,001).22 Calisma sonuclarimiza
benzer sekilde Amasya Devlet Hastanesi acil servisine kene
temasi hikayesi ile basvuran hastalarin retrospektif olarak
incelendigi calismada, ortalama trombosit sayisinin pozitif
vakalarda 118,000/mm3, KKKA nedeniyle 6len vakalarda ise
83,600/mm? olarak saptandigi, trombosit sayisinin <20,000/
mm?3 olmasinin mortaliteye eslik eden bagimsiz bir risk faktori
oldugu bildirilmektedir.’*

Hastaligin heniz spesifik bir tedavisi yoktur, temel yaklasim
destek tedavisi seklindedir. Hastalarda ciddi dizeyde
mikrovaskiler bozukluk oldugu icin agresif sivi replasmani
yapiimalidir. Gerektiginde trombosit slispansiyonu, taze
donmus plazma ve tam kan verilmeli; solunum, dolasim,
diyaliz ve parenteral beslenme destegi saglanarak sivi-
elektrolit dengesi takip edilmelidir'” KKKA hastaliginda
mortalitenin dnlenmesinde erken tani nemlidir. Acil servise
kene temasi sonrasi basvuran hastalarda ates ve yorgunluk
gibi semptomlar ciddiye alinmali, I6kopeni ve trombositopeni
ile birlikte karaciger enzimlerindeki yiikselmenin de dikkate
alinmasi gerektigi belirtiimektedir.®*

Calismamizin  bazi  kisitliliklari  mevcuttur. Tek merkeze
ait verilerin degerlendirildigi retrospektif bir calismadir.
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Literatlrde kene temas! ile basvuran hastalarda bakilmasi
gereken AST, ALT, LDH, CK, INR gibi laboratuvar tetkiklerinin
acil servise basvuran bircok hastada istenmemis olmasindan
dolayr bu parametreler calisma digi birakilmasi nedeniyle
degerlendirilememistir. Ayrica hastalarin cogunlugunun acil
servis basvuru kayitlarinda meslek kaydi tutulmadigindan
dolayi hastalarin meslegine gore herhangi bir degerlendirme
yapilamamistir.

SONUC

Kirim Kongo kanamali atesi hastaligi Tokat ilinde endemik
olarak goriilmekte olup kene tutunmasiyla saglik kuruluslarina
basvuran hastalarda tam bir fizik muayene yapilmali ve
kenenin viicudun hemen her bdlgesine tutunabilecegi g6z
onunde bulundurulmahdir. Halkin kene tutunmasi ve KKKA
hastaligi konusunda farkindalik diizeyini ylkseltmek amaciyla
dizenli egitimler verilmesi saglanmalidir. Ayni zamanda tim
saglik calisanlar 6zellikle de acil servislerde gorev yapan
hekimler periyodik sekilde yapilacak hizmet ici egitimlerle
kene temasi olan olgulara yaklasim konusunda giincel
bilgilerle donatilmalidir. Kene temasi olan tim hastalarda
en kisa surede kenenin ¢ikarilmasi 6zellikle de ates, miyalji,
halsizlik, kanama gibi ek semptomlari olmasi durumunda
mutlaka hizli bir sekilde bir saghk kurulusuna basvurmalari
acisindan bilgilendirilmeleri saglanmahdir.
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Amag: Kinm Kongo Kanamali Atesi, 6zellikle kene isirmasi ve viicut
sekresyonlari araciligiyla gecis gosteren, diinyada ve Ulkemizde
bazi bolgelerde endemik olarak goriilen, klinik olarak genellikle
ates ile seyreden 6liimcdl viral bir hastaliktir. Bu hastaliktan 6zellikle
akcigerler olmak Uzere vicuttaki bircok organ etkilenmektedir.
Ancak hastaliga baglh abdominal organlarda tutulum ile ilgili halen
yeterli calisma bulunmamaktadir. Bu nedenle biz calismamizda;
Kirnnm Kongo Kanamali Atesi hastaliginin ultrasonografi bulgularini
literatlr esliginde tartismayr amacladik.

Gereg¢ ve Yontem: 2012- 2016 yillan arasinda serolojik olarak
Kinnm Kongo Kanamali Atesi hastaligi tanisi bulunan 283 hastanin
hastanemizde tutulan kayitlari retrospektif olarak degerlendirildi.
Bu hastalardan 20'sinde abdominal ultrasonografi incelemesi
sonucunda batinda bulgu saptandi. Batinda bulgu saptanan
hastalarin ultrasonografi bulgulari analiz edildi.

Bulgular: Hastalarin 9'u (%45) erkek, 11'i (%55) kadindi. Abdominal
ultrasonografi incelemesinde en yaygin gérilen bulgular;
hepatomegali ve intraabdominal serbest sivi idi. Safra kesesi duvar
kalinlasmasi ve splenomegali diger sik saptanan bulgulardandi.
Periportal ekojenite artisi, kas i¢ci hemoraji, kolon duvar
kalinlasmasi, safra kesesinde ¢amur, renal ekojenite artisi, renal
ektazi ve Ureter dilatasyonu ise nadir goriilen bulgular arasindaydi.
Sonug: Calismamiz Kinm Kongo Kanamali Atesinin abdominal
ultrasonografi bulgular lizerine yapilmis ¢ok nadir calismalar
arasindadir. Hastalarimizda hepatomegali, ici serbest sivi ve safra
kesesi duvar kalinlasmasi en sik gorilen bulgulardir. Hastalik
batinda hemen hemen tiim organlari etkileyebilmekte olup batinici
bulgular olduk¢a cesitlilik gostermektedir. Calismamizin ilerde
yapilacak daha kapsamli calismalara isik tutacagi diistinilmektedir.

Anahtar Kelimeler: Kirrm Kongo Kanamali Atesi, ultrasonografi

Abstract

Introduction: Crimean-Congo Hemorrhagic Fever (CCHF) is one
of the deadly diseases, clinically causing viral hemorrhagic fever
outbreaks. It is especially transmitted through tick bite and body
secretions and accepted as an indigenous disease in certain regions
in the world and in our country. Many of the organs, especially the
lungs, are affected by this disease. However, current studies are not
sufficiently relate the disease and abdominal organ involvement.
Therefore, we aim to discuss the ultrasonography (US) findings of the
CCHF disease in the context of the literature.

Material and Method: The retrospective analysis of the hospital
records of 283 patients, who were serologically diagnosed as CCHF
between 2012-2016 was performed. Abdominal ultrasonography
examination revealed that, 20 of those patients had findings in the
womb. US findings of these 20 patients were analyzed.

Results: Nine patients (45%) were male, and 11 patients (55%) were
female. The most common findings of abdominal US examinations
were; the hepatomegalia and the intra-abdominal free fluid.
Gallbladder wall thickening and splenomegalia were also commonly
found in these patients. Periportal hyperechogenicity, intramuscular
hemorrhage, colon wall thickening, sludge in gallbladder, renal
hyperechogenicity, renal ectasia and ureter dilatation were rarely
observed.

Conclusion: Our study is among the exceptional studies on the
analysis of abdominal US findings of CCHF. The most commonly
observed findings in our patients were the hepatomegalia and the
intra-abdominal free fluid. Intra-abdominal findings of the disease
were extremely variable. This study will shed light to the future
comprehensive studies.
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GiRiS

Kirrm Kongo Kanamali Atesi (KKKA) genellikle vektorel olarak
kenelerle tasinan, yiksek mortalite oranlarina sahip viral bir
hastaliktir.'"? Hastalik ilk olarak 1944 yilinda Kirnmda ve yaklasik
12 yil sonra Kongo'da gorulmustir. Bu nedenle hastalik ilk
gorildigu yerlerin adini almistir® Hastalik 6zellikle ilkbahar
sonlarinda ve yaz aylarinda gorilir. Balkanlar, Ortadogu,
Asya ve Afrika hastaligin endemik olarak gorildugu yerler
arasindadir. Ancak Avrupada da daha seyrek olarak KKKA
rapor edilmistir. KKKA hastaligina Bunyavirus ailesinden
Naiovirus cinsinin bir Giyesi neden olmaktadir.”*

Kinm Kongo Kanamali Atesinde endotelial hasar,
mikrovaskiler instabilite ve bozulmus hemostaz primer
patofizyolojiden sorumlu  tutulmustur.® Hastaligin
baslangicinda ates, halsizlik, myalji gibi nonspesifik
semptomlar goriilmektedir. Hastaligin ilerleyen dénemlerinde
ise platelet dizeylerinde belirgin disme nedeniyle ciddi
spontan kanamalar ve hipovolemik sok gibi yasami tehdit
eden klinik durumlar gelisebilir. Hastahgin en sik goriilen
laboratuar bulgulari; plazma hepatik enzim dizeylerinde
artis, trombositopeni ve |6kopenidir. Hastalik esnasinda bazi
hastalarda renal veya pulmoner komplikasyonlar gorilmesine
ragmen hasta hayatta kalirsa  tam iyilesme kuraldir.®
Genellikle semptomlarin baslangicindan 1-2 hafta sonra
gelisen ciddi hemorajiler, sok veya multiorgan yetmezIigi
hayatini kaybeden hastalarda en sik goriilen 6lim nedenidir.
791 Kinm Kongo Kanamali Atesinin ortalama mortalite orani
%5 civarindadir.® Tirkiye de son yillarda hastalarin sayisinda
artis gorulmesi, klinisyenler ve radyologlarin dikkatini bu
hastalik Uzerinde yogunlastirmistir. Kinm Kongo Kanamali
Atesi hastalarinda baslangicta radyolojik olarak daha ¢ok
pulmoner komplikasyonlar Uzerinde durulmustur. Ancak
hastalarda abdominal bulgulara rastlanma sikliginda artis ve
bu bulgulann cesitlilik gostermesi nedeniyle gittikce daha
fazla oranda abdominal ultrasonografi (US) ve abdominal
bilgisayarli tomografi (BT) incelemesi yapilmaktadir. Maalesef
buna ragmen literatiirde hastaligin abdominal bulgulari
Uzerine yapilan calismalar halen yeterli degildir. Bu ylizden
biz calismamizda KKKA hastalarinda USde karsimiza ¢ikan
radyolojik bulgulari sunmayi, klinisyenlere ve radyologlara
karsilasabilecekleri abdominal bulgular konusunda fikir
vermeyi amacladik.

GEREC VE YONTEM
Hastalar

2012-2016 yillari arasinda serolojik olarak KKKA tanisi bulunan
283 hastanin hastanemizde tutulan kayitlari retrospektif olarak
degerlendirildi. Calismamiz i¢in Universite etik kurulundan
onay alindi. Calisma retrospektif olarak planlandi. Bu nedenle
hastalardan onam formu alinmadi. Hastalarin bilgileri sakli
tutuldu. Hastalar yiksek ates, bogaz agrisi, oksurik, halsizlik,
abdominal agn gibi nonspesifik semptomlarla acil servise
basvurmuslardi. Hastalarin %78'inde kene ile temas 6ykusu

mevcuttu. Kinm Kongo Kanamali Atesi hastaligi dislinilen
hastalardan alinan plazma materyalleri Ankara Refik Saydam
Hifzissihha Enstitlisiine gonderilerek incelenmis ve tanilari
konulmustu. Tim hastalarda plus polimeraz zincir reaksiyonu
veya immunoglobulin M pozitifti. Hastalardan ikisi hastane
kaynakli KKKA hastaligi tanisi aldi. Hastalarin 20’sinde (%7,1)
bulanti, kusma, abdominal agri veya abdominal siskinlik gibi
gastrointestinal sikayetler nedeniyle yapilan abdominal US
incelemesinde abdominal bulgular saptandi.

Ultrasonografi incelemesi

ilk basvuru esnasinda veya takiplerinde gastrointestinal
sikayetler gelisen hastalara en az 6 saat aclk sonrasi
abdominal US incelemesi yapildi. Abdominal US incelemesi
supin pozisyonda her iki kol basin lzerinde olacak sekilde
maksimum inspirasyondaToshibaAplio 500 2012 marka US
cihaziile 3,5 MHZ pvt-375BT marka konveks prob kullanilarak
en az 5 yillik deneyime sahip radyoloji uzmani tarafindan
yapildi. Hastalardan 20'sinde (%7,1) abdominal US incelemesi
sonucunda batinda bulgu saptandi. Hastalarin US bulgulan
olusturulan forma kaydedildi. Kronik karaciger hastalig,
kanser, kronik bobrek hastaligi bulunan hastalar calismaya
dahil edilmedi.

Ultrasonografi bulgularinin degerlendirilmesi

Ultrasonografi ile hastalar, hepatomegali, splenomegali, safra
kesesi duvar kalinlasmasi, intraabdominal serbest sivi, lokule
sivi, abse, hematom, lenf nodu ve diger ek abdominal bulgular
acgisindan degerlendirildi. Karaciger boyutlan, konturlari,
parankim homojenitesive parankim ekosuincelendi.Karaciger
boyutlar icin sag midklavikular hatta karacigerin alt hepatik
konturundan karaciger tepesine kadar olan mesafe 6lculdi.
Bu olcim sekli Borner ve ark.'? tarafindan tanimlanmisti.
Dalak boyutlari icin standart oblik koronal planda dalagin en
alt noktasindan dalak kubbesine kadar olan mesafe ol¢tildi.
0 Tum olgtimler milimetre cinsinden kaydedildi. Karaciger
boyutu 16 cm'nin Uzerinde ise hepatomegali, dalak boyutu
12 cm'nin Uzerinde ise splenomegali olarak tanimlandi.!'?
Safra kesesi duvari icin 3 mm'nin Uzeri safra kesesi duvar
kalinlasmasi olarak kabul edildi.'?

SONUC

Galismamizda KKKA tanisi olan ve klinik bulgular nedeniyle
abdominal US incelemesi yapilan 20 hastanin sonuglari
degerlendirildi. Hastalardan 9'u (%45) erkek, 11'i (%55)
kadindi. Erkeklerin yaslari 23 ile 79 arasinda (ortalama
yas=59,5) kadinlarin yaslari ise 21ile 70 arasinda (ortalama
yas=51,5) degismekteydi. En sik goriilen abdominal bulgular;
hepatomegali, intraabdominal serbest sivi, safra kesesi duvar
kalinlasmasi ve splenomegaliydi (Resim 1).

Safra kesesi liimeninde ¢camur, batinici hematom, periportal
ekojenite artisi, renal pelviektazi, barsak duvar kalinlasmasi,
renal parankimal ekojenite artisi ve Ureter dilatasyonu ise
nadir gorilen bulgulardandi (Tablo 1).
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Resim 1. Abdominal USde; pelviste barsak anslari
intraabdominal serbest sivi goriilmekte.

Tablo 1. KKKA hastalarinda ultrasonografi isaretleri

komsulugunda

n %
Hepatomegali 16 80
intraabdominal serbest sivi 13 65
Safra kesesi duvar kalinlagmasi 6 30
Splenomegali 5 25
Renal pelviektazi 2 10
Safra kesesi [imeninde camur 2 10
Batini¢i hematom 2 10
Periportal ekojenite artisi 1 5
Kolon duvar kalinlasmasi 1 5
Renal ekojenite artisi 1 5
Ureter dilatasyonu 1 5

n:Hasta sayisi

Karaciger boyutlari 16 hastada artmis olup 17 cm ile 19
cm arasinda idi. intraabdominal serbest sivi ise 13 hastada
gériilmekteydi. intraabdominal serbest sivi en sik perihepatik
alanda ve pelvisteydi. Perisplenik alan ve barsak anslari
cevreside serbest sivinin sik gortldugi lokalizasyonlardi
(Tablo 2).

Tablo 2. intraabdominal serbest sivinin dagilimi

n %
Perihepatik sivi 9 45
Perisplenik sivi 7 35
Mezenterik sivi 5 25
Pelvik sivi 11 55

n:Hasta sayisi

Safra kesesi duvar kalinlasmasi 6 hastada saptanmis olup
kese duvar kalinligi 4 mm ile 13 mm arasinda degismekteydi.
Splenomegali 5 hastada gorilmekte olup dalak boyutlan
13 cm ile 19 cm arasinda degismekteydi. iki hastada safra
kesesinde camur mevcut olup her iki hastada da camura safra

kesesi duvar kalinlasmasi eslik ediyordu. Ancak her iki hastada
da safra kesesi limeninde tas saptanmadi. Bu nedenle
akalkiiloz kolesistit olarak yorumlandi. Bir hastada periportal
ekojenite artisi mevcut olup, bu hastada ekojenite artisina
hepatomegali, splenomegali, safra kesesi duvar kalinlagsmasi
ve intraabdominal serbest sivi eslik ediyordu.

Barsak duvarinda kalinlasma gorilen bir hastanin daha sonra
yapilan BT incelemesinde, kalinlasmanin transvers kolonda
uzuncabirsegmentte simetrikolarak devam ettigi, cikankolona
ve cekuma uzandigi gériildii. iki hastada renal pelviektazi
mevcuttu. Bu hastalarin birincisinde her iki bobrekte grade 2-3
renal pelviektazi saptandi. Renal pelviektaziye her iki Gireterde
Ureterovezikal bileskeye kadar devam eden dilatasyonda eslik
ediyordu (sag Ureter capi 11 mm, sol Gireter capi 12 mm). Her iki
bobrek parankim ekojenitesi Grade 1 artmisti. Hastaya yapilan
kontrastsiz BT tetkikinde de her iki bobrek ve Ureterlerdeki
dilatasyon gorildi. Ancak tetkik kontrastsiz oldugundan
bobrek parankimleri degerlendirilemedi. Diger hastada ise her
iki bobrekte Grade 1 renal pelviektazi mevcut olup her iki treter
normaldi. Hastalardan 3’linde 1-2 hafta arasinda tekrarlayan
US incelemeleri yapildi. Bu hastalardan ikisinde ilk incelemede
karaciger boyutlari artmisti (17 cm, 18 cm). Perihepatik ve
perisplenik alanda ise intraabdominal serbest sivi mevcuttu.
11 giin sonra yapilan USde ise her iki hastada da karaciger
boyutunda farklilik saptanmamakla beraber intraabdominal
serbest sivinin kayboldugu gorildi. Diger hastada ise ilk
incelemede karaciger boyutu 17 cm, safra kese duvar kalinligi
ise belirgin artmis olup 13 mm idi. Perihepatik, perisplenik
alanda ve pelviste serbest sivi mevcuttu. Ayni hastada 7 glin
sonra yapilan US'de ise intraabdominal serbest sivi miktarinda
artis saptandi. Safra kesesi duvar kalinliginda degisiklik
saptanmamakla beraber kese Iimeninde safra camurunun
olustugu gorildi. Sol psoas kasinda ise kas ile sinirlari
ayirtedilemeyen yaklasik 21x16 mm boyutunda oval sekilli,
diizensiz kenarli, sinirlari secilebilen heterojen, an-hipoekoik,
posterior gligclenmesi bulunan kistik lezyon gorildi. Lezyon
sol psoas kasi hematomu olarak yorumlandi. Bir hastada sag
rektus abdominis kasi posterior komsulugunda, batinici yagh
doku icersinde lokalize, barsak anslarini yaylandiran, yaklasik
113x114 mm boyutunda lobule konturlu, sinirlari nispeten
secilebilen, heterojen, hipo-anekoik karakterde, posterior
gliclenmesi bulunan intraabdominal hematom tespit edildi.
(Resim 2).

Resim 2. Abdominal US'de; sagrektusabdominiskasiposteriorkomsulugunda,
batinici yagh doku icersinde, yaklasik 113x114 mm boyutunda, hipoekoik ve
anekoik alanlar iceren, posterior gliclenmesi bulunan heterojen karakterde
intraabdominal hematom.
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TARTISMA

Kirrm Kongo Kanamali Atesi Turkiyede o6zellikle Kelkit
vadisi olarak bilinen bolgede yaklasik 20-30 yildir endemik
olarak gorulmektedir. Hastaligin klinik ve laboratuar
bulgular, muhtemel patogenezi hakkinda bircok calisma
yapilmistir.®3®Hastaligin etyopatogenezi heniliz tam olarak
anlasilamamakla beraber insana bulasan virlisiin yogun bir
sistemik inflamatuar cevaba neden oldugu bilinmektedir.
Virus insanlara genellikle kene i1sirmasi yoluyla bulasmaktadir.
Ancak hastada kene ile temas 6ykist bulunmuyorsa, KKKA
bulunan hastalarin kan ve sekresyonlari ile bulas, endemik
alanlarda yasama veya seyahat etme, hayvancilik veya
ciftcilikle ugrasma gibi olasi epidemiyolojik faktorler taninin
konmasinda 6nemli rol oynamaktadir.”'”

Kirrm Kongo Kanamali Atesinin patogenezinde vaskiiler
endotelyal hasar dnemli yer tutmaktadir. Endotelyal hasar
plazma ve albliminin ekstraselliler alana sizmasina ve
sitokinlerin saliniminda artisa neden olur™  Plazmanin
ekstraselliler alana sizintisi ise asit, plevral effliizyon ve safra
kesesi duvar kalinlasmasi ile sonuclanabilir.™ Ekstraselliler
alana kapiller plazma sizintisi bizim hastalarimizda da
intraabdominal serbest sivinin ve safra kesesi duvar
kalinlasmasininin yiksek sikhgini agiklayabilir. Calismamizda
hastalardan birinde intraabdominal serbest sividan 6rnekleme
yapilmis ve serohemorajik vasifta sivi aspire edilmistir. Bu
ornekleme de sivinin kapiller sizinti nedeniyle olustugunu
desteklemektedir.  Ancak  hastalarimizdan  higbirinde
parasenteze gerek duyulmamistir. Platelet dusukligi de
bu hastalarda parasentez yapilmasinin 6nindeki 6nemli
engellerden biridir. Bizim ¢alismamizda da gorildigi gibi
KKKA'de yiiksek intraabdominal serbest sivi sikligina ragmen
hastalar genellikle sivi drenajina gerek duymaksizin tam
olarak iyilesir.® Dengue atesi gibi diger viral hemorajik ates
yapan hastaliklarin radyolojik isaretleri Uzerine ¢alismalar
literatirde mevcuttur?® Dengue atesi hastaligi, patogenezi
acisindan KKKA ile oldukca benzerlik gostermektedir. Bu
hastalarda da pulmoner komplikasyonlar bildirilmistir.
Dengue atesi ile ilgili yapilan bir calismada, bizim KKKA
hastalarinda yaptigimiz calismaya benzer sekilde perihepatik
ve perisplenik serbest sivi, perikardial effiizyon ve safra kesesi
duvar kalinlagmasi saptanmistir.?’? Dengue atesinde de bu
durum KKKAde belirtildigi gibi kapiller plazma sizintisi ile
aciklanmistir. Safra kesesi duvar kalinlasmasi, kanama, plevral
effiizyon ve intraabdominal serbest sivi US kullanilarak etkili
bir bicimde saptanabilir. Dengue atesinde safra kesesi duvar
kalinliginin US ile 3 mm’den daha fazla olmasinin, hipovolemik
soku gostermede spesifitesinin %92 oldugu yoniinde yapilmis
calismalar mevcuttur. Bu calismada hastaneye yatis icin bu
bulgunun bir kriter olarak kullanilabilecegi vurgulanmistir.
22 Dolayisiyla dengue atesi ile benzer patogenezise sahip
KKKA'de bu bulgu hastaligin gidisati agisindan bize yon
verebilir. Kinrm Kongo Kanamali Atesinde safra kesesi duvar
kalinlasmasinin genellikle kendini sinirladigi ancak hastanede
kalig stresini uzattigi bildirilmistir.123

Calismamizda en sik gorilen bulgularin basina hepatomegali,
intraabdominal serbest sivi ve safra kesesi duvar kalinlasmasi
gelmektedir. Bu sonuglar daha once hastaligin abdominal
BT bulgulari ile ilgili yapmis oldugumuz ¢alismanin sonuclari
ile benzerdir'™ Ancak BT ile yapmis oldugumuz calismada
en sik gorilen bulgu intraabdominal serbest sivi ve daha
sonra hepatomegali olmakla beraber US ile yaptigimiz bu
cahismada en sik gorilen bulgu hepatomegali 2. siklikta
ise intraabdominal serbest sivi olarak bulunmustur.
intraabdominal serbest sivi yiizdesi her iki calisma da birbirine
oldukga yakin iken (sirasiyla; %70,6, %65) hepatomegali
yuzdesi calismamizda oldukca yuksektir (sirasiyla; %56,9,
%80). Calismamizda hepatomegalinin daha sik gériilmesi her
iki modalitede boyut 6l¢timlerinin farkli olarak yapilmasindan
kaynaklanabilir. Ancak her iki calismada da hepatomegali
en sik gorilen bulgular arasindadir. Hastaligin BT bulgulan
arasinda saptanan barsak duvar 6demi, pankreatit, mezenterik
ve omental kirlenme ise calismamizda saptanmamistir. Bu
bulgularin US'de saptanmayisi 6zellikle pankreatit ve batinigi
yagll dokuyu degerlendirmede BT'nin US’ye goére Ustlin
olmasindan kaynaklanabilir. Bu bulgular BT'de c¢ok daha
kolay bir sekilde saptanmaktadir. Tufan ve ark.® da US ile
yapmis olduklari ¢alismalarinda bizim calismamizla benzer
sekilde bu bulgular tanimlamamislardir. inceleme esnasinda
hastaligin abdominal bulgulari hakkinda yeterli bilgiye sahip
olunmamasi ve bu bulgularin deneyimli radyologlar arasinda
bile USde gézden kagabilmesi nedeniyle nadir gordigimuz
bu bulgular US bulgular arasinda yeralmamis olabilir. Tufan
ve ark.® US ile yapmis olduklar calismada hepatomegali
(%40), intraabdominal serbest sivi (%52) ve safra kesesi
duvar kalinlasmasi (%36) calismamiza benzer sekilde en
stk gorulen bulgular arasindadir. Bu calismada sik bulgular
arasinda gorilen bobrek parankim ekojenitesinde artis ise
bizim calismamizda oldukca nadir olup sadece bir hastada
gorulmdistir. Tufan ve ark.®™ yapmis olduklari calismada
saptanan batinici lenf nodlarinin boyutlarinda artis daha énce
yapmis oldugumuz calismaya benzer sekilde ¢alismamizda
saptanmamistir.

Gittikce artan hasta sayisi ve hastalarda saptanan bulgularin
cesitliligi tim tip dallarinda oldugu gibi radyolojide de KKKA
hastaligina karsi ilgi uyandirmistir. Hastahgin pulmoner
bulgularinin daha erken ortaya ¢ikmasi ve daha gurultuli
olmasi nedeniyle ilgi baslangicta 6zellikle hastaligin akciger
tutulumu lzerine yogunlagsmistir. Hastaligin abdominal
tutulumu ile ilgili halen sinirli sayida ¢alisma mevcut olup
KKKA'nin US bulgulari tGzerine yapilmis ¢alismalar ise oldukga
nadirdir2*?*1 Calismamizin 6nemli limitasyonlari ise hasta
sayisinin azhgi, calismanin retrospektif olarak planlanmasi ve
hastalarin cogunun duzenli sekilde peryotik incelemelerinin
yapilmamasidir.

Sonug olarak calismamiz, ozellikle yaz ve bahar aylarinda
Ulkemizde ve diinyada bazi endemik bdlgelerde olimle
sonuclabilen (lkemizde ciddi bir halk sagligr problemi olan
KKKA'nin US bulgulari tzerine yapilmis nadir ¢alismalardan
biridir. Hastalarimizdaki en sik goérilen bulgular ise
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hepatomegali, intraabdominal serbest sivi ve safra kesesi
duvar kalinlasmasidir. Hastalikta goriilen abdominal
bulgularin gesitliligi ve hemen hemen tim batinigi organlarin
etkilenebilmesi nedeniyle abdominal degerlendirme buyik
onem tasimaktadir. US glvenilir, kolay uygulanabilir, non-
invaziv bir tani araci olmasi nedeniyle KKKA'nin abdominal
bulgularini  tanimlamak acisindan oldukca kullanish  bir
goriintileme yontemidir.
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Amac: Bu calisma, kanser hastalarinda umutsuzlugun ve manevi
bakim algisinin degerlendirilmesi amaciyla tanimlayici ve kesitsel
olarak yapildi.

Gereg ve Yontem: Bu calismanin evrenini, Haziran - Eylil 2019
tarihleri arasinda bir Universite hastanesinin onkoloji servisinde
tedavi goren tim kanser hastalari olusturdu. Arastirmanin
orneklemini ise, kanser hastaligi olup arastirmaya katiimayi
engelleyebilecek fiziksel ve zihinsel bir problemi bulunmayan,
arastirmaya katilmayr gonulli  olarak kabul eden, sorular
yanitlayabilecek bilissel yeterliligi sahip, 18 yas ve lzerinde olan
125 hasta olusturdu. Veriler arastirmacilar tarafindan yiiz yuze
gériisme teknigi ile "Kisisel Bilgi Formu", " BECK Umutsuzluk Olcegi”
ve “Maneviyat ve Manevi Bakim Dereceleme Olcedi” kullanilarak
toplandi

Bulgular: Hastalarin BECK Umutsuzluk Olcegi puan ortalamasi
11,63+5,34, maneviyat ve manevi bakim 6lcedi puan ortalamasi
66,54+4,90 olarak saptandi. Hastalarin yasi ile gelecek ile ilgili
duygular puani arasinda anlamli, pozitif bir iliski oldugu goérildia
(r=0,183 ve p=0,041). Bekar hastalarla farkli bir kronik hastalig
olanlarin BUO toplam puan ortalamasinin, gelecek ile ilgili
duygular puan ortalamasinin ve gelecek ile ilgili beklentiler puan
ortalamasinin daha yuksek oldugu saptandi. Katiimcilardan bekar
olan, ailesinde baska kanser hastasi olan ve farkl bir kronik hastaligi
olan hastalarin maneviyat ve manevi bakim dereceleme 6lcegi-
toplam puan ortalamasi daha yiiksek bulundu (p<0,05). Ayrica
arastirmaya dahil edilen hastalarin maneviyat ve manevi bakim
algilaryla umutsuzluk diizeyleri arasinda istatistiksel olarak anlamli
ve dogrusal bir iliski olmadigi sonucuna varildi (p>0,05).

Sonug: Kanser hastalarin orta diizeyde umutsuzluga sahip oldugu
belirlendi. Hastalarin maneviyat ve manevi bakim algilarin ytiksek
diizeyde oldugu bulundu.

Anahtar Kelimeler: Kanser, manevi bakim, umutsuzluk

Abstract

Aims: This study was conducted descriptively and cross-sectionally
to evaluate hopelessness and spiritual care perceptions of cancer
patients

Material and Method: The population of this study consisted of all
cancer patients treated in an oncology department of a university
hospital between June and September 2019. The sample of the
study consisted of 125 patients who were 18 years or older, who had
cancer and had no physical and mental problems that could prevent
participation in the study, voluntarily accepted to participate in the
study, and had cognitive competence to answer the questions. Data
were collected by researchers using the "Personal Information Form’,
"BECK Hopelessness Scale" and "Spirituality and Spiritual Care Rating
Scale" by face to face interview technique.

Results: Patients’ BECK Hopelessness Scale score average was
determined to be 11.6345.34 and spirituality and spiritual care scale
score average was 66.54+4.90. There was a positive relation between
patients’age and their emotions about the future score (r=0.183 and
p=0.041). Beck hopelessness total score average, emotions about
the future score average and expectations about the future score
average were found to be higher in single patients and patients with
a different chronic disease. Spirituality and spiritual care graduation
scale total score average was found to be higher in single participants,
participants with other cancer patients in the family and participants
with another chronic disease (p<0.05). Also it was determined that
there was no significant and linear relationship between spirituality
and spiritual care perception and hopelessness levels of the patients
participated in the study (p>0.05).

Conclusions: Cancer patients had moderate hopelessness. Spiritual
and spiritual care perceptions of the patients were found to be high.

Keywords: Cancer, hopelessness, spiritual care,
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Kanser; psikolojik, sosyal, fiziksel ve manevi boyutlari
etkileyerek birden fazla belirtiyi iceren, tani konuldugu andan
itibaren uzun vadede tedavi ve bakim gerektiren, diinyada
ve Ulkemizde gorilme sikhr hizla artan evrensel bir saglik
sorunudur.™ Kanser, yirminci yizyihn ilk yarisinda 6lime
sebep olan hastaliklarda sekizinci sirada iken, gliniimuizde
kardiyovaskiiler hastaliklardan sonra ikinci sirada yer
almaktadir.®®

Kanser hastalar, tani, tedavi ve palyasyon donemlerinde
belirsizlikle birlikte olduk¢a yodun duygusal, ruhsal ve
davranigsal problemler yasamaktadirlar.® Bu problemler
nedeniyle kanser hastasi olan birey umutsuzluk
yasayabilmektedir.®? Umutsuzluk, bireyin sorunlarini ¢6zmek
ya da istedigi seyleri yapabilmek icin kisisel herhangi bir
seceneginin olmadigi ya da amaclarina ulasabilmek icin
kendi enerjisini agiga cikartamadigr duygusal bir durum
olarak ifade edilmektedir.® Umut; kanser hastalarinin pozitif
yasam enerjisine katkida bulunmakta, hastalik ve kayip
suresini iyilestirmekte, caresizlik, belirsizlik ve karamsarlik gibi
duygular 6nlemekte ve bireylerin hastalik streciyle daha iyi
bas etmelerine, uyumlarina ve iyilik hallerinin strdirilmesine
olanak saglamaktadir.”? Yapilan calismalarda umut dizeyi
yuksek olan hastalarin prognozlarinin daha iyi ve yasam
kalitelerinin daha yiiksek oldugu saptanmistir.®? Ayrica
kanser hastalarinda umudun psikolojik huzursuzlugu azaltip,
daha iyi agn kontroli sagladigi ve agrinin siddetini azalttig
bildirilmektedir.'® Kanser hastalarin umut dizeylerinin
belirlenmesi ve umudu destekleyen bir hemsirelik bakiminin
gelistirilmesi olduk¢a 6nemli bulunmaktadir. Bakim stirecinin
her asamasinda oldugu gibi tedavi sirasinda da umudun
kanser hastalarina gl verdigi, psikolojik destek saglayip
onlari motive ettigi, tedavinin yan etkilerini azalttigi, hastalik
sUrecine ve tedaviye uyumlarini artirarak daha kaliteli bir
bakim stireci sagladigi bildirilmektedir.""

Kansere bagli olarak ortaya c¢ikan psikososyal sorunlar
holistik bakim anlayisi ile ele alinmasi gerekmektedir.?
Holistik bakima gore birey; bedensel, sosyokiiltiirel, mental,
emosyonel ve spritliel boyutlariyla bir biitiin olup, bu boyutlar
birbirleri ile iliskili bulunmaktadir. Holistik bakimin saghk
hizmetlerinde sunulmaya baslanmasi ile birlikte bireylerin
manevi boyutu 6nem kazanmistir.'® Modern hemsireligin
kurucusu olan Florence Nightingale de bireylerin sagligi
icin manevi gereksinimlerin, fiziksel organlar kadar 6nemli
oldugunu vurgulayarak maneviyatin holistik bir bakim
sunulmasindaki 6nemine dikkat cekmistir.'¥

Turk Dil Kurumu maneviyati; “maddi olmayan manevi seyler
(gorilmeyen, duyularla sezilebilen, soyut, tinsel)” seklinde
aciklamistir."™™ Hemsirelik literattriindeki en genis tanimiyla
maneviyat; herhangi bir dini bagliigin disinda, bireyin hicbir
tanrisal inanci olmadan hayatin anlami ve amaci icin i¢ huzuru
saglamak amaciyla ¢caba harcamak seklinde tanimlanmaktadir.
el Maneviyat; bireylerin hastaliklarla bas etmesinde, iyilik
halinin saglanmasinda, kronik hastaliklarin tedavi ve iyilesme

stirecinde etkin bir rol oynamaktadir.'”'® Ayrica maneviyatin
kanser hastalarinda, hastalik esnasinda ruh sagligina pozitif
bir etkisi oldugu belirtiimektedir." Yapilan bir arastirmada
maneviyatin saglk, iyilik ve yasam kalitesi tGzerinde belirgin
etkisi oldugu belirtilmekle birlikte, hastaliklarin iyilesmesinde
de 6nemli bir yeri oldugu vurgulanmaktadir.?” Johnson ve
ark.”Z (2011) manevi inanc yiiksek olan hastalarin umut
diizeylerinin daha ylksek oldugunu saptamislardir. Farkli bir
calismada ise, maneviyat dlizeyi yliksek onkolojik hastalarinin,
maneviyat diizeyi dusiik olan hastalara oranla psikolojik
acidan daha iyi durumda olduklar, daha iyimser olduklari,
buna karsilik daha az stres ve kaygi yasadiklari, daha umutlu
olup, daha az intihara tesebbs ettikleri belirtilmistir.
Hemsirelik, hastalarin  umutlari ve korkularn hakkinda
konusmalarini dinlemek icin ayricalikh bir meslek olarak ifade
edilmistir. Onkolojik hastalarin bakim ve tedavi siirecinde,
hastalarin bireysel 0zellikleri dikkate alinarak bituncil
olarak degerlendirilmelidir2® Bu bilgiler 1s1§inda onkoloji
hastalarinda, maneviyat ve umut ile iliskisini arastirmalarla
ortaya koymak ve holistik bakiminin sunumunda 6nemli
rolleri bulunan hemsirelerin bu konudaki farkindaliklarini
arttirmak son derece 6nemli oldugu bildirilmistir.”® Bu
calisma, kanser hastalarinda umutsuzlugun ve manevi bakim
algisinin degerlendirilmesi amaciyla yapilmistir.

GEREQVEYéNTEM

Arastirmanin Yeri ve Ozellikleri

Kesitsel tanimlayici tipteki bu calisma bir Gniversite
hastanesinin onkoloji  kliniginde tedavi goren kanser

hastalarinin umutsuzluk diizeylerini ve manevi bakim algilarini
incelemek amaciyla gerceklestirildi.

Arastirmanin Evreni ve Orneklemi

Arastirmanin evrenini, Haziran - Eylil 2019 tarihleri arasinda
bir Universite hastanesinin onkoloji servisinde tedavi goren
tim kanser hastalari olusturdu. Arastirmanin érneklemini ise,
kanser hastaligi olup arastirmaya katilmayi engelleyebilecek
fiziksel ve zihinsel bir problemi bulunmayan, arastirmaya
katilmayi gonullu olarak kabul eden, sorulari yanitlayabilecek
bilissel yeterliligi sahip, 18 yas ve lizerinde olan 125 hasta
olusturdu.

Veri toplama araclar

Veriler arastirmacilar tarafindan yiiz ylize gérisme teknigi ile

v g

"Kisisel Bilgi Formu", " BECK Umutsuzluk Olcegi” ve “Maneviyat
ve Manevi Bakim Dereceleme Olcegi” kullanilarak topland.
Kisisel Bilgi Formu: Arastirmacilar tarafindan gelistirilen bu
form hastalarin cinsiyet, yas, medeni durum, egitim durumu,
aile tipi, calisma durumu ve ailede baska kanser hastasinin
varhigi gibi demografik 6zellikleri iceren sorular ile hastalik
tanisi, hastalik siiresi ve baska bir kronik hastaligin varligi gibi
hastalikla ilgili 6zellikleri iceren sorulardan olusmaktadir.
BECK Umutsuzluk Olcegi (BUO): Beck tarafindan 1974
yilinda gelistirilen bu 6lcegin Turkce gecerlilik ve glvenilirlik
calismasini 1991 yilinda Seber ve 1994 yilinda ise Durak



Gulden ATAN, Kanser Hastalarinda Umutsuzluk ve Manevi Bakim

268

& Palabiyikoglu yapmistir.?#2¢1 Bireyin gelecede yonelik
beklentilerini ve karamsarlik dizeyini 6lcmeyi amaclayan
20 maddeli bir 6lcektir. Olcekte gelecekle ilgili duygular
iceren maddeler “1, 6.9.13.15"; glidu kaybu ile ilgili maddeler
“2.3.9.11.12.16.17.20"; gelecek beklentisiyle ilgili maddeler
“4.7.14.18" olarak belirlenmistir. On bir “dogru’, dokuz “yanhs”
yaniti iceren 6lcek anahtarlarina gore, her uyumlu yanit igin
“1", uyumsuz yanit icin “0” puan verilmektedir. Elde edilen
“aritmetik” toplam “umutsuziuk” puanini olusturmaktadir.
BUO den alinabilecek 0-3 puan umutsuzlugun olmadigini,
4-8 hafif umutsuzluk, 9-14 orta derecede umutsuzluk ve 15 ve
Ustl ciddi umutsuzluk oldugunu géstermektedir.2s Olcegin
gecerlilik gtivenirlik calismasinda Cronbach Alpha degeri 0,86
olarak bildirilmistir.2! Calismamizda 6l¢edin Cronbach alfa
degeri 0,94 olarak bulundu.

Maneviyat ve Manevi Bakim Dereceleme Olcegi (MMBDO):
McSherry ve ark.?”? tarafindan maneviyat ve manevi bakim
kavramlarinin algilanma dizeyini degerlendirmek amaciyla
gelistirilmis 17 maddeli ¢ boyutlu bir Olcektir.Ergll ve
Temel tarafindan olcegin Tirkce gegerlilik ve glvenirligi
yapilmistir.?® Besli likert tipli bir Olcek olup olcekteki
maddeler “1-Kesinlikle Katilmiyorum, 2- Katilmiyorum,
3- Kararsizim, 4- Katiliyorum ve 5- Tamamen Katiliyorum”
seklinde puanlanmaktadir “3., 4., 13. ve 16" Maddeler ise
ters puanlanmaktadir. Olcek puanlamasinda kesme noktasi
bulunmamaktadir. Olcek “maneviyat ve manevi bakim (6.,
7., 8,9, 11,12, ve 14 maddeler)’, “bireysel bakim (1., 2., 10.
ve 15" maddeler )" ve “dinsellik (4., 5., 13. ve 16 maddeler )"
alt boyutlarindan olusmaktadir. Olcek (ic boyutlu olmasina
karsin degerlendirmede alt boyutlari dikkate alinmamaktadir.
Olcekten alinabilecek en yiiksek puan 69 olup puanin
yliksek olmasi maneviyat ve manevi bakim algilarinin pozitif
yonde yiiksek oldugunu géstermektedir. Olcegin Cronbach
alfa degeri 0,76 olarak verilmistir.?® Calismamizda olgegin
Cronbach alfa degeri 0,41 olarak bulundu.

Verilerin Degerlendirilmesi

Arastirma sonucunda elde edilen verilerin degerlendirilmesi
bilgisayar ortaminda SPSS 25 paket programinda yapildi.
Degiskenlere iliskin tanimlayici istatistikler sayi, yuzdeler,
aritmetik ortalama ve standart sapma olarak verildi. Sayisal
degiskenlerin (yas, kullanilan 0lcek genel ve alt boyut
puanlari) normallikleri Kolmogorov Smirnov testi ile kontrol
edildi. Veriler Independent Samples t test, Mann Whitney
U testi, ANOVA testi, Kruskall Wallis, Pearson Korelasyon
Katsayisi kullanilarak degerlendirildi. kullanildi. Elde edilen
bulgular %95 gliven araliginda, %5 anlamllik dizeyinde
degerlendirildi.

Arastirmanin Etik ilkeleri

Arastirma Van Yiziinci yil Universitesi Klinik Arastirmalar
Etik Kurulu'ndan 15/05/2019 tarih 2019/05-01 sayi ile onay
ve arastirmanin gergeklestirildigi kurumdan yazili izin alind.
Ayrica arastirmaya katilan bireylerden de arastirmanin amaci
aciklandiktan sonra sdzlii onam alindi. Olceklerin gecerlik ve
glivenirlik calismasini yapan yazarlarindan yazil izin alind.

BULGULAR

Tablo 1de arastirmaya dahil edilen hastalarin sosyo-
demografik ve hastalikla ilgili bilgileri incelendi. Arastirmaya
dahil edilen 125 hastanin %56'si erkek ve yas ortalamasi
57,91£13,92 olarak saptandi. Egitim durumlariincelendiginde;
%48'i okur yazar degil iken %33,6'sinin ilkdgretim, %14,4'inlin
lise ve %4'Uniln ise Universite ve Uzeri oldugu goruldi.

Tablo 1. Hastalarin Tanimlayici Ozelliklerinin Dagilimi

n %
L. Kadin 55 44
Cinsiyet
Erkek 70 56
Okur yazar degil 60 48
o ilkdgretim 42 33,6
Egitim Durumu .
Lise 18 14,4
Universite ve lizeri 5 4
) Evli 70 56
Medeni Durum
Bekar 55 44
alisiyor 7 5,6
Calisma Durumu Galsty
Calismiyor 118 94,4
Yalniz 38 30,4
Biriyle Yasama Durumu Esimile 65 52
Akrabalarim ile 22 17,6
Evet 56 44,8
Sosyal destek Durumu
Hayir 69 55,2
Ailede Baska Kanser Evet 90 72
Hastasinin Olma Durumu Hayir 35 28
Mide kanseri 33 26,4
Kolon kanseri 20 16
Akciger kanseri 14 11,2
Meme kanseri 11 8,8
Lenf kanseri 9 7.2
- Pankreas kanseri 7 56
Klinik Tani i
Girtlak kanseri 7 5,6
Over kanseri 6 4,8
Testis kanseri 6 4,8
Cilt kanseri 6 4,8
Prostat kanseri 3 24
Rahim kanseri 3 2,4
0-6 ay 17 13,6
7 ay-1yil 62 49,6
Hastalik Stresi iy
2-5yil 44 35,2
5 yil ve Uzeri 2 1,6
Farkli Kronik Hastalik Evet 76 60,8
Durumu Hayir 49 39,2
Diyabet 15 19,74
. Kr. Gastrit 16 21,05
Farkli Kronik Hastalik . .
Hipertansiyon 28 36,84
Astim 17 22,37
Yas ortalamasi (Ort £SS)  57,91£13,92

Tablo 2. incelendiginde arastirmadaki hastalarin MMBDO
puan ortalamasinin  66,54+4,90 oldugu gorilmektedir.
Arastirmadaki hastalarin  BUO puan ortalamasinin ise
11,63%5,34 oldugu saptandi.
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Tablo 2. Hastalarin MMBDO ve BUO Puan Ortalamalari

Ort. SS Min.  Maks.
BUO-Toplam 11.63 534 200  20.00
Gelecek ile ilgili duygular 3.26 1.89 0.00 5.00
Motivasyon kaybi 4.04 2.20 0.00 8.00
Gelecek ile ilgili beklentiler 3.47 1.46 0.00 5.00
MMBDO- Toplam 66.54 490  46.00 75.00

Arastirmaya katilan hastalarin yasi ile gelecekiile ilgili duygular
puani arasinda anlamli, dogrusal, ayni yonlu ve zayif bir iliski
oldugu gériildii (r=0,183 ve p=0,041). Yas ile BUO, motivasyon
kaybi, gelecek ile ilgili beklentiler ve MMBDO puanlari arasinda
istatistiksel olarak anlamli bir iliski bulunamadi (her biri icin
p>0,05).

Arastirmaya dahil edilen hastalarin medeni durumlarina
ve farkh bir kronik hastaligin olmasina gore gelecek ile ilgili
duygular puan ortalamalari arasinda istatistiksel olarak anlaml
fark oldugu tespit edildi; buna gore bekar hastalarin ve farkh
bir kronik hastaligi olanlarin gelecek ile ilgili duygular puan
ortalamasi anlamli diizeyde yiiksek bulundu. Ayrica bireylerin
kiminle yasadiklarina gore gelecek ile ilgili duygular puan
ortalamalariarasindakifarkindaanlamlioldugu; bufarkinyalniz-
esim ile ikilisinden kaynaklandidi ve yalniz yasayan bireylerin
gelecek ile ilgili duygular puan ortalamasi, esi ile yasayanlara
gore daha yulksek oldugu gorildi. Yine arastirmaya dabhil
edilen bireylerin hastalik teshis zamani bakimindan gelecek ile
ilgili duygular puan ortalamalari incelendiginde; 7 ay-1 yil ve
2-5yil siirede teshis konulan bireylerin gelecek ile ilgili duygular
puan ortalamasi, 0-6 ayda teshis konulan bireylere gore anlamli
diizeyde ytiksekti (Tablo 3, her biri icin p<0,05).

Tablo 3. Hastalarin Demografik ve Bazi Klinik Bilgileri Bakimindan BUO Toplam ve Alt Boyut Puanlarinin Karsilastiriimasi.

Gelecek . Gelecek
ileilgili P M°ﬁ';’a§}’°“ ile ilgili p BUO p
duygular 4 beklentiler
o Kadin 3,18+1,96 4,07+2,18 3,45+1,61 11,53+5,61
Cinsiyet 0,711 0,876 0,774 0,964
Erkek 3,31+1,85 4,0142,23 3,49+1,35 11,7145,15
ggg{l yazar 3,18+1,94 413213 3,4%1,56 11,57+5,49
Egjitim ilkogretim 3,07+1,93 0579 3,62+2,17 0140 3,29+1,38 0091 10,83+5,16 0132
Durumu Lise 3,61+1,85 ! 4,17+2,38 ' 3,78+1,31 ! 12,39+5,33 !
UL_J;;\r/iersite ve 4,4+0,55 6+1,87 4,8+0,45 16,4+2,7
Medeni Evli 2,89+1,86 3,81+2,29 3,16+1,57 10,69+5,54
0,006* 0,183 0,014* 0,032*
Durum Bekar 3,73+1,84 4,3342,07 3,87+1,22 12,84+4,84
Calisma Calisiyor 3,57+1,9 0744 4,29+2,69 0790 3,71£1,6 0505 12,57+6,24 0587
Durumu Calismiyor 3,24+1,9 ! 4,03+2,18 ! 3,46+1,46 ! 11,58+5,3 ’
Yalniz 3,84+1,78 4,45+2,16 3,89+1,13 13,08+4,55
giriyle Yasama Esimile 2,98+1,84 0.044%* 3,66+2,23 0141 3,29+1,48 0186 10,8+5,47 0138
urumu ! ! ! !
i’l‘é‘raba'a”m 3,05+2,08 4,45+2,06 3,27+1,8 11,59+5,87
o Cekirdek 3,09+1,99 4,1142,45 3,37+1,53 11,43+5,89
Aile Tipi . 0,511 0,815 0,633 0,966
Genis 3,38+1,82 3,99+2 3,55+1,41 11,79+4,91
Evet 3,48+1,81 4,52+2,1 3,73+1,47 12,59+5,12
Sosyal Destek 0,231 0,028* 0,044% 0,064
Durumu Hayir 3,07+1,95 3,65+2,22 3,26+1,43 10,86+5,42
pllede Baska o 3,44+1,88 4,09+2,14 3,68+1,34 12,08+5,16
Hastasinin 0,054 0,683 0,026* 0,166
SLTSmu Hayir 2,77+1,86 3,91+2,37 2,94+1,64 10,49+5,69
0-6 ay 2,06+1,92 3,41+2,58 3,12+1,45 9,06+5,63
7 ay-1yil 3,4+1,87 4,142,26 3,42+1,48 11,89:+5,44
g'?s"a."k 4 0,024** 0,101 0215 0,042%*
Uresi 2-5yll 3,43+1,8 4,05+1,88 361+1,45 11,93+4,8
5 yil ve Uzeri 5+0 7,5+0,71 5+0 19+1,41
Farkli Kronik ~ Evet 3,75+1,71 4,41+1,97 3,84+1,29 12,97+4,6
Hastalik 0,001* 0,015* 0,001* 0,002*
B Hayir 2,49+1,92 3,47+2,42 2,9+1,54 9,55+5,76
Diyabet 3,6+1,8 4,53+1,92 3,8+1,42 12,87+4,5
Farkli Kronik  Kr. gastrit 3,94+1,73 4,69+1,92 4+1,26 13,63+4,7
0,832 0,898 0,877 0,709
Hastalik Hipertansiyon 4+1,39 4,36+2,08 3,89+1,2 13,36+4,32
Astim 3,29+2,11 4,1242,03 3,65+1,41 11,82:+5,22
*. p<0,05 ve Mann Whitney U testi kullanildi. ** Kruskall Wallis testi kullanildi.
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Arastirmaya dahil edilen hastalarda sosyal desteg@i olanlarin,
farkli bir kronik hastaligi bulunanlarin motivasyon kaybi puan
ortalamalan arasinda istatistiksel olarak anlamli fark oldugu
tespit edildi. Katihmcilarindan bekar olanlarin, sosyal destegi
olan, farkli bir kronik hastaligi olan ve ailesinde baska kanser
hastasi olan hastalarin gelecek ile ilgili beklentiler puan
ortalamasi anlamh diizeyde daha yuksek oldugu saptandi
(Tablo 3, her biri icin p<0,05).

Arastirmaya katilan bekar olan ve farkl bir kronik hastaligi olan
bireylerin BUO puan ortalamasi anlamli diizeyde daha yiiksek
oldugu saptandi. Ayni sekilde bireylerin hastalik teshis zamani
bakimindan BUO puan ortalamalari arasinda istatistiksel olarak
anlamli fark oldugu; buna gore teshis zamani 5 yil ve {izeri olan
bireylerin BUO puan ortalamasi, teshis zamani 0-6 ay, 7 ay-1 yil
ve 2-5 yil olan bireylere gore daha yiiksek oldugu tespit edildi
(Tablo 3, her biri icin p<0,05). Diger karsilastirmalar da ise
istatistiksel olarak anlamli bulgulara rastlanmadi (Tablo 3, her
biri icin p>0,05).

Katimcilardan bekar olan, ailesinde baska kanser hastasi olan
ve farkli bir kronik hastaligi olan hastalarin maneviyat ve manevi
bakim dereceleme Olcegi-toplam puan ortalamasi anlamli
diizeyde daha yiiksek bulundu (Tablo 4, her biri icin p<0,05).
Diger karsilastirmalar incelendiginde herhangi bir anlamli
farkhhk bulunamadi (Tablo 4, her biri icin p>0.05).

Arastirmaya dahil edilen hastalarin maneviyat ve manevi bakim
algilariyla umutsuzluk dizeyleri arasinda istatistiksel olarak
anlamli ve dogrusal bir iliski olmadigi sonucuna varildi (p>0,05).

Tablo 4. Hastalarin Demografik ve Bazi Klinik Bilgileri Bakimindan MMBDO
Puanlarinin Karsilastirilmasi

MMBDO
Toplam p
K ,71+4,54
Cinsiyet adin 6671454 850
Erkek 66,4+5,2
Okuryazardegil 67,134+4,82
R— ilkégretim 66,57+3,74
gitim durumu Lise 64,5£6,9 0,455
Universitevelizeri 66,4+5,81
Evli 65,79+4,87
M i H ‘I *
edeni durum Bekar 6749483 0,016
Calisiyor 65,14+9,89
| 59
Gahsma durumu Calismiyor 66,62+4,51 0,525
Yalniz 66,95+5,25
Esimile 66+5
Biriyle Y: D 0,334
Iriyle Yazama Durumu Akrabalarimile 67,41+3,9
Genis 67,41+3,99
Evet 66,77+4,81
S | Destek D ' ' 0,645
OsyalDestek BUUmMU avir 66,35+5,01
Ailede Baska Kanser Evet 67,37+3,97 0.021*
Hastasinin Olma Durumu Hayir 64,4+6,33 !
0-6ay 63,47+7,26
I 7ay-1yil 66,6+4,8
Hastalik Stiresi 25y 67,45+3.41 0,112
Syllvelizeri 70,5+2,12
Farkl Kronik Hastalik Evet 67,43+4,35 0.009*
Durumu Hayir 65,14+5,41 '
Diyabet 67,27+3,61
. Kr,gastrit 66,75+5,73
Farkli Kronik Hastalik Ml 67324454 0,839
Astim 68,41+3,2
*p<0,05 ve Mann Whitney U testi kullanildi,

TARTISMA

Bu calisma kanser hastalarinda umutsuzlugun ve manevi
bakim algisinin incelenmesi amaciyla yapildi. Calismada
kanser hastalarin BUO toplam puan ortalamasi 11,63+5,34
olarak saptandi (Tablo 2). Bu calisma sonucunda hastalarin
orta dizeyde umutsuzluga sahip olduklari séylenebilir. Bu
calismaya benzer sekilde Mystakidou ve ark.?! (2008) ve
Somasundaram ve ark.B% (2016) palyatif bakim tedavisi alan
kanser hastalariyla yaptiklar calismada, hastalarin BUO
puan ortalamasini sirasiyla 9,93+7,38 ve 12,37+7,06 olarak
saptamistir. Bu calismanin aksine Tan ve Karabulutlu'unB"
(2005), Madanive ark.22(2019) ve Nehir ve ark.?¥(2019) kanser
hastalariyla yaptigi calismada sirasiyla BUO puan ortalamasi
6,5£3,6, 5,93+4,71 ve 8,20%6,72 olarak saptanmistir. Yildirim
ve ark.2¥ (2009) metastatik ve terminal donem kanser hastaligi
olmayan hastalarla yaptigi calismada da BUO puan ortalamasi
5,20+4,39 olarak saptanmistir. Bu calismada BUO puaninin
benzer calismalara gore yiiksek olmasinin sebebi 6érneklemde
yer alan bireylerin yas ortalamasinin yiksek olmasindan
kaynakli olabilir. Ayrica hastalar yeterli sosyal destek aldiklarini
ifade etmis olmalarina ragmen; sosyal destedin depresyon
ve umutsuzluk gibi negatif duygular azathgi distintlirse®!
hastalarin aldiklari sosyal destegin yetersiz oldugu sdylenebilir.
Tablo 2'de, gelecekle ilgili duygularin 3,26+1,89, motivasyon
kaybinin 4,04+£2,20 ve gelecekle ilgili beklentiler puan
ortalamasinin  3,47+1,46 oldugu gorilmektedir. Bizim
calismamizin aksine Nehir ve ark.*® (2019) kanser hastalariyla
yaptiklari calismada gelecekle ilgili duygularin 1,80+1,99,
motivasyon kaybinin 3,04+2,83 ve gelecekle ilgili beklentiler
puan ortalamasinin 2,67+1,77 oldugu saptanmistir. Bu
sonuclara bakildiginda bu c¢alismadaki hastalarin  daha
umutsuz oldugu gorilmektedir.

Bu calismada yas ile “gelecek ile ilgili duygular” alt boyut
puani arasinda anlamli bir iliski oldugu gorildi (r=0,183 ve
p=0,041); ve buna gore bireylerin yasi arttikca gelecek ile
ilgili duygularinin da arttigi s6ylenebilir. Bu ¢alisma ile benzer
sekilde Chan ve Li®% (2002) yasla birlikte umutsuzlugun
artigini saptamistir. Ancak bu calismanin aksine yapilan bazi
calismalarda ise yas ile BUO puani arasinda énemli negatif bir
iliski oldugu ve yas artikca umutsuzlugun azaldigi saptanmistir.
B739  Ayrica calismamizda yas ile BUO toplam puani,
“motivasyon kaybi1” ve “gelecek ile ilgili beklentiler” alt boyut
puan ortalamasi arasinda énemli bir iliski olmadigi saptandi
(Tablo 2; p>0,05). Bizim calismamiza benzer sekilde Yildirim
ve ark.? (2009) ve Oztunc ve ark.?" (2013) yaptigi calismada
da yas ile BUO puani arasinda énemli bir fark bulunmamustir.
Bu arastirmada medeni durum ile BUO toplam puani, “gelecek
ile ilgili duygular” ve “gelecek ile ilgili beklentiler” alt boyut
puan ortalamasi arasinda 6énemli bir iliski oldugu ve bekar
bireylerin daha umutlu oldugu saptandi. Bu sonuca bekar
hastalarinailesorumluluklarininve gelecekleiliskilikaygilarinin
daha az olmasi gibi durumlarindan kaynaklanabilecegi
distinllmektedir. Bu arastirmada yalniz yasamayanlarin yalniz
yasayanlara gore “gelecek ile ilgili duygular” alt boyut puan
ortalamasi daha dusiik bulunup daha fazla umutlu olduklari
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saptandi. Bener ve ark.* (2017), Duggleby ve ark.® (2013)
ve Rustoen ve Wiklund®" (2000) calismasinda da bu calisma
bulgusuna benzer sonuglar saptanmistir. Yapilan ¢alismalarda
sosyal destegin kanser tanisi alan bireylerin umudu Uzerinde
onemli bir faktor oldugu ve sosyal destek ile umut arasinda
pozitif bir iliski oldugu gorilmstir.334241 Ancak bu calismada
sosyal destedi olanlarin olmayanlara goére daha fazla
umutsuzluk icinde oldugu saptandi. Literatliriin aksine bu
calismada elde edilen bulgulara gore, sosyal desteklerinin
yeterli diizeyde olmadigini gostermektedir.

Bu calismada ailesinde baska kanser hastasinin olma durumu
ile “gelecek ile ilgili beklentiler” alt boyut puan ortalamasi
arasinda onemli bir iliski oldugu ve ailesinde baska kanser
hastasi olan hastalarin daha umutsuz oldugu saptandi. Bu
bireyler ailesinde kanser vakasini ve siirecini yasadiklarindan
dolayi gelecege umutlu bakmayabilirler.

Bu arastirmada hastalik siiresi ile BUO toplam puani ve“gelecek
ile ilgili beklentiler”alt boyut puan ortalamasi arasinda énemli
bir iliski oldugu ve hastalik siiresi artikca hastalarin daha
umutsuz oldugu saptandi. Gimus ve ark.* (2011) yaptidi
calismada, kronik hastaligin dogasi olarak uzun siiren tedavi
stireci ve yan etkilerden dolay! hastalarda pozitif algilarda
azalmaya ve umutsuzluga sebep oldugu belirtiimektedir.Bu
sonu¢ calismamizin bulgusunu destekler niteliktedir. Bizim
calismamizin aksine Fadiloglu ve ark.®* (2006) meme kanserli
hastalarla yaptigi calismada, Vellone ve ark.* (2006), Aslan
ve ark.s (2007) Oztunc ve ark.*” (2013) kanser hastalariyla
yaptiklari calismada hastalik siiresi ile umutsuzluk arasinda bir
iliski olmadigi bulunmustur. Literatlirde kanser hastalarinin
hastalik slirecinin her asamasinda cesitli ve karmasik
davranigsal duygusal ve ruhsal tepkileri gosterebildikleri
bulunmustur.®49 Bu sonug; calismadaki hastalarin yasadiklari
bolgenin sosyokdlturel yapisinin farkli olmasindan kaynakl
olabilir.

Cahsmada kanser hastalarinda, baska bir kronik hastaligin
olma durumuna gére BUO toplam puani, gelecek ile ilgili
duygular, motivasyon kaybi ve gelecek ile ilgili beklentiler alt
boyut puan ortalamasi daha yliksek bulunup hastalarin daha
umutsuz oldugu saptandi. Ercan'in®® (2016) yaptigi calismada
farkli bir kronik hastaligin olma durumunun umutsuzlugu
artirdigini  bildirilmektedir. Farkli calismalarda da baska
kronik hastaligi olan bireylerin motivasyon kayiplarinin daha
fazla oldugu tespit edilmistir.®'> Birden fazla kronik hastalik
durumunda, bireyler farkli semptomlarla bas etmek, farkli
tedavileri surdirmek ve fonksiyonel sinirliliklar olusturmasi
nedeniyle kisilerde umutsuzluk, gelecek ile ilgili duygu ve
beklentileri azalttigi ve motivasyon kaybi olusturabilecegi
dustnilmektedir.

Calismada kanser hastalarin MMBDO toplam puan ortalamasi
66,54+4,90 olarak saptandi (Tablo 2). Hastalarin yiksek
dizeyde maneviyat ve manevi bakima sahip olduklan
soylenebilir. Dogan'in®* (2018) kronik hastaligi olmayan yasli
bireylerle yaptigi calismada MMBDO toplam puan ortalamasi
52,07+9,81 oldugu ve orta diizeyde maneviyat ve manevi
bakim sergilendigi goriilmektedir. Yazgan'in® (2014) kanser

hastasi olan ve olmayan bireylerle yaptidi calismada; kanser
hastasi olan bireylerin dini tutumunun kanser hastasi olmayan
bireylerden daha olumlu oldugu bildirmistir.Ustiindag'in®
(2013) kanser hastalarinda yaptigi calismada; bireylerin
%92,2'sinin sifa bulmak icin kulttrel ve dini uygulamalara
basvurdugunu ifade etmistir. Literatlirde kanser hastalarinin
dini uygulamalari fazla kullandigini belirten farkli calismalar
da yer almaktadir.***”! Dastan ve Buzlu'nun (2010) meme
kanserli hastalar Uizerinde manevi bakimi tartistiklari
derlemelerinde, manevi bakimin kanser hastalari tzerinde
yasam kalitesini arttinci ve umut duygularnni gelistirici
etkisinin ylksek oldugu sonucuna varmislardir.

Calismamizda bekar kanser hastalarin maneviyat ve manevi
bakim toplam puan ortalamasinin evlilere gore daha yulksek
oldugu belirlendi (Tablo 4, p:0,016). Bizim ¢alismamizin aksine
Dogan'">¥ (2018) kronik hastaligi olmayan yash bireylerle,
Sahin ve Ozdemirin®® (2016) hemsirelerle ve Jadidi ve ark.
91 (2015) yash bireylerle yaptiklar calismada evli bireylerin
maneviyat ve manevi bakim toplam puan ortalamasinin
bekarlara gore yuksek oldugu saptanmistir. Bu sonug;
hastalarin kendi diinya gériisi ve maneviyat ve manevi bakim
kavramlarini yorumlarina bagli subjektif bir kavram olmasiyla
aciklanabilir.’28

Cahsmamizda ailesinde baska kanser hastasi olanlarin
maneviyat ve manevi bakim toplam puan ortalamasinin
ailesinde bagka kanser hastasi olmayanlara gore daha ytiksek
oldugu belirlendi (Tablo 4, p:0,021). Yapilan bir calismada
kanserli hastalara bakim verenlerin manevi duygularinin
kuvvetlioldugu gosterilmistir.*¢" Ailesinde kanser hastasiolan
bireylerin yasamlarinda olusan olumsuzluklar ve artan stres
ile bas etmek icin manevi uygulamalara yoneldikleri boylece
maneviyatlarinin iyi diizeyde oldugu bildirilmistir.®?  Ayrica
maneviyat, 6lim korkusu gibi blylk sorunlarla micadele
ederken bireylere yasam umudu vererek ve hayattan anlam
¢ikarmalarina yardimcr olmakta; 6limin ve yasamin sirrini
anlama becerisi kazandirmaktadir.®®! Bu sonug; bireylerin
yakinlarinin saglik sorunlarindan etkilendigi bundan dolayi
manevi boyuta daha fazla 6nem verdikleri ve yakinlarinin
manevi gereksinimlerine duyarh olduklari distinilebilir.
Calismamizda bagka bir kronik hastaligi olanlarin maneviyat
ve manevi bakim toplam puan ortalamasinin baska bir kronik
hastaligi olmayanlara gére daha yiksek oldugu belirlendi
(Tablo 4, p:0,009). Wallace ve O'Shea® (2007) maneviyatin
kronik hastaliklarla basa ¢ikmaya yardimc oldugunu ifade
etmistir. Modjarrad® (2004) maneviyatin, hastaliklari giderdigi
ve zorluklarla bas etmeyi kolaylastirdigini bildirmistir. Grant®®!
(2004) ise; maneviyatin bireylere ic huzur ve basa c¢ikma
enerjisi verdigini, kendini tanimayi kolaylastirdigini ve fiziksel
rahatlama saglamaya yardimci oldugunu vurgulamistir.
Bireylerin sahip olduklari dini inanclari ve kulturel degerleri
hastalikile bagetme mekanizmasindakullandiklari sdylenebilir.
Calismamizda kanser hastalarin maneviyat ve manevi bakim
algilarlyla umutsuzluk duzeyleri arasinda istatistiksel olarak
onemli bir iliski olmadigi sonucuna varildi (p>0,05). Bizim
calismamizin aksineliteratiirde yapilan calismalarda maneviyat
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ve umutsuzluk arasinda ters bir iliski oldugu yani maneviyat
arttikca umutsuzlugun azaldigi belirtilmektedir.!'>365-681 Bizim
cahismamizdaki bu farkhihgin sebebi hastalarin maneviyat
ve manevi bakim algilan yliksek olsa da hastalikla bas etme
yontemi olarak maneviyati yeteri kadar kullanamamalarindan
ve bu konuda yeterli destek gérmemelerinden kaynaklandigi
ve buna bagll umutsuzluk dizeylerinin yuksek oldugu
soylenebilir. Literatirde akil, beden ve ruh arasinda
uyumsuzlugun yasandigi kriz zamanlarinda, hemsirelerin
bireyin kaygilarini dinleme, empati yapma gibi manevi bakim
girisimlerinde bulunmasinin hastalarin agrn ve anksiyetesini
azalttig), 7" fizyolojik, psikolojik ve mental rahatligi ve iletisimi
artirdig), iyilesme stirecini olumlu etkiledigi belirlenmistir.”"72
Bu nedenle hemsirelerin bireyin kendini glicli hissetmesine,
hastaliklarla ve getirdigi sorunlarla manevi bas etme stratejileri
gelistirmesine ve bu stratejileri uygulamasina destek olmasi
saglanabilir.

SONUC

Sonug olarak; Calismamizdaki kanser hastalarin orta diizeyde
umutsuzluga sahip oldugu belirlendi. Hastalarin medeni
durumu, biriyle yasama durumu, ailesinde baska kanser
hastasinin olma durumu, baska bir kronik hastaligin varhgi,
teshis edilme zamani ve sosyal destegin olma durumu
ile umutsuzluk diizeyi arasinda istatistiksel olarak &nemli
fark oldugu tespit edildi. Hastalarin maneviyat ve manevi
bakim algilarin yiiksek diizeyde oldugu bulundu. Ailesinde
bagska kanser hastasinin olma durumu ve baska bir kronik
hastaligin varhigr ile maneviyat ve manevi bakim duzeyi
arasinda istatistiksel olarak 6nemli fark oldugu tespit edildi.
Ayrica calismamizda hastalarin maneviyat ve manevi bakim
algilarnyla umutsuzluk duzeyleri arasinda istatistiksel olarak
onemli bir iliski olmadigi saptandi.
Bu sonuglar dogrultusunda,

- Bakim verilen bireylerin; maneviyat algisini etkileyen

faktorler goz 6niinde bulundurmasi onerilmektedir.

« Hemgirelik girisimleri bireylerin maneviyatina gereken
onemi verecek sekilde planlanmalidir.

« Hemgsirenin bagkalarinin manevi gereksinimlerini fark
edebilmesi icin, dncelikle kendi maneviyatini kesfetmesi
gerektigi g6z onlne alindiginda bu konuda hizmet
ici egitimler verilerek bilgi, beceri ve yaklagimlarinin
artirilmasi énerilebilir.

- Hastalarin  sosyal desteklerinin
saglanmasi dnerilebilir.

guclendirilmesinin

« Calismanin daha genis ve farkli 6rneklem gruplaryla
yapilmasi dnerilebilir.

Arastirmanin Sinirhliklari: Arastirma, Van ilinde onkoloji
kliniginde yatan hastalar ile sinirhdir ve bu arastirmanin
sonuclar calismada yer alan grubun disindaki hastalara

genellenemez.
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Amacg: Calisma, emziren annelerin anne siitli saklama kosullarina
iliskin bilgi ve tutumlarinin degerlendirilmesi amaciyla yapildi.

Gereg ve Yontem: Kesitsel ve tanimlayici tipte yapilan bu ¢alismada
Nisan-Temmuz 2019 tarihleri arasinda 200 anne 6rnekleme alindi.
Veriler, arastirmacilar tarafindan anne sitl sagma ve saklama
kosullariileilgili literatir bilgisine dayali hazirlanan bir form aracihig
ile toplandi. Anne siitt saklama ile ilgili 25 sorunun altisi negatif
ifade, 19'u pozitif ifade seklinde olusturuldu. Dogru cevaplar bir (1)
puan, yanlis ve bilmiyorum cevaplari sifir (0) puan olarak kodlandi
ve 0-25 arasinda dogru cevap sayilari elde edildi. istatistiksel
analizde sayi, ylizde ve ortalamanin yanisira Mann Whitney U testi
ve Kruskal Wallis Varyans analizi kullanildi.

Bulgular: Calismaya katllan emziren annelerin %76's1 stiin
oda havasinda ¢ saat, %74'lG buzdolabinda ¢ giin, %71.5i ise
derin dondurucuda ¢ ay saklanabilecegini ifade etti. Emziren
annelerin %54'G sadilan sitlin cam kaplarda, %74'u sit saklama
posetlerinde, %25'i celik kaplarda, %34'U ise sert plastik kaplarda
saklanabilecegini belirtti. Annelerin %97’si siit saklama kaplarina
tarih ve saat yazilmasi gerektigini, %70'ii ¢ozlindirilen anne
sttunlin ilik su dolu bir kapta isitiimasi gerektigini, %95'i kullanilan
kabin temizliginin kaynar su ile yapilmasi gerektigini, %44.5'i
kullanilan kabin temizliginin bulasik makinasinda yapilabilecegini
bildirdi.

Sonug: Annelerin ¢cogunlugu, sagilan anne siitiini uygun saklama
kosullarina yonelik sorulari dogru cevaplasa da bazi annelerin
saklama yeri, suresi, saklama kaplarinin secimi, temizligi ve
dondurulan sitin ¢oézdurilmesi gibi pek cok asamada, sitln
saklanmasina yonelik hatali uygulamalar yaptigi saptandi. Annelere
sttiin saklanmasina yonelik dogru uygulamalarin yapilmasinda
saglik personeline 6nemli gorevler diismektedir.

Anahtar Sozciikler: Anne siti, emzirme, saklama

Abstract

Aim: The cross-sectional and descriptive study was conducted in
order to evaluate the knowledge and attitudes of breastfeeding
mothers about breast milk storage conditions.

Material and Method: Between April and July 2019, 200 mothers
were included in the study. Data were collected by researchers using
a form prepared based on the literature knowledge on breast milking
and storage conditions. Of the 25 questions related to breast milk
storage, six were formed as negative expression and 19 as positive
expressions. Correct answers were coded as one (1) point, wrong and |
do not know answers were coded as zero (0) points and correct answer
numbers between 0-25 was obtained. In the statistical analysis, the
Mann Whitney U test and Kruskal Wallis variance analysis were used as
well as number, percentage, and average.

Results: 76% of breastfeeding mothers who participated in the study
stated that milk could be stored for three hours in the room air, 74%
for three days in the refrigerator and 71.5% for three months in the
freezer. Fifty four percent of breastfeeding mothers stated that milk
could be stored in glass containers, 74% in milk storage bags, 25%
in steel containers and 34% in hard plastic containers. Ninety seven
percent of the mothers stated that date and time should be written in
milk storage containers, 70% of them should be heated in a container
filled with warm water, 95% should be cleaned with boiling water,
44.5% should be cleaned with dishwashing machine.

Conclusion: Although the majority of the mothers who participated
in the study answered the questions about the proper storage
conditions of the breast milk, some mothers made faulty practices for
the storage of milk in many stages such as storage location, duration,
selection of storage containers, cleaning and thawing of frozen milk.
Health personnel has important duties in making the right practices
for the storage of milk for mothers.

Keywords: breast milk, breastfeeding, preservation
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Yeni dogan bebegin bliylime ve gelismesi icin besleyicilik ve
imminolojik icerigi bakimindan en 6nemli besin kaynagianne
sutlidir. Birlesmis Milletler Cocuklara Yardim Fonu (UNICEF)
bebeklerin dogumdan sonra ilk alti ay siiresince sadece anne
sutl almasini ve iki yasina kadar emzirmeye devam edilmesini
dnermektedir." Diinya Saglk Orgiitii (DSO) 2025 yilina kadar
bltiin dinyada emzirmenin iyilestirilmesini desteklemektedir.
Buna karsin diinya genelindeki bebeklerin yalnizca %38'i
ilk alti ay boyunca sadece anne siitu ile beslenmektedir.”?
Turkiye Nufus ve Saghk Arastirmalari (TNSA) 2018 verilerine
bakildiginda ise alti aydan kii¢lik cocuklarin %41'i anne siiti
ile beslenmistir.”

Annelerin bebegini emzirerek taze siit vermesi ideal olan
ve tavsiye edilendir. Fakat anne ya da bebekten kaynakh
nedenlerden dolayi bebeklerin emzirilmesi bazen mimkin
olamaz.® Ornegin calisan annelerin bircogu dogum sonrasi
ilk 4-6 ay icinde isine baslamak zorunda kalmaktadir.>®
Bebegin prematire olmasi, zayif emme refleksi veya emme
refleksinin olmamasi ya da bebegin yogun bakimda olmasi
gibi nedenlerle anne bebegini emziremez.”!

Annenin bebedinden uzak kaldigi bu gibi durumlarda,
anne sUtiindn uygun kosullarda saklanmasi gerekir.® Sitiin
imminolojik icerigini kaybetmemesi, besleyiciligi ve sitte
mikroorganizma gelisiminin 6nlenmesi bakimindan sagilan
anne sitlnin uygun sartlarda saklanmasi olduk¢a 6nemlidir.
Bu ylzden emziren annelerin suitlerini hangi kaplarda
sakladigi, saklama kaplarinin hijyenini nasil sagladigi ve
saklanan suti hangi yontemlerle ¢oziindirdigli bebedin
sagilan sutln yararindan tam olarak faydalanabilmesi adina
oldukc¢a 6nemlidir.”

Emzirme Tip Akademisi (Academy of Breastfeeding
Medicine [ABM])'nin klinik protokoliine goére sagilan anne
sutl; oda sicakliginda 3-4 saat, buzdolabinda 72 saat, derin
dondurucularda ise alti ay giivenle saklanabilir.® Ulkemizde
Saglk Bakanlgi, oda sicakhiginda (g saat, buzdolabinda (g
glin, derin dondurucularda ise ti¢ ay glivenle saklanabilecegini
onermektedir.'

Anne sutlnun icerigindeki degisiklikler stutiin sagilmasiyla
birlikte baslar. Sagilan st tUzerinde saklanma isisi, buzdolabi
ve dondurucu veya sterilizasyon gibi etkenlerin hepsinin
degisik etkileri vardir. Eritme ve 1sitma icin mikro dalganin veya
aktif olarak isitmanin etkileri de farkh olabilir. Saklanan siitte
bir kontaminasyonun olmasi veya zararl mikroorganizmalarin
Uremesi, anne sutlinlin saklanmasiyla ilgili en buyiik korkudur.
0 | aktoperoksidaz ve lizozim gibi énemli siit enzimlerinin
bakteriyostatik etkileri vardir. Bu savunma faktorlerinin dnemi
ise anne suti ve mama ile beslenen bebeklerin mortalite
ve morbidite oranlarinin karsilastirimasiyla gosterilmistir.
Bebekler icin bu faktorlerin varhd ve koruyuculuk etkileri
sttlin saklanma sekliyle iliskilidir.”

Anne sitiinin saklanma kosullarina iliskin literatiirde birgok
calisma bulunmaktadir. Tayvan'daki bir arastirmada 14 saghkh
emziren anneden anne sitld Ornedi alinmistir.  Sekretuar
immunoglobulin A, lizozim, laktoferrin ve leptin dulzeyleri

40 °C ve 60 °C'de 30 dakika i1sitmadan sonra proteinlerdeki
degisiklikler gozlemlenmigtir. Belirtilen dereceye kadar
1sitmak sekretuar immunoglobulin ve A laktoferrin iceriginde
bir degisiklik yapmazken, lizozom oranini arttirmistir. Leptin
diizeylerinde ise bir degisiklik gozlenmemistir.'? Baska bir
calismadaysa 18 saglikli emziren anneden 42 sit 6rnegi
toplanmis ve dokuz farkli saklama kabinda saklanmustir. iki
glin boyunca -20 °C'de dondurulan siit drnekleri ¢dzdurilip
yeniden incelenmistir. Depolama, dondurma ve ¢6zdiirme
islemlerinden sonra yag iceriklerinde anlamli bir azalis,
karbonhidrat ve protein iceriklerindeyse anlamh bir artig
olmustur.l'

Literatlirde anne sitinin saklanmasinin givenli oldugu
belirtilmektedir. Bu arastirmanin anne sitlinin saklanmasina
yonelik dogru veya yanlis uygulamalarin belirlenmesinde
dnem tasiyacadi distinilmektedir. Ulkemizde ise bu konuya
yonelik yapilmis birkag calisma olmakla beraber sayisi azdir.
Bu nedenle calisma, emziren annelerin anne sitl saklama
kosullarina iliskin bilgi ve tutumlarini degerlendirmek
amaciyla yapilmistir.

GEREC VE YONTEM

Tanimlayici ve kesitsel olan calismanin evrenini istanbul'da
Anadolu yakasinda bir aile sagligi merkezine kontrol amaci
ile gelen, ayrica Avrupa ve Anadolu yakasinda iki Egitim
ve Arastirma Hastanesinin Kadin Dogum Kliniginde yatan
ve dogum yapmis anneler olusturdu. Calismaya olasiliksiz
gelisigizel 6rnekleme yontemi ile 1 Nisan-31 Temmuz 2018
tarihleri arasinda 200 anne alind.

Verilerin  toplanmasi:  Veriler, literatlir  bilgisine
dayali®82111214151  arastirmacilar tarafindan olusturulan 25
soruluk bir anket formu ile toplandi. Anne siiti saklama
kosullari ile ilgili sorulardan altisi negatif ifade, 19'u pozitif
ifadeden olustu. Dogru cevaplar bir (1) puan, yanlis ve
bilmiyorum cevaplari sifir (0) puan olarak kodlandi ve dogru
cevap sayilari 0-25arasinda degerlendirildi. Calismaya; 18 yas
ve lizeri, bebeginianne sitiiile besleyen, iletisimi gliclestirecek
bir engeli bulunmayan, calismaya katilmaya gonulli, anne
sutlini sagmak ve saklamak durumunda olan anneler alindi.

Calismanin Etik Yonii

Galismaya baslanmadan 6nce, Calisma icin Bakirkdy Dr. Sadi
Konuk Egitim ve Arastirma Hastanesi Klinik Arastirlamlar Etik
Kurulundan 16.04.2018 tarihli 2018-07 sayil etik kurul onayi
alinmistir. Tam katihmcilar ¢alismanin amaci ve calismaya
katilmanin tamamen gondllige bagh oldugu konusunda
bilgilendirildi, s6zli ve yazili onamlari alindi. Tim annelere
anketler doldurulduktan sonra, anne sitiini saklama kosullari
hakkinda bilgi verildi.

Verilerin istatistiksel analizi

Calismada elde edilen verilerin analizinde SPSS (Statistical
Package for social Sciences) for Windows 23.0 programinda
sayl, ylzde, ortalamanin yani sira Mann Whitney U testi ve
Kruskal Wallis Varyans analizi kullanildi. Sonuglar %95 giiven
araliginda ve 0,05 anlamlilik diizeyinde degerlendirildi.
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BULGULAR

Annelerin yas ortalamasi 28,66+5,22, %45'i lise mezunu,
%17,5'inin calistig, %50,5inin aylik gelirinin 2001-4000 TL
arasinda oldugu saptandi. Calismaya katilan annelerin sosyo-
demografik 6zellikleri Tablo 1'de yer almaktadir.

Tablo 1. Annelerin demografik 6zellikleri

Ort+SD medyan (Min-Max) n %
Yas 28,66+5,22 - 28 (18-43)
1,87+0,86 - 2 (1-6)

Cocuk sayisi

Egitim durumu

Okuryazar 6 3,0

ilkokul 37 18,5
Ortaokul 36 18,0
Lise 90 45,0
Universite ve Uizeri 31 15,5

Calisma durumu

Calistyor 35 17,5

Calismiyor 165 82,5
Gelir durumu

2000 TL alti 59 29,5

2001-4000 TL arasi 101 50,5

4001 TL ve Uzeri 40 20,0

Saglik gtivencesi

SGK 147 735
Yesil kart 44 22,0
Ozel sigorta 2 1,0
Ucretli 7 3,5

Sigara kullanimi

Evet 51 25,5

Hayr 130 65,0

Birakmis 19 9,5
Kronik bir hastalik

Yok 165 82,5

Var (Yuksek Tansiyon, seker hastaligi, kalp hastaligivs.) 35 17,5

Anne sutind saklama ve sagma kosullariyla ilgili bilgisi
olanlarin orani %67,5'dir. Annelerin %47,5'i bu konuda egitim
aldiklarini, %69,6's1 bilgi kaynaginin hemsire/ebe oldugunu
belirttiler (Tablo 2). Anne sitl saklama ve sagma ile ilgili
ifadelere verilen yanitlar incelendiginde en fazla oranda dogru
yanitlanan “Anne sitl sagilmadan once eller yikanmalidir
(%97,5)", “Anne sutlnl saklama kaplarina mutlaka tarih ve
saatin yazilmasi gerekir (%97)" ve “Isitilan anne sutiiniin
sicakhgr el bileginin i¢c kismina birka¢ damla stt damlatilarak
kontrol edilir (%95,5)" ifadeleridir. “Buzluktan cikarilan sdt,
buzdolabinda ¢ozdirilmelidir (%20,5)" ifadesi en az bilinen
cevaplar arasinda yer almistir (Tablo 3).

Tablo 2. Anne sttt saklama ve sagmaile ilgili bilgiler

Ozellikler n %
Anne suttint saklama kosullariyla ilgili egitim alan 95 47,5
Anne suttint saklama kosullariyla ilgili egitim almayan 105 525
Anne sitiint saklama ve sagma kosullariyla ilgili bilgisi 135 67,5
olan

Anne suttint saklama ve sagma kosullariyla ilgili bilgisi 65 32,5
olmayan

Anne suttnd saklama ve sagma kosullaryla ilgili bilgi
kaynagi* (n=135)

Hemsire-Ebe 94 69,6
Televizyon 6 4,4
Kitaplar 7 5,2
internet 24 17,8
Diger: 4 3,0

*Yiizdeler n tizerinden alinmistir.

Anne sUtinl saklama ve sagma kosullariyla ilgili ifadelere
verilen dogru cevap sayilarinin, egitimi Universite ve lisansistu
olanlarda, ilkokul ve lise mezunu olanlardan istatistiksel
olarak anlaml oranda ytiksek oldugu saptandi (Kw=19,890).
Ayrica geliri 4000 TL ve lizeri olanlarin dogru cevap sayilari da
istatistiksel olarak anlamli oranda daha yuksekti (Kw=19,771)
(Tablo 4).

Tablo 4. Sosyo-demografik 6zellikler ve anne siitli saklama kosullartile ilgili

bilgilerin degerlendirilmesi

Ort+Ss
Egitim durumu
Okuryazar 13,00+3,94
ilkokul 13,27+4,57
19,890
Ortaokul 14,58+3,61 P=0,001
) Kw
Lise 13,78+4,58
Universite ve tizeri 17,29+2,20
Calisma durumu
|
Calisan 14,82+4,32 Mu=2636,0
Calismayan 14,25+4,28 P=0417
Gelir durumu
2000 TL alti 13,81+4,64
2001-4000 TL arasi 13,61+4,23 19,771 Kw
4001 TL ve Uzeri 17,02+2,54 e
Anne suttint saklama ve sagma kosullariyla ilgili egitim
Al
an 16,64+2,87 Mu=2118,50
Almayan 12,28+4,30 PO
Anne suttint saklama ve sagma kosullariyla ilgili bilgisi
V.
ar 16,52+2,90 Mu=567,00
P=0,000

Yok 9,84+2,98
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Tablo 3. Annelerin anne siitii saklama ve sagma ile ilgili ifadelere verilen yanitlar

ifadeler Dogrl: (coz\)laplar Yanlli ?;;;aplar Bi:r::’i/z)or
1. Anne sttu sagilmadan 6nce eller yikanmalidir. 195 (97,5) 0(0) 5(2,5)

2. Anne suitli ocakta 1sitilmaz. 157 (78,5) 29 (14,5) 14(7,0)

3. Anne suitli mikrodalga finnda isitilabilir. 59 (29,5) 112(56,0) 29 (14,5)
4. Buzluktan cikarilip ¢oziindirilen stit24 saat icinde kullanilmalidir. 104 (52,0) 32(16,0) 29 (14,5)
5. Cozlindurilen anne st bir kabin icine koyulan ilik suyun icinde isitilmalidir. 140(70,0) 25(12,5) 35(17,5)
6. Anne st oda sicakliginda 3 saat saklanabilir. 152(76,0) 8(4,0) 40 (20,0)
7. Anne sttt buzdolabinda sadece 3 giin saklanabilir. 148 (74,0) 8(4,0) 44 (22,0)
8. Anne sitli derin dondurucuda 3 aydan fazla saklanamaz 143 (71,5) 11(5,5) 46 (23,0)
9. Buzdolabinin veya derin dondurucunun orta rafinda ve arka tarafta saklanmalidir. 91 (45,5) 50 (25,0) 59 (29,5)
10. Anne st isitildiktan sonra yeniden dondurulabilir. 19(9,5) 162(81,0) 19(9,5)

11. Anne sitti isitildiktan sonra yeniden buzdolabina konmamalidir. 157 (78,5) 23(11,5) 20(10,0)
12. Anne stttiniin cam kaplarda saklanmasi gerekir. 108 (54,0) 42 (21,0) 50 (25,0)
13. Anne stttint saklamak icin tretilen stit saklama posetlerini kullanmak gerekir. 188 (94,0) 5(2,5) 7 (3.5)

14. Anne sitlinlin gelik kaplarda saklanmasi son derece guvenilirdir. 50(25,0) 94 (47,0) 56 (28,0)
15. Anne sittint saklamak icin Gretilen sert plastik kaplari kullanilabilir. 74 (37,0) 94 (47,0) 32(16,0)
16. Anne slitu plastik pet siselerde saklanabilir. 5(2,5) 160 (80,0) 35(17,5)
17. Anne sttint saklama kaplarina mutlaka tarih ve saatin yazilmasi gerekir. 194 (97,0) 2(1,0) 4(2,0)

18. Saklama kaplarinin mutlaka kaynar suyla yikanmasi gerekir. 190 (95,0) 5(2,5) 5(2,5)

19. Saklama kabi bulagik makinesinde yikanabilir. 89 (44,5) 60 (30,0) 51 (25,5)
20.Saklanan suitli buzdolabindaki en eski stitten baslayarak kullanmak gerekir. 136 (68,0) 15(7,5) 49 (24,5)
21.Isitilan anne stittintin sicaklidi el bileginin ic kismina birkag¢ damla stit damlatilarak kontrol edilir. 191 (95,5) 5(2,5) 4(2,0)

22.Sut isitihp bebek beslendikten sonra artan st bir sonraki beslenmede isitilip yeniden verilebilir. 13(6,5) 109 (54,5) 78 (39,0
23.Dondurucudan gikarip ¢ézd(iriilen stite yeni sagilan suit eklenebilir. 13(6,5) 116 (58,0) 71(35,5)
24.Anne suttiniin saklandigr kaplar agzina kadar doldurulmamalidir. 101 (50,5) 47 (23,5) 52 (26,0)
25.Buzluktan cikarilan siit, buzdolabinda ¢oztindirilmelidir. 41 (20,5) 65 (32,5) 94 (47,0)

Koyu yazili rakamlar dogru cevaplardir.

TARTISMA

Emziren annelerin anne sitl saklama kosullarina iliskin bilgi
ve tutumlarini degerlendirmek amaciyla yapilan bu ¢alismaya
toplam 200 anne katildi. Calisma sonuclarina bakildiginda
kadinlarin %70'inden fazlasinin anne stttiniin oda sicakliginda
Uc¢ saat, buzdolabinda {i¢ giin, derin dondurucuda ise Ug¢ ay
saklanabilecegini ifade ettigi gorilmektedir. Literatliirde de
anne sltinliin oda sicakliginda (10-29 °C) 3-4 saat, derin
dondurucuda (<-17 °C) 3 ay, buzdolabinda (<4 °C) 3 gln
glivenle saklanabildigi ayrica son derece temiz kosullarda
derin dondurucuda enfazla 12 ay, buzdolabindaise en fazla 5-8
gln saklanabilecegi bildirilmektedir.® Lawrence'in'® yapmis
oldugu bir calismada, annelerin biyik bir cogunlugu sagilan
anne sitlnln 72 saate kadar buzdolabinda saklandigini
belirtmislerdir. ingiltere'de yapilan baska bir arastirma ise
annelerin biyuk bir cogunlugu sutiin buzdolabinda ve derin
dondurucuda saklanmasi icin 6nerilen sireyi dogru olarak
yanitlamistir.'” Calismanin sonucu literatir ile uyumlu olup,
calismamiza katilan kadinlarin yaklasik %73,8'i anne sutiinin
oda sicakhiginda nasil saklanacagi konusunda bilgi sahibidir.

Az sayida annenin ise bilgilerinin yetersiz oldugu saptanmistir.
Orneklem grubundaki annelerin  egitim  diizeylerinin
cogunlukla lise ve yiuksekogretim diizeyinde olmasinin bu
sonuca etkisi olabilir.

Anne sitinin, derin dondurucu veya buzdolabinin arka
tarafinda ya da orta rafinda saklanmasi gerekmektedir.!'”!
Calismamizda annelerin yaklasik licte birinin anne sutiiniin
buzdolabi veya derin dondurucunun orta rafinda ya da rafin
arka tarafinda saklanmasi gerektigini bilmedigi, %25'inin ise
yanlis bildigi saptanmistir. Sagilan anne siitiiniin buzdolabinin
neresinde saklanmasi gerektigine iliskin annelerin bilgi
dizeylerinin  yeterli olmadigi  gorilmektedir.  Sutln
buzdolabinin kapaginda ya da on bolimlerinde saklanmasi,
daha yuksek isida kalmasina ve daha ¢abuk bozulmasina
neden oldugu icin yanlis bir uygulamadir.® Annelerin bu
konuda bilgilendirilmesi cok dnemlidir.

Sagilan anne sutliniin hangi kaplarda saklanmasi gerektigiyse
diger bir 6nemli konudur. Anne siitliniin saklanmasinda en cok
cam kaplarin kullanilmasi 6nerilmektedir.'® Fakat literatlre
bakildiginda son dénemlerde anne sitliniin saklanmasinda
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plastik Urtnlerin  de kullanilabilecegi belirtilmektedir.
Polietilen st saklama posetleri ve polipropilen siit saklama
kaplari anneler tarafindan daha cok tercih edilmektedir.
09 Sert kaplarda sizinti ve dokulme, plastik sit saklama
posetlerine gore daha az olmaktadir. Ayrica sttiin icerigindeki
bazi maddeler yumusak plastikle etkilesime girerek sitiin
immunolojik iceriginde bozulmaya sebep oldugu igin
uzun sireli saklamalarda plastik siit saklama posetleri icin
onerilmemektedir. Bu posetler, anne sttiiniin daha kisa streli
(72 saatten daha az) saklanmasinda kullanilmasi tavsiye
edilmektedir.?” Calismamizda anne sutlinin saklanmasinda
plastik stt saklama posetlerinin, cam kaplara ve sert plastik
kaplara gore daha fazla tercih edildigi gorGlmustir. Bunun
yani sira anne sitlniln celik kaplarda ve pet siselerde de
saklanabilecegini ifade eden anneler olmustur. Fakat bu
kaplar stitiin immunolojik icerigini bozabilecedi icin saklamak
icin uygun degildir. Plastik gida kaplarinda yer alabilen saglhigi
tehdit edici kimyasallar endokrin fonksiyonlara zarar verebilir
ve gelisim bozukluklarina yol acabilir."® Plastik gida kaplarinda
saghg tehdit bazi eden maddeler; vinil klorir, 1,3-butadien,
formaldehit, melamin, di-2-etilhekzil ftalat, stiren ve bisfenol
Adir. Bu tehlikeli maddelerin gidalara gecisi, plastigin
kimyasal 6zelligine depolama isisina ve saklama suresi gibi
faktorlere gore degisebilir."® Takci ve arkadaglarinin yaptigi
bir calismada (2013) anne siitiiniin buzdolabinda kisa sureli
saklanmasinda (48 saat) polipropilen kaplarin polietilen st
saklama posetlerine gore E.Coli'ye karsi bakterileri yok etme
aktivitesinin daha ¢ok oldugunu saptamislardir.™ Bir baska
calismada ise anne siitlii buzdolabinda (4 °C) saklandiktan
sonra ¢elik saklama kaplarinda cam saklama kaplarina gore
sutlin iceriginde daha az sayida fonksiyonel hiicre oldugu
go6zlemlenmistir.2" Yeni yapilan bir arastirmada anne sitiina
dondurma sonrasinda sert plastik kaplarla yumusak plastik
kaplar arasinda yag iceriginin kaybi bakimindan anlamli bir
farkhihk bulunmamistir. Arastirmacilar, anne stitiniin 30 giine
kadar saklanmasinda, yumusak plastiklerin yag kaybi ya da
kontaminasyon gibi saglg tehdit eden etkiler olmadan sert
plastik kaplarin yerine kullanilabilecegini bildirmistir.2?

Bu calismada annelerin %97'si siit saklama kaplarina tarih ve
saat yazilmasi gerektigini belirtmistir. Bir baska calismada ise
annelerin %42,9'ukaplara tarih ve saat yazmadigini bildirmistir.
1 Siit saklama siresinin gegmemesi icin kaplarin Uzerine
mutlaka tarih ve saat yazilmalidir.® Calismanin sonucuna
bakildiginda annelerin %95'i saklama kaplarinin temizliginin
kaynar su ile yapilmasi gerektigini, %44,5'i ise bulasik
makinasinda yikanmasi gerektigini bildirmistir. Saklama
kaplarinin temizligi acisindan her iki uygulamada giivenlidir
ve calismaya katilan annelerin cogunun bu konuda bilgi sahibi
oldugu gorilmektedir. Bunun yani sira annelerin yaklasik %30
u ise saklama kabinin bulasik makinesinde yikanmasinin
yanlis oldugunu belirtmistir. Bulasik makineleri, sicak suyla
yeterli temizligi saglayabildiginden giivenle kullanilabilir.
Bulasik makinesinin kullanilmadigr durumlarda kaplarin
yikandiktan sonra mutlaka kaynatilmasi gerekmektedir.
Emzirme Tip Akademisi 'nin klinik protokoliine gére saklama

kaplari sicak sabunlu suyla yikanip durulanmali ve sonrasinda
kaynatilmahdir.

Saklanan anne suti kaynatilmamali ve mikrodalgada
kesinlikle ¢ozdurilmemelidir. Clnki mikrodalga firn ya
da situ kaynatma, sutiin immunolojik icerigine zarar verir.
Dondurulmus anne sutinud ¢6zmenin en gulvenli yolu
sitl bir gece Onceden buzdolabinin rafina koymaktir.
Buzdolabindan c¢ikarilan anne situ ise akan ilik suyun
altina tutularak veya ilik su dolu bir kabin icine oturtularak
isitilabilir  (benmari). Cozdurilup isitilan anne st ise
yeniden dondurulmamaldir.® Calismada annelerin buyik
¢ogunlugu dondurulmus anne sitinin mikrodalga veya
ocakta isitilmasinin hatal bir uygulama oldugunu bildirmistir.
Az sayida anne ise dondurulmus anne situnin isitilmasinda
ocak veya mikrodalga firinin kullanilabilecegini ifade etmistir.
Annelerin  %47'si ise dondurulmus sutin buzdolabinda
¢ozdirtlmesi gerektigini bilmedigini belirtmistir. Yapilan
bagska bir calismada dondurulan anne sitiinlin uygun sekilde
isitilmasinda dogru uygulama yapan annelerin orani (%97,4)
yanlis uygulama yapanlarin oranina (%2,6) gore daha fazladir.
® Labiner-Wolf ve Fein” calismalarinda, dondurulmus siiti
¢ozlindirmede annelerin  mikrodalga firini  kullandiklari
saptanmistir. Dondurulmus anne sitind isitmada yapilan
hatali uygulamalar stitiin yapisinda bozulmaya ve sitte bakteri
Uremesine neden olur. Bu da bebegin sagligini olumsuz yonde
etkiler. Bundan dolayi hatali uygulamalara yonelik girisimlerin
online ge¢mek igin anneleri bilgilendirme asamasinda ebe ve
hemsirelere 6nemli gorevler digsmektedir.

Beslenme  sonrasinda  kalan  sutin  kullaniimamasi
Onerilmektedir™ Bu c¢alismada annelerin  %54,5'i
beslenmeden sonra artan sutiin yeniden kullanilmayacagini,
%39'u ise bilmedigini ifade etmistir. Yine calismada annelerin
%52'si buzluktan ¢ikarihp ¢ézdirilip buzdolabinda saklanan
sutin 24 saat icinde kullanilmasi gerektigini sOylemistir.
Saglik bakanligi anne siti sagma ve saklama rehberinde;
uygun kosullarda ¢ozdurilen siitin buzdolabinda 24 saat
saklanabilecegi ve beslenme sonrasi artan sutiin bir daha
kullanilmamasi gerektigi bildirilmektedir." Saklanan anne
sutlnun ¢ozduralip isitilma islemi bebegin saglig agisindan
oldukga 6nemli bir konudur. Uygun kosullarda ¢ézdiriilmeyen
ve isitilmayan anne situnin besleyicilik degeri azalr,
imminolojik  6zellikleri  kaybolur ve mikroorganizmalar
Ureyebilir. Ebe ve hemsirelerin bu konuya dikkat ¢cekmesi ve
anne sitund dogru isitma-¢ozdirme teknikleri agisindan
anneleri bilgilendirmesi olduk¢a dnemlidir.

Galismada annelerin %68'i saklanan sitiin kullaniminda en
eski sutten baslayarak kullanilmasi gerektigini bildirmistir.
Turkiye Neonatoloji Dernegi Saglikh Term Bebegin Beslenmesi
Rehberinde (2018) saklanan anne sitinlin buzdolabindaki
en eski tarihli sitten baslanarak kullanilmasi gerektigi
tavsiye edilmektedir.™ Calismamizin sonucunda annelerin
%68'inin bu konuda bilgili oldugu gorilmektedir. Bu 6nemli
bir uygulamadir ve annelerin bu konuda bilgili olmasi
sevindiricidir.
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Calismada, Universite mezunu olanlarin anne sitld saklama
kosullarini iceren sorular istatistiksel olarak anlamh oranda
daha fazla bildikleri saptanmistir. Ayrica, gelir durumu yiksek
olanlarin ve anne st saklama ve sagma kosullariyla ilgili
egitim alanlarin dogru cevap sayilarinin istatistiksel olarak
anlamh oranda daha yuksek oldugu belirlenmistir. Cakmak
ve Dengi'nin calismasinda da gelir diizeyi yiksek ve calisan
annelerin anne sitlnd saklama ve emzirme konusundaki bilgi
dlzeylerinin yiiksek oldugu saptanmistir.24 Egitim seviyesi ve
gelir dlizeyi arttikca arastirmanin ve bilgiye erisimin de daha
fazla oldugu dustiniilmektedir.

SONUC

Arastirmaya katillan annelerin ¢ogunlugu, sadilan anne
sutliniin uygun sartlarda saklama kosullarini bilmektedir.
Bununla birlikte, siittin saklanma stresi, nerede saklanacagi,
saklama kaplarinin  secimi, temizligi ve dondurulmus
sutlin ¢ozdirilmesi gibi pek ¢cok asamada annelerin hatali
uygulamalar yaptigi saptanmistir. Gebelere ve emziren
annelere ozellikle anne sitiini saklama kosullarina yonelik
egitimlerin ve kitapgiklarin verilmesi yararli olabilir. Ayrica
kurumlarda anne siti ile beslenmeye yonelik hizmet igi
programlarin surekli olmasi ve hemsire ve ebelerin bu
programlara katihminin desteklenmesi hatali uygulamalari
azaltabilir.
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A Serious Complication Following Laparoscopic Cholecystectomy: A Giant
Biloma Causing Acute Abdomen
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Oz

Laparoskopik kolesistektomi sonrasi gelisebilecek komplikasyonlar
nadirdir.Enfeksiyon, kanamavesafrayollarihasaribukomplikasyonlar
arasinda sayilabilir. Biloma, safra yollarinin travmatik veya spontan
hasari sonrasi intrahepatik veya ekstrahepatik yerlesim gosterebilen
ici safra dolu iyi sinirli, kapstilli ya da kapstlstz kistik bir lezyonudur.
Laboratuvar bulgulari spesifik olmayan bu hastaligin teshisi tipik
oyki (sag Ust kadran agrisi, ates, gecirilmis cerrahi veya abdominal
travma 6ykusu) ve dogrulayici radyolojik goriintu ile konur.

Biz bu olgu sunumu ile akut karin etiyolojisinde laparoskopik
kolesistektomi islemi sonrasinda gelisebilecek cerrahi bir bilomanin
da distnilmesi gerektidini vurgulamak istedik.

Anahtar Kelimeler: Biloma, laparoskopik komplikasyon olan
kolesistektomi, post operatif komplikasyonlar, reoperasyon

GiRiS

GUnlUmizde en sik yapilan abdominal cerrahilerden biri de
kolesistektomidir. Acik ve laparoskopik olarak 2 ydntemi
mevcuttur. Biloma, safra yollarinin travmatik veya spontan hasari
sonras! intrahepatik veya ekstrahepatik yerlesim gosterebilen
ici safra dolu iyi sinirli, kapsulli ya da kapsulsiiz kistik kitle
lezyonudur (1). Biloma cerrahi sonrasinda gelisebilen nadir bir
komplikasyondur. Koledokolitiasis sonrasi spontan gelisebilse
de en sk iyatrojenik kokenlidir (2). Laparoskopi oncesi
komplikasyon olarak major safra yollari hasari ve tim safra
sistemi hasari acik cerrahilerde %0,1 iken laparoskopik cerrahi
ile bu oran %0,6-1,5 olarak saptanmistir (3). Post-laparoskopik

Abstract

Possible complications are rare after laparoscopic cholecystectomy.
Infection, bleeding and damage to the biliary tract complications are
among these. A biloma is a well-demarcated, encapsulated or not,
intrahepatic or extrahepatic bile collection secondary to iatrogenic,
traumatic or spontaneous injury of the biliary tree. Laboratory findings
are nonspecific. The diagnosis is usually suspected on the basis of a
typical history (right upper quadrant abdominal pain, fever and recent
abdominal trauma or surgery) and is confirmed by detection of typical
radiologic features.

With this case report, we wanted to emphasize that in acute abdominal
etiology, a surgical biloma that may develop after laparoscopic
cholecystectomy should also be considered.

Keywords: Biloma, laparoscopic cholecystectomy, postoperative
complications, reoperation

kolesistektomi biloma insidansi iki buyik calismada %2,5
saptanmistir (4,5). Biloma kliniginde genelde bulanti, kusma,
ates ve karin agnisi vardir. Laparoskopik kolesistektomi sonrasi
lezyonlarin ¢cogu yedi giin icinde olusur (4). Ortalama teshis
stiresi genelde 1-2 hafta kadardir (6). Laboratuvar bulgular
spesifik olmayan bu hastaligin teshisi tipik 6yki ve dogrulayici
radyolojik gorlntl ile konur. Tedavide ultrasonografi (USG)
esliginde perkiitan drenaj acgik cerrahi komplikasyonlarini
azaltmistir. Eger kistik kolleksiyon iyi sinirli keskin hatlarla cevre
dokudan ayrilmissa cerrahi girisim olarak subkostal laparotomi
de uygun bir tedavi secenegidir (7).
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OLGU SUNUMU

27 yasinda kadin hasta yaklasik iki hafta 6nce baslayan ancak
son ¢ gundir siddeti giderek artan karin agrisi ve eslik
eden bulanti, kusma sikayetleri ile acil servisimize basvurdu.
Hasta nin hikayesinde yirmi bes glin 6nce tash kolesistit
nedeni ile laparoskopik kolesistektomi ameliyati oldugu
ogrenildi. Gegirilmis ameliyat oykisiinden baska herhangi
bir ek hastaligi bulunmayan hastanin karin muayenesinde
sag Ust kadranda ve epigastrik bolgede ciddi hassasiyet
ve istemli defans mevcuttu. Genel durumu orta- kot olan
hastanin vital bulgularinda tansiyon: 90/60 mmHg, nabiz:
110/dakika, ates 37,8 °C olarak saptandi. Akut batin bulgular
olan hastaya semptomatik olarak sivi replasmani ve profilaktik
antibiyoterapi baslandi. Laboratuvar tetkiklerinde: tam kan
sayiminda, hemoglobin 10,2 g/dl, hematokrit %33, I6kosit
14,5x103/uL, platelet 488x103/uL saptandi. Biyokimya
tetkiklerinde: AST 55 U/L (0-41), ALT 95 U/L (0-45) ve GGT 273
U/L (0-40), kalsiyum 8,3 mg/dI (8,4-10,6), sodyum 132 mmol/L
(135-148) ve direkt bilirubin 0,6 mg/dL (0-0,3) saptandi.

Gebelik testi negatif saptandi. PA akciger grafisi normal olan
hasta mevcut klinik tablo ve dyki g6z 6niinde bulundurularak
safra yollar patolojisi (akut kolanjit, akut pankreatit) 6n tanisi
ile batin USG'ye yonlendirildi. Yapilan USG de kese lojundan
baglayarak mide lojuna uzanim gosteren kalin cidarl yaklasik
18x15 c¢cm boyutlarinda biloma ile uyumlu olabilecek kistik
kitle lezyonu saptandi (Sekil 1).

Sekil 1. Ultrasonografide kese lojundan baglayarak mide lojuna
uzanim gosteren kalin cidarli yaklasik 18 x15 cm boyutlarinda bilioma
ile uyumlu olabilecek kistik kitle lezyonu

Lezyonun boyutlarini ve lokalizasyonunu netlestirmek amaci
ile hastadan kontrastli batin bilgisayarli tomografi (BT)
istendi. Hastanin batin BT'sinde karaciger sol lobu diizeyinde
ekstrahepatik yerlesim gosteren septa iceren yaklasik
20x11x16 cm boyutlarinda biloma ile uyumlu kistik kitle
lezyonu saptandi (Sekil 2).

Sekil 2. Tomografide karaciger sol lobu diizeyinde ekstrahepatik
yerlesim gosteren septa iceren yaklasik 20x11x16 ¢cm boyutlarinda
bilioma ile uyumlu kistik kitle lezyonu. Tanimli lezyon mideyi sol
laterale ve pankreasi da posteriora dogru belirgin baskilamistir

Tanimlilezyonun mideyi sol laterale ve pankreasi da posteriora
dogru belirgin baskiladigi goruldi. Ayrica kese lojunda 40x33
mm boyutunda biloma ile uyumlu bir diger kistik olusum
saptandi (Sekil 3).

Sekil 3. Kese lojunda 40x33 mm boyutunda bilioma ile uyumlu kistik
olusum

Hasta genel cerrahiye konsiilte edildi. ileri tetkik ve tedavi
amaci ile genel cerrahi servisine yatirildi. Hemodinamik olarak
perkitan drenaj yapilamayan hastaya acil exploratif cerrahi
uygulandi. Exploratif cerrahi uygulanan hasta komplikasyon
gelismemesi neticesinde genel cerrahi kliniginden post-op 5.
glinde taburcu edilmistir.



283

Journal of Contemporary Medicine

TARTISMA

Laparoskopik cerrahinin acgik cerrahiye gore kisalmig
hastanede kalim suresi, azalmis enfeksiyon riski, azalmis
morbidite ve hizli iyilesme siiresi gibi bircok avantajlarinin
yaninda ameliyat yerini tam olarak koymadaki zorluk ve karin
ici organlarda yapisiklik olan vakalarda zorluk yasanmasi
gibi dezavantajlari vardir. Bu acidan bu olguda laparoskopik
cerrahi sonrasi gelisen biloma kayda degerdir. Laparoskopik
kolesistektomi sonrasi olusabilecek biloma lezyonlarinin
¢ogu 7 glin icinde olusur (4). Ortalama teshis siiresi genelde
1-2 hafta kadardir ancak semptom ve bulgularin geg ortaya
¢ikmasi nedeni ile bilomanin teshisi ortalama 16,8 giine
kadar uzayabilir (6,8). Bizim hastamizin sikayetleri tipik olarak
ameliyattan on glin sonra baslamasina ragmen biloma tanisi
ameliyattan yirmi bes glin sonra basvurdugu acil servisimizde
konulabilmistir. Verilerin 131ginda hastanin sikayetlerinin
erken donemde baslamasina ragmen ge¢ dénemde tani
almasi hastanin post-op kontrollerinin yetersiz oldugunu
distindirmektedir. Mevcut klinik ve laboratuvar bulgularin
1siginda safra yollarina ait patolojiyi destekleyen vakamizda
ilk radyolojik tani yontemi olarak USG'yi tercih ettik. Bu agidan
safra yollari ile ilgili hastaliklari gdstermede oldugu gibi
vakamizda saptanan bilomanin teshisinde USG non-invaziv
olmasi, hizli uygulanabiliyor olmasi ve ucuz olmasi nedeni ile
ilk yapilmasi 6nerilen radyolojik goriintiileme yontemidir ve
bu yontem ile tek veya birka¢ adet iyi sinirli anekoik keskin
sinirlan olan lezyonlar USG'nin ses dalgalarnni giclendirici
etkisi kullanilarak gosterilebilir (9-10). Biloma lezyonlar
genelde kapsiilstizdir. Kalin cidarli cerceve benzeri yapilarinin
olmasive icinde septali bir yapi gdstermesi uzun siire beklemis
bilomalarin gostergesidir. Bizim vakamizda saptanan lezyon
da 20x11x16 cm boyutlara ulasan subfrenik yerlesimli icinde
septa formasyonu gosteren, kalin cidarli ekstra hepatik dev bir
bilomaydi.

Tanida, USG tanida tek basina yeterli degildir. Ultrasonografik
bulgularin  tani  keskinligi  klinik ve anamnez ile
glclendirilmelidir (9). Bizim vakamizda da hasta yirmi bes glin
oncekolesistektomiolmusve ameliyattan 10 glin sonra bulanti,
kusma,ates ve karin agrisi gibi tipik sikayetleri baslamistir. Bu
kilinik ve anamnezin ultrasonografik bulgularimizin tanidaki
glclnu arttirdigin diistinliyoruz. Ayrica, ek tani ydontemi olarak
BT biloma lezyonlarinin varliginidogrulayabilir. Bunun yaninda
tani yontemleri icinde bilgisayarli tomografinin safra yollarina
ait patolojiyi gostermede yetersiz olusundan dolayi stipheli
olgularda ve/veya tomografinin c¢ekilemedigi durumlarda
manyetik rezonans goriintiileme (MRI) bilomayi saptamada
veya ayirici tanida (safra yollari anatomisi ve patolojisini,
karacigerin fokal lezyonlarini géstermede) kullanilabilir (11).
Bizim olgumuzda, lezyonun tipik lokalizasyonda olmasi,
klinik ve anamnez esliginde ultrasonografik bulgularin BT ile
desteklenmesi neticesinde tanimizin yiiksek ihtimal biloma
olduguna karar verildi.

Tedavide, transkutandz ve endoskopik ultrasonografi (EUS)
esliginde drenaj ve cerrahi olarak konulan drenaj kateterleri
bulunur (12,13). Bizim hastamiza hemodinamik durumundan
dolayi acil eksploratif cerrahi uygulanmistir.

SONUC

Sonug olarak, laparoskopik kolesistektomi sonrasi safra yolu
hasari sonrasinda olusabilecek dev biloma komplikasyonu
akilda tutulmaly; iyi 6ykd, fizik muayene ve uygun goriintileme
yontemi ile erken tani ve uygun tedavi ile morbidite ve
mortalite oranlari azaltilmalidir.
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Abstract

Introduction: Creatinine was started to be used as a marker of
glomerular filtration rate (GFR) in 1920's. Later in the 1990s, cystatin
C was shown to be superior to creatinine in assessing GFR. In some
patients, glomerular filtration of cystatin C was found to be low
compared to creatinine, and it was hypothesized that glomerular
pores may have been shrunken in these patients. For the group of
patients having a cystatin C based estimation of GFR (eGFR cystatin
C) to creatinine-based estimation of GFR (eGFR creatinine) ratio of
<60%, the pathophysiological classification is defined as Shrunken
Pore Syndrome.

Case: A 16-month-old female patient was admitted to Ege University
Pediatric nephrology clinic with the diagnosis of neurogenic bladder
secondary to meningomyelocele. She had a history of antenatal
meningomyelocele, and hydrocephalus diagnosed as Arnold Chiari
type 2. On postnatal day 1, she had undergone meningomyelocele
sac excision and ventriculoperitoneal shunt operation. There was
no history of pyelonephritis. Systemic examination revealed a
dysmorphic facial appearance, operation scar on her back and
syndactyly of the toes, and paraplegia on neurological examination.
In laboratory examination; urea: 24 mg/dL, creatinine: 0.3 mg/dL,
parathormone: 47 ng/mlL, cystatin C: 1.4 mg/L (RR: 0.53-0.95), blood
32 microglobulin: 2716 ng/mL. Patient’s eGFRcystatin C: 107 ml/
min/1.73m? and eGFRcreatinine: 188 ml/min/1.73m?2 Shrunken
Pore Syndrome was considered due to the difference between the
patient's eGFRcystatin C value and eGFRcreatinine value.

Conclusion: Shrunken Pore Syndrome has no known treatment;
however, it is important to diagnose these patients because of
accompanying risks such as increased cardiac mortality. With the
usage of cystatin C as a marker of GFR, possible mortality risks can
be predictable and preventive measures can be taken early on.

Keywords: Shrunken pore syndrome,cystatin C, creatinine, GFR,
glomerular filtration rate

0z

Giris: Sistatin C bazli tahmini Glomeruler filtrasyon hizi (GFR)
Olctimleri son dénem bobrek yetmezligi, kardiyovaskuler bulgular
ve mortaliteyi dngdrmede kreatinin bazli dlciimlerden Ustln olup;
cinsiyet, yas ve kas kitlesinden bagimsizdir. Bazi olgularda sistatin
C'nin filtrasyonunun, kreatinine goére daha az oldugu gézlemlenmis
ve bunun porlarin daralmasindan kaynaklandigi kanitlanmistir.
Sistatin C bazli tahmini GFR (eGFRsistatin C), kreatinin bazli tahmini
GFR'nin (eGFRkreatinin) %60'1na esit veya bunun altinda olmasi
patofizyolojik olarak ‘Shrunken Pore Sendromu’ olarak tanimlanmistir.
Bu yazida Shrunlen Pore sendromlu bir kiz olgudan bahsedildi.

Olgu: 16 aylik kiz hastanin meningomiyelosel ve noérojenik

mesane ile Ege Universitesi Cocuk Nefroloji poliklinigine basvurdu.
Ozgecmisinde antenatal meningomyelosel ve hidrosefali nedeniyle
Arnold Chiari tip 2 tanisi, postnatal 1. ginde meningomyelosel
kesesi eksizyonu ve ventrikiloperitoneal sant operasyonu mevcuttu.
Piyelonefrit 6ykusu yoktu. Fizik bakisinda; dismorfik yiz gériinimd,
parapleji, belde operasyon skari, ayak parmaklarinda sindaktili
mevcuttu. Laboratuvar incelemesinde; tire:24 mg/dL, kreatinin: 0,3
mg/dL, parathormon: 47 ng/mlL, Sistatin C 1,4 mg/L (RA:0,53-0,95),
kan beta 2 mikroglobulin: 2716 ng/mL idi. Hastanin eGFRsistatin C:
107 ml/ dk/1,73m? ve eGFRkreatinin: 188 ml/dk/1,73m? idi. Hastada
eGFR sistatin C degeri ile eGFRkreatinin degeri arasindaki farktan
dolayi Shrunken Pore Sendromu dustnuldd.

Sonug: Shrunken Pore Sendromlu hastalarda artmis kardiyak
mortalite riski belirtildiginden; GFR belirteci olarak sistatin C'nin
kullaniimasi, hem kardiyak riskli hastalar hem de hastaligin gercek
prevalansini belirlemeyi saglamakta nem tasimaktadir.

Anahtar Kelimeler: Shrunken pore sendromu, glomerdler filtrasyon
hizi, GFR, sistatin C, sistatin C GFR

Corresponding (lletisim): Sevgin Taner, Ege University Faculty of Medicine, Department of Pediatric Nephrology, Izmir, Turkey

E-mail (E-posta): sevgintaner@gmail.com
Received (Gelis Tarihi): 12.03.2020 Accepted (Kabul Tarihi): 26.04.2020



dx.doi.org/10.16899/jcm.701276
https://orcid.org/0000-0003-1578-789X
https://orcid.org/0000-0003-1350-6353
https://orcid.org/0000-0001-5430-3136
https://orcid.org/0000-0001-9189-0480
https://orcid.org/0000-0001-8745-7238

Sevgin Taner, Shrunken Pore Syndrome

285

INTRODUCTION

Creatinine was started to be used as a marker of glomerular
filtration rate (GFR) in 1920's. Later in the 1990s, cystatin C was
shown to be superior to creatinine in assessing GFR. Cystatin
C-based estimated GFR (eGFR cystatin C) calculations give
us the most realistic results regardless of race, sex, age and
muscle mass. However, the most accurate results are gathered
with both cystatin C and creatinine calculations. In addition, it
is reported that cystatin C-based predictive measurements are
superior to creatinine-based measurements in predicting end-
stage renal disease, cardiovascular findings, hospitalization
and mortality." Creatinine with a molecular weight of 113 Da
and cystatin C of 13343 Da is normally filtered freely through
the glomerular membrane. In some patients, glomerular
filtration of cystatin C was found to be low compared to
creatinine, and it was hypothesized that glomerular pores
may have been shrunken in these patients. For the group of
patients having a cystatin C based estimation of GFR (eGFR
cystatin C) to creatinine-based estimation of GFR (eGFR
creatinine) ratio of <60%, the pathophysiological classification
is defined as Shrunken Pore Syndrome.? Shrunken pore
syndrome is defined thoroughly in adult patients, however
there is only one literature on Shrunken pore syndrome in
children and no case reports. In this paper, we report and
discuss, in accordance with the literature, a pediatric patient
with newly defined Shrunken pore syndrome.

CASE

A 16-month-old female patient admitted to Ege University
Pediatric nephrology clinic with the diagnosis of neurogenic
bladdersecondarytomeningomyelocele.She was hospitalized
because of high cystatin C levels detected in routine check-
ups. She had a history of antenatal meningomyelocele, and
hydrocephalus diagnosed as Arnold Chiaritype 2.On postnatal
day 1, she had undergone meningomyelocele sac excision
and ventriculoperitoneal shunt operation. The patient then
underwent repeated shunt revision operations. There was
no history of pyelonephritis. In the family history, the mother
had type 2 diabetes mellitus and hypothyroidism. On physical
examination; her weight was 11 kg (50-75p), height was 71 cm
(<3p), blood pressure was 100/65 mmHg (90-97p). Systemic
examination revealed a dysmorphic facial appearance (deeply
located eyes, bitemporal stenosis), operation scar on her back
and syndactyly of the toes, 1/6 systolic murmur on cardiologic
examination, and paraplegia on neurological examination. In
laboratory examination; hemoglobin:11.3 g/dL (RR: 11-13),
hematocrit: 34.31% (RR: 37-53.7) leukocyte: 11.6 103/pL (RR:6-
17) neutrophils: 6.27 103/uL (RR: 2-6.9), platelet: 387 103/uL
(RR: 142-424), urea: 24 mg/dL (RR: 10.7-57.7), creatinine: 0.3
mg/dL (RR: 0.3-1.0), uric acid: 4.5 mg/dL (RR: 1.9-5.4), total
protein: 6.6 g/dL (RR: 5.2-7.4) albumin: 4.1 g/dL (RR: 3.1-4.8),
AST:30 U/L (RR: 18-63), ALT: 18 U/L (RR: 10-32), Na: 134 mmol/L
(RR: 132-143), K: 4.7 mmol/L (RR: 3.2-5.7), Cl: 103 mmol/L (RR:
98-116), CRP: 0.2 mg/dL (RR: 0-0.5), cystatin c: 1.4 mg/L (RR:

0.53-0.95), blood B2 microglobulin: 2716 ng/mL (RR: 651-
2295) In routine urine examination: density: 1015 g/mL, pH:
6.5, leukocyte: 1/hpf (RR:0-5), erythrocyte: 1/hpf (RR:0-5), spot
urine protein/creatinine: 0.39 g/g creatinine (RR: <0.40), spot
urine beta 2 microglobulin: 84.8 mg/g creatinine (RR: <300),
FENa: 1.3%, FEK: 15.9%, TPR: 83 mmHg (RR:65-110). Urine
culture was negative. Patient’s eGFRcystatin C value: 107 ml/
min/1.73m? (RR: 93-207) and eGFRcreatinine value: 188 ml/
min/1.73m? (RR: 87.9-122.5). On ultrasound examination; the
right kidney was 57 mm (3-10p) and the left kidney was 58
mm (3-10p) in length, with an average parenchymal thickness
of 8 mm on the right and 7 mm on the left. Renal parenchyma
scintigraphy with Technetium 99m revealed, kidneys were of
normal shape and size and radiopharmaceutical involvement
was within normal limits. The contours were also appeared
regular. The contribution of the right kidney to the total
renal function was 48% and of the left kidney was 52%. The
patient had post voiding residues and was diagnosed with
neurogenic bladder and a combined treatment of clean
intermittent catheterization, amoxicillin and oxybutynin was
prescribed. Shrunken Pore syndrome was considered due to
the difference between the patient's eGFRcystatin C value
and eGFRcreatinine value. Electrocardiogram results: ASD
sekundum 7-8 mm, at the pulmonary arteries maximum 17
mmHg gradient was found. Ejection fraction was 69%.

DISCUSSION

Shrunken pore syndrome is defined by a difference of 60%
or less in eGFRcreatinine/ eGFR cystatin c ratio. In this paper,
we reported a child with shrunken pore syndrome who had
no other renal abnormalities. In patients with Shrunken Pore
Syndrome, creatinine ratios of other low molecular weight
proteins such as beta 2 microglobulin, parathyroid hormone,
brain natriuretic peptide, amylase, lipase, prealbumin,
albumin, alpha 1 acid glycoprotein and retinol binding
protein, were also high.®! The clearance of each of these
proteins is done by glomerular filtration and this clearance
decreases proportionally with the shrinkage of glomerular
pores. The mechanism that gives the syndrome its name,
explains this simultaneous increase of all these proteins in the
blood panel.™ In our case our patient had an eGFRcystatin ¢
of 107, which is 57% of the eGFRcreatinine value of 188. Our
patient also has a such high blood beta 2 microglobulin level
as 2716 ng/mL. The patient underwent renal ultrasonography,
urodynamic testing and DMSA testing to rule out other renal
abnormalities.

Since shrunken pore syndrome is very recently defined in
pediatric patients, there is only one study® that shows the
prevalence levels in the pediatric group, and it states the
prevalence in children as 4.8%. With a regular use of cystatin
c as a marker of GFR, shrunken pore syndrome can be
diagnosed more frequently, and more data can be collected.
Moreover; literature on adult patients also show a link
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between high cardiac mortality and shrunken pore syndrome.
21 Qur patient also underwent ECO testing to determine
an abnormality of the heart due to a suspicion on physical
examination, but the results were normal. Tests such as carotid
intima media thickness (CIMT), pulse wave velocity (PWV) and
augmentation index (Alx) are considered to be the cursor of
the clinical or subclinical atherosclerotic vascular diseases [6].
We tried to assess Alx and PWV but the patient being too small
did not allow measurements. It can be suggested that when a
child is diagnosed with shrunken pore syndrome, these tests
can also be checked to assess the cardiovascular health of the
child and moreover, these tests can be useful in follow-ups to
prevent future cardiac problems.

CONCLUSION

Shrunken pore syndrome has no known treatment; however,
it is important to diagnose these patients because of
accompanying risks such as increased cardiac mortality.
Use of cystatin c as a marker of GFR and a regular control of
eGFRcystatin C will help determine possible shrunken pore
patients. Thus, possible mortality risks can be predictable and
preventive measures can be taken early on.
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Abstract

Tracheobronchopathia osteochondroplastica is a rare,
benign condition characterized by the presence of
multiple cartilaginous and / or bony submucosal nodules
protruding into the tracheobronchial Iimen. In general,
Tracheobronchopathia osteochondroplastica is diagnosed
incidentally during bronchoscopy or autopsy and is not
associated with a specific disease. It can be asymptomatic or
present with non-specific respiratory symptoms.We presenta
case of a 62 year-old female patient who was diagnosed with
Tracheobronchopathia osteochondroplastica by Flexible
bronchoscopy and thorax CT performed to investigate
chronic cough.

Keywords: Tracheobronchopathia osteochondroplastica,
Flexible bronchoscopy, cough

INTRODUCTION

Tracheobronchopathia osteochondroplastica (TO) is an
uncommon benign condition affecting the lumen of the
tracheobronchial tree and characterized by abnormal
chondrification and ossification of cartilages." Because of
the absence of cartilage in this region of the airway, these
nodules involve the anterior and lateral walls of the trachea
and the bronchus, sparing the posterior membranous wall.?
The nodular lesions are sessile, calcified and vary in diameter
between 1-10mm.

Oz

Trakeobronkopati Osteokondroplastika trakeobronsial limen
icine uzanarak kemik ve/veya kikirdak submukozal noddllerle
karakterize, nadir, benign bir  durumdur. Genel olarak,
Trakeobronkopati  Osteokondroplastika bronkoskopi  veya
otopsi sirasinda tesadlfen teshis edilir ve spesifik bir hastalikla
iliskili ~ degildir. ~ Trakeobronkopati  Osteokondroplastika,
asemptomatik olabilir veya spesifik olmayan solunum
semptomlarrile mevcut olabilir. Kronik 6ksirigu arastirmak igin
yapilan Fleksibl Bronkoskopi ve toraks BT ile tani konulan 62
yasinda kadin hasta sunuldu.

Anahtar Kelimeler: Trakeobronkopati osteochondroplastica
(TO), Fleksibl bronkoskopi, 6kstrtk

Tracheobronchopathia osteochondroplastica is a chronic
disease, with male prevalence (male;female=3;1), and
predominantly manifesting between the fifth and seventh
decades of life.># In general, TO is diagnosed incidentally
during bronchoscopy or autopsy and is not associated with a
specificdisease. Chronic cough is the most common complaint
and about 54% of patients with TO complain.”! In this study,
we present a case of TO which was detected incidentally in a
CT scan performed to investigate chronic cough.
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CASE PRESENTATION

62-year-old female patient was admitted to hospital with the
dry cough and occasional shortness of breath for 4 years. He
had been treated with the diagnoses of acute bronchitis and/
or asthma for several occasions and numerous antitussive
prescriptions were given as well. She had never smoked. The
patient's respiratory voices were normal and there was no
other feature in the resume.

Laboratory studies, complete blood count, biochemical
results, and erythrocyte sedimentation Arterial blood
gases, pulmonary function tests and current-volume curve
was normal. Current and previous posteroanterior chest
radiographs were not suggesting any abnormality.

To investigate the underlying causes of chronic dry cough,
a thorax CT was performed, which demonstrated multiple
nodules lesions at the different levels of the trachea, and also
in the right main bronchus. No significant luminal narrowing
was observed, and typically the posterior membranous wall of
the trachea was normally observed (Figure 1).

Figure 1. Chest CT scan showing multiple calcified nodules in the trachea and
main bronchi, sparing the posterior membrane.

Flexible bronchoscopic (FB) examination of the patient is
localized on the anterior and lateral walls of the trachea, a
large number of white colored, hard-structured and irregularly
appearing nodular lesions were detected. The number of
nodules were decreasing while going down through the
main bronchi (Figure 2). The biopsy was performed difficult
because of the nodules lesions were hard-structured.
Histopathological examination showed fragments of normal
cartilage and bone formation with normal mucos (Figure 3).

Taking together the thorax CT, FB and biopsy findings, the
diagnosis of TO was established. No specific treatment for
TO was offered to patient. The patient remains under clinical
follow-up with management of symptoms.

Figure 2. Flexible bronchoscopy showing nodular deformities along multiple
nodules from anterolateral wall of trachea and main bronchi protruded into
the lumen

=
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Figue 3. Histopathological exam from the biopsy illustrated of A) with
respiratory epithelium, hyaline cartilage in benign appearance and mature
bone tissue. (Hematoxylin-Eosin x100); B) Amyloid staining was not observed.
(Congo-red x100)

DISCUSSION

Tracheobronchopathia osteochondroplastica is a rare and
benign disorder with characterization of multiple sub-
mucosal osseous and cartilaginous nodules in the anterior
and lateral wall of trachea and bronchus It is usually diagnosed
in patients aged over 50 years, but one case in a 9-year-old
child.®" Although chronic infection, congenital anomaly,
chemical or mechanical irritation, degenerative or metabolic
abnormalities, and genetic predisposition are considered
factors contributing to development, the cause of the disease
is currently unknown.® Our case is over 50 years old and there
were no etiologically conceivable exposures. In addition, no
calcium metabolism disorder was detected.

Majority of the patients with TO are asymptomatic. Chronic
cough and dyspnea are the most frequent presentations.
Other presentations include hemoptysis, dry throat, recurrent
lower respiratory tract infection. In our case, chronic cough
was the most frequent respiratory symptom. Chest radiograph
is usually normal. The chest CT imaging may demonstrate
multiple submucosal irregular, sessile and calcified nodules
involving the anterior and lateral wall of the tracheobronchus,
usually sparing the posterior membranous.”#!

Flexible bronchoscopy is the most valuable tool for
establishing the diagnosis. Diagnosis is ultimately dependent
on the bronchoscopic finding of sessile submucosal nodules
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protruding into the lumen of the trachea and main bronchi,
with a beaded or “rock garden” appearance. Obtaining a
bronchoscopic forceps biopsy may prove to be difficult owing
to the stony hard nature of the nodules. Although biopsy is
not necessary for diagnosis of this disorder, it may be helpful
to exclude disorders included in the differential diagnosis of
nodularity within the trachea. The differential diagnosis of
TO includes amyloidosis, sarcoidosis, calcificating lesions of
tuberculosis, papillomatosis, tumors of bronchial and tracheal.
I The characteristic sparing of the posterior wall may help
to differentiate the TO from tracheobronchial amyloidosis.
Histopathological analysis from the bronchoscopic biopsy
specimens shows heterotopic bone formation with abnormal
cartilage proliferation and calcium deposits. Histopathological
picture may help to rule out other diseases such as
amyloidosis, mucoepidermoid carcinoma, papillomatosis,
sarcoidosis. In our case, the diseases included in the differential
diagnosis were excluded by histopathological evaluation of
bronchoscopic biopsy.

No specific therapy for TO is currently available. Treatment is
only symptomatic. Patients with TO could be simply followed
for prolonged periods of time. Surgical removal, laser ablation
or radiotherapy, or stent implantation should be performed
only in cases of the airway narrowing by the lesions.'™

In conclusion, TO is a rare and benign trachea and bronchi
disease, characterizing by submucosal ossified and
cartilaginous nodules. Thorax CT and FB should be performed
to reveal the rare underlying causes of chronic cough patients
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0z

Atopik veya anafilaktik tip olarak da adlandirilan Tip | alerjik reak-
siyonlari; Ig E aracil acil hipersensitivite reaksiyonlaridir. Alerjen
olarak adlandirilan belirli bir antijene yutma, solunum, enjeksiyon
veya dogrudan temas ile tekrar maruz kalinmasiyla tetiklenen reak-
siyonlardir. IgE antikorlari, histamin graniilleri iceren mast hiicrele-
rine ve bazofillere baglanir. Ayni alerjene daha sonra maruz kalmak,
bagh IgE'nin degraniilasyona yol agmasina ve histamin, I6kotrien,
prostaglandinler gibi mediatorlerin salgilanmasina neden olur. Re-
aksiyon lokal veya sistemik sekilde gorlebilir. Tip I asirt duyarlilik
reaksiyonlari sonucu olusan klinik tablolar; Urtiker, anjiyoodem,
anafilaksi,atopik egzema, anafilaksi, besin ve ilac alerjileri, aler-
jik astim, alerjik rinit ve alerjik konjonktivit seklinde gruplandirlr.
Bu derlemenin amaci giinliik dermatoloji pratiginde sik ve nadir
karsilagigimiz tim tip 1 alerjik reaksiyonlarin klinik gortinimlerini
g6zden gecirmek ve bu hastaliklarin olug mekanizmasiyla klinikleri
arasi baglanti kurmak hedeflenmistir.

Anahtar Kelimeler: Tip 1, alerjik, reaksiyonlar

Asiri duyarhlik reaksiyonlari; bir antijen/alerjene karsi abartili/
istenmeyen uygunsuz immin tepkiler olarak tanimlanir.
Coombs ve Gell tarafindan asiri duyarlilik reaksiyonlari (ADR)
4 tip olarak siniflandiriimistir. Tip I: Anafilaktik tip duyarlilik
/ IgE aracili tip | alerji: En sik gorilen tiptir. Tip Il: Sitotoksik
tip duyarlilik, Tip Ill: immunkompleks reaksiyonlari ve Tip IV:
Gecikmis tip asin duyarlilik reaksiyonlari seklindedir. Bazi
yazarlar, daha sonra Coombs ve Gell siniflandirmalarinda
degisiklikler /ilave kategoriler 6nermislerdir.l"

Tip | Asini Duyarlilik: Atopik / Anafilaktik tip duyarhlik olarak
da adlandirilir. Alerjen olarak adlandirilan belirli bir antijene
tekrar maruz kalinmasiyla tetiklenen alerjik bir reaksiyondur.
Polen, hayvan kepekleri veya toz akarlarn gibi cevresel
proteinler gibi cesitli allerjenlere cevap olarak bagisiklik

Abstract

Type 1 allergic reactions, also called atopic or anaphylactic type are
IgE-mediated emergency hypersensitivity reactions. These are reac-
tions triggered by re-exposure to a specific antigen called an allergen
by ingestion, inhalation, injection or direct contact. IgE antibodies bind
to mast cells and basophils containing histamine granules. Subsequent
exposure to the same allergen leads to degranulation of the bound
IgE and secretion of mediators such as histamine, leukotriene, prosta-
glandins. The reaction can be seen locally or systemically. Clinical man-
ifestations of type | hypersensitivity reactions; urticaria, angioedema,
anaphylaxis, atopic eczema, anaphylaxis, food and drug allergy, allergic
asthma, allergic rhinitis and allergic conjunctivitis are grouped. The aim
of this review is to review the clinical manifestations of all type 1 allergic
reactions that are common and rare in daily dermatology practice, and
to establish a connection between these mechanisms and the clinics.

Keywords: Type 1, allergic, reactions

sistemi tarafindan Uretilen IgE antikorlari aracilik eder. IgE
antikorlari, histamin grandlleri iceren mast hicrelerine ve
bazofillere baglanir. Ayni alerjene daha sonra maruz kalmak,
bagl IgE'nin degraniilasyona yol ac¢masina ve histamin,
I6kotrien, prostaglandinler gibi mediatorlerin salgilanmasina
neden olur. Alerjene maruziyet yutulmasi, solunmasi,
enjeksiyonu / dogrudan temas ile olusur. Reaksiyon lokal veya
sistemik olabilir. Baglica etkileri vazodilatasyon ve diiz kas
kasilmasidir. Semptomlar hafif bir reaksiyondan anafilaktik
soktan ani 6liime kadar degisebilir. Alerjenler; kiiclik 10-40 kDa
agirhginda, spesifik protein bilesenleridir. Distik dozda alerjen
ozellik gosterirler ve genelde ¢codu antijen Th 2 imminitesini
arttinr. Bu proteinler, sindirim enzimleri, tasiyici proteinler
ve polen tanima proteinleri gibi bircok biyolojik fonksiyona
sahiptir.
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Tip | asin duyarhhk/Atopik veya anafilaktik tip alerjiler, Ig
E aracili acil hipersensitivite reaksiyonlaridir. Bu patolojik
mekanizmalar sonucunda karsilastigimiz klinik tablolar:

« Urtiker

+ Akut kontakt urtiker
« Oral alerji sendromu
« Anjioédem

« Anafilaksi

« Atopik dermatit

+ Besin alerjileri

. llag alerjileri

+ Alerjik astim

+ Alerjik konjonktivit
« Alerjik rinit

seklinde siralanabilir.l"

ilac alerjileri: Advers ilac reaksiyonlari; Tip A ve Tip B olmak
Uzere ikiye ayilir. Tip A reaksiyonlari %85-90 oraninda gorilir,
genellikle doza bagml, bir ilacin bilinen farmakolojik
ozelliklerinden tahmin edilebilir 6zelliktedir. Tip B reaksiyonlari
hipersensitivite / asir duyarlilik  reaksiyonlaridir, dozdan
badimsiz olarak kabul edilir. Advers ilag reaksiyonlarinin %10-
15'ini olusturur. Duyarli hasta grubunda meydana gelir ve
ilacin farmakolojik etkilerinden farkli belirti ve semptomlara
sahiptir. Immun aracili (alerjik) ve immun aracili olmayan (non
alerjik) seklinde ikiye ayrilir. ilac asir duyarlilik reaksiyonlarinin
blylk cogunluguna immiinolojik mekanizma aracilik eder.
Baslangici genellikle ilaca maruz kaldiktan sonraki bir saat
icinde olur. Belirtiler tedavi ile hizla duzelir. En sik Grtiker ve
anjiyoodem olmak (zere, pruritus /flagsing, okiler kasinti
ve yirtilma, hapsirma ve burun akintisi, nefes darligi, hiriltih
solunum, ronkdsler, karin agrisi gibi gastrointestinal belirtiler,
hipotansiyon ve anafilaksi gorilebilir. Tip | reaksiyonlarinda
en sik etken ilaclar; Beta-laktam antibiyotikler, nonsteroidal
antiinflamatuar ilaclar, iyotlu kontrast madde, néromuskuler
bloke edici ajanlar, kinolonlar, platin iceren kemoterapotik
ajanlar, setuksimab ve rituksimab gibi kimerik antikorlar iceren
yabanci proteinleri iceren biyolojik ajanlardir.**!

Besin alerjileri: Tip 1 alerjik reaksiyonlar grubunda yer
alan diger bir sinif besin alerjileridir. Besin alerjisi ve besin
intoleransi ayirimi iyi yapilmalidir. Besin alerjisi ciddi yasami
tehdit edici bir durumdur.”? Gidalarla ilgili advers reaksiyonlar,
genel populasyonun %20'sinde yaygin bir sorun teskil eder. Bu
advers reaksiyonlar da alerjik (immuinolojik) ve alerjik olmayan
(immiinolojik olmayan) gida reaksiyonlari olarak iki kisimda
incelenir. Alerjik (immunolojik); IgE aracili reaksiyonlar; en ciddi
reaksiyonlardir ve gecikmeli (IgE aracili olmayan) reaksiyonlar
olmak Uzere gruplandirilir. Alerjik olmayan (imminolojik
olmayan) gida reaksiyonlari ise en yaygin gorilen gida
reaksiyonudur. Gida reaksiyonlarinin ¢ogu alerjik degildir ve
cogunlukla laktoz intoleransi gibi gida intoleranslariileilgilidir.
Gida intoleransi belirtileri gastrointestinal sistem ile sinirhdir.
B9 Besin alerjisi, bir yiyecege (genellikle yutulmasi) maruz
kaldiktan sonraki anormal immiinolojik cevaptan kaynaklanir.
Doku mast hicrelerinden ve dolasimdaki bazofillerden

mediator saliniminin yol actigr distnilmektedir. IgE kaynakli
gida alerjik reaksiyonlari baslangicta hizlidir, tipik olarak alim
suresinden dakikalar-2 saaticinde baslar. Belirtiler cilt, solunum
ve gastrointestinal ve kardiyovaskdler sistemiicerebilir. Hemen
tedavi edilmezse, IgE aracili reaksiyonlar 6limcdil olabilir. En sik
olaraklg E aracilitip 1 alerjik reaksiyon yapan besinler yumurta
beyazi, inek sitl, yer fistigl, soya fasulyesi, bugday, balik,
kabuklu deniz trinleri, kivi, muz ve kuruyemislerdir. Yiyecek
alerjenlerinin ¢cogu proteinlerdir. Karbonhidrat alerjenleri,
sigir eti ve kuzu gibi kirmizi etlere, yutulduktan 3-6 saat sonra
gecikmis semptomlara neden olan alerjik reaksiyonlarda tarif
edilmistir."% Akut Urtiker ve anjiyoodem gida alerjeni aldiktan
sonra birkag dakika icinde ¢ikan, besin alerji reaksiyonlarinin
en sik gorilen kutandz belirtileridir. Besinler ayrica akut
kontakt Urtikere de yol acabilir. Ancak gida alerjileri kronik
Urtikerde nadir gorilen bir nedendir. Glnllk ataklar seklinde
gorulen kronik trtiker hastalarinda tip 1 alerjik reaksiyonlara
sik rastlaniilmaz. Kronik Urtikerli hastalarda daha sik olarak gida
ve gida katki maddeleriile olusan psddoalerjik reaksiyonlar rol
oynar. Bu reaksiyonlar daha geg ortaya cikar. Besin alerjilerinde
gorilebilecek diger belirtiler; orofarengeal semptomlar ve
solunum yolu semptomlari; astim, alerjik rinit ve konjonktivit,
goguste sikisma, nefes almada zorluk, wheezeing ve stridor
seklindedir. Gastrointestinal semptomlar; bulanti, karin agrisi,
karin kramplari, kusma, ishal gibi IgE aracili gastrointestinal
semptomlar, gida alerjeni nedeniyle anafilakside belirgindir.
Gastrointestinal sanafilaksi, semptomlar izole oldugunda
gorulir. Kardiyovaskiler sisteme ait tasikardi ve hipotansiyon
ve anafilaksi gorilebilir.”1?

Gida ile iliskili egzersiz anafilaksisi: Tip 1 alerjik reaksiyon
neticesinde ortaya cikar. Nadirdir, bazi gidalarin egsersiz
oncesi yenmesi ile anaflaksi olusur. Kasint, Girtiker, anjioodem,
dispne, hipotansiyon ve sok gorulir. En sik neden olan
gidalar; bugday, kereviz, kabuklu deniz Grinleri, yer fistidi,
kuruyemisler ve domates, karides ve tavuktur. En sik neden
bugdaydir, icindeki omega 5-gliadin temel alerjen maddedir.
Klinik tablo, alerjik reaksiyona neden olan gidanin alimi ve
egzersizin bir arada oldugu zaman ortaya c¢ikar. Tani; dykiiye
ilaveten spesifik Ig E'nin gosterilmesi ile konulur. Egzersiz
Oncesi 3 saat, sonrasi 1 saati kapsayan zaman diliminde
allerjen gidalardan sakinmak gerekir."

Bazi gida alerjisi bozukluklar, hem IgE hem de IgE aracili
olmayan bilesenlere sahip olabilir. Bu sekilde hem IgE hem de
IgE aracili olmayan bilesenlere sahip karisik tip bozukluklar;
atopik dermatit ve eozinofilik gastrointestinal bozukluklardir.
Eozinofilik gastrointestinal bozukluklar; intestinal sistemin
eozinofilik infiltrasyonuna eslik eden gastrointestinal
disfonksiyon semptomlaridir. Eozinofilik 6zofajit ve eozinofilik
gastroenteriti icerir.l'?

Urtiker: Mast hiicreleri, immiinolojik veya immiinolojik
olmayan faktérlerle aktive edilebilir.immiinolojik tetikleyiciler
arasinda, IgE aracili acil asiri duyarlilik reaksiyonu, mast hiicre
aktivasyonunun klasik mekanizmasidir. Tip 1 alerji sonucu
olusan Urtiker tiplerine, bazi akut veya epizodik Urtiker, gida ile
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iliskili akut UGrtiker ve latexe bagli kontakt Urtiker 6rnek olarak
verilebilir. 6 haftadan daha uzun slren, ancak haftada ikiden
daha az atak varsa epizodik KU olarak adlandirimaktadir. Akut
Urtikerli hastalarin yaklasik %50'sinde neden bilinmemektedir
ve duruma akut spontan Urtiker (ASU) denmektedir.
Belirlenebilir fiziksel veya diger uyaricilarin varliginda ortaya
cikan Urtikerler “uyarilabilir Grtiker” olarak adlandirilir. En
yaygin tetikleyiciler; enfeksiyonlar (%40), ila¢ reaksiyonlari
(%9,2) ve gida (%0,9) seklindedir.'*'4

Hastalarin yarisinda sadece Urtiker, %40 Inda Urtiker ve
anjiyoddem beraber, %10'unda ise anjiyoddem tek basina
gorilir. Gidalanin; AUl olgularin %5,3'tinde sorumlu oldugu
belirtilmektedir. Yetiskin akut urtikerli hastalarda gidalar ile
olusmus tip 1 alerjik reaksiyonlarin orani %1'in altinda, AU ile
basvuran cocuk hastalarin yaklasik %10'unda IgE aracil gida
alerjisi gozlenir. Kiiglik cocuk; yumurta, siit, soya, fistik, bugday
en sik; biyik cocuklarda da; balik, kabuklu deniz Grinleri ve
findik en fazla suclanan gidalardir. Gida ile indiklenen tip 1
alerjik Urtiker daha ¢ok genetik yatkinhdi olan, atopik bulnyeli
kisilerde gorilir. Lezyonlar intermitant ataklar seklinde,
gidanin alimindan sonraki 30 dak icinde ortaya cikar ve birkag
saaticinde kaybolur. Hastalar siklikla gida ve katki maddelerini
semptomlarin baslangici ile iliskilendirir; ancak, tip | alerji
kronik spontan Urtikerin (KSU) nadir bir nedenidir. KSU'de IgE
aracili alerji genelde sorumlu degildir. Gida alerjisi, tipik olarak
maruziyet sonrasi 1 sa icinde aralikli semptomlari olan KSU'lii
hastalarda dusinulmelidir. CSU hastalarinin yaklasik %20'si
en yaygin olarak findik, patates, elma, yulaf ezmesi, sigir eti ve
deniz Urilinleri olan gida alerjenlerine karsi pozitif prick testine
sahiptir. Vakalarin %2'sinde, Ig E alerjisi dogrulanir. Yetiskin
ve cocuklarda gida ile iliskili KSU olgularinin cogunlugunun
psodoalerjik reaksiyon oldugu kabul edilmektedir. Psodoalerjik
reaksiyonlar; dogal gida iceriklerine hem de katki maddelerine
karsi olusur (non-IgE mediated).">"*

Kontakt uirtiker: Bir maddeyle temas eden deri ve mukoza
bolgelerinde drtiker plaklarinin gelisimi olarak tanimlanir.
Nonimmdnolojik/iritan ve immiinolojik/alerjik kontakt Grtiker
olmak Uzere baslica iki ana grupta siniflandirilir. Ayrica karigik
/ belirlenmemis/tanimlanmamis bir ~ patomekanizmada
mevcuttu.''®

immiinolojik kontakt iirtiker: Duyarlanmis kisilerde allerjen
spesifik IgE ile gelisen tip | reaksiyondur. Atopik kisilerde daha
siktir. Nonimmiinolojik KU'ye gére daha ciddi reaksiyonlar
gorulir. Gidalar, bitki ve hayvan proteinleri, ilaclar, koruyucular,
metallerve endistriyel maddeler, kozmetik trlinler ve kimyasal
maddeler en sik nedenleridir. Dogal lastik lateks en 6nemli
nedenlerden birini olusturur. Sinirli ve hafif bir reaksiyon gibi
gorulse de sadece temas bolgesinde sinirli kalmayip, lezyonlar
tim viicuda yayilabilir. Maibach ve Johnson 1975'te “kontakt
iirtiker sendromu” isimlendirmesini hastaligin multisistemik
ozelligine dikkat ¢ekmek amaci ile kullanmislardir. Bu
sendromda etken madde ile temastan sonra 4 evrede
gelisen erken tip bir inflamatuar reaksiyon tanimlanmistir. Bu
sendromda klinik bulgular, allerjenle temas sekli, doz ve kisinin
duyarhlk derecesi ile iliskili olarak degisiklik gosterir.l''®

Protein Kontakt Dermatiti

1976 ‘da Danimarka'da gida endustrisi calisanlarinda goriilen
Ozel bir kontakt dermatit sekli bildirilmis, klinik tabloyu
“protein  kontakt dermatiti” olarak isimlendirmislerdir.
Hastalarda tekrarlayan kontakt urtiker lezyonlarinin zamanla
protein kontakt dermatiti gelisimine neden oldugu ileri
strllmustur. /Subakut veya kronik dermatit seklinde gorlir.
Hastalarda tipik Urtika lezyonlari go6zlenmez. Daha ¢ok
belli ¢ig gidalarla temastan 30-60 dak sonra kronik ekzema
zemininde kasinma, eritem, 6dem ve dishidrotik degisiklikler
gorilir. Sadece parmak ucu ekzemasi olarak gorilebildigi
gibi lezyonlar bilek ve 6n kollara da yayilabilir. Hastalarda ilgili
gidalarla pozitif prick test reaksiyonu saptanmasi patogenezde
tip 1 hipersensitivite reaksiyonunun 6nemli olabilecegini
distndirmistir. Gida ile prick-by-prick test pozitifken; yama
testi genelde negatif olarak raporlanr. ilgili gidalarla + prick
test reaksiyonu saptanmasi patogenezde tip 1 hipersensitivite
reaksiyonunu disundurdr. Bazi olgularda hem yama testi hem
de prick testin pozitif bulunmasi ise patogenezde tip 1 ve tip
IV hipersensitivite reaksiyonunun birlikte rol oynayabilecegini
distindtrmektedir.l'”

Oral alerji sendromu/polen-gida alerjisi sendromu:
Orofarengial mukozanin immiinolojik/alerjik kontakt urtikeri
olarak tanimlanir. Elma, armut, seftali, kiraz, havug, kereviz,
domates, findik, baharatlar gibi taze meyve ve sebzelerin
yenmesini takiben oral mukozada, dudaklar, dil, damak ve
posterior orofarenkste kasinma, karincalanma, yanma hissi,
o0dem seklinde ortaya cikar. Pismis, kurutulmus, soyulmus
meyve yemek, semptomlara neden olmaz. Semptomlar
genellikle lokal ve hafiftir ancak nadir olarak AQ, hiriltili
solunum ve GIS bulgular da gelisebilir. Sistemik semptomlara
ilerleme olusabilir ve anafilaksi + gorilebilir. Hus agaci poleni
gibi cesitli polenlerle meyve proteinleri arasinda c¢apraz
reaksiyon sonucunda gelistigi disinilmektedir. Polen-gida
alerjisi sendromu (PFAS) terimi bu nedenle de kullanilabilir.l'®

Anjiyoodem: Vasodilatasyon ve artmis vaskuler gecirgenlik
sonucu derin dermis, subkutan veya submukozal dokularin
lokalize, kendi kendini sinirlayan, asimetrik, enflamatuvar
olmayan bir 6demi olarak tanimlanir. Larinks tutulumu yasami
tehdit edici olabilirken, intestinal anjiyoddem c¢ok agrili
olabilir ve akut karini taklit edebilir. Genellikle birkag saat ila
1 veya 2 giin sUrer-72 saate kadar surebilir. Anafilaksi gibi bir
sendromun belirtisi olarak ortaya cikabilir. Anjiyoddemde ise
siklikla mukozalar tutulur, kasintidan ¢ok yanma, gerginlik
ve agri gozlenir'*'31 Anjiyoodem histaminerjik, bradikinerjik
ve idiyopatik olmak Uzere gruplandinhr. Histaminerjik
anjiyoddem; Ig E'nin tetikledigi tip 1 alerji ve IgE araciliolmayan
pseudoalerjik tip olarak ayrilir. Histaminerjik anjiyoddem:
Mast hiicresi ve / veya bazofillerin aktivasyonu ile indiklenir,
histamin ve diger mediatorler (histaminerjik anjiyoodem)
salgilanir/alerjik kokenli olarak adlandirilir. Bradikinin aracili
veya non-histaminerjik /alerjik olmayan fazla bradikinin
salinimi nedeniyle olusur.'41>19
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Histamin aracili / Histaminerjik anjiyoodem: En yaygin
gorulenidir. Mast hiicreye ve bazofil aktivasyonuna sekonder
olugur. Siklikla Grtiker ile birlikte gorullr. 12-48 saat surer.
Eritem, kasinti, bronkospazm, karin adrisi, hipotansiyon ve
kusma gibi diger semptomlar eslik edebilir. Belirtiler genellikle
alerjenden 60 dakika sonra gelisir. Gida alimi, cevresel
alerjenler, ilaglar/b6cek zehiri maruziyeti etken olabilir.!"
Anafilaksi: Akut, hizli baslangicl, yasami tehdit edici sistemik
asirt duyarhhk reaksiyonudur, tibbi acil oldugu icin hizla
taninmali ve erken miidahale edilmelidir. Cogu anafilaksi
ataklari, IgE aracih bir mekanizma ile olusur. Anafilaksi
semptom ve bulgulari cogunlukla alerjene maruziyet sonrasi
ilk 2 sa icinde/ani baslangicla olur. Besine bagh anafilakside
30 dak icinde/i.v. tdv ve bdcek sokmasi sonrasi cok daha
hizli sekilde gerceklesir. Bifazik reaksiyonlar; genellikle ilk
bulgulardan 4-12 saat sonra tekrar seklindedir. ilk bulgulara
gore daha siddetli olusur. Adrenalin tedavisinde gecikme
veya yetersizlik, steroid tedavisinin yapilmamasi bu riski
arttirmaktadir. TUm yas gruplarinda en sik nedenler besin, ilag
ve bocek sokmasi seklindedir. Besinler; cocuk ve genclerde
anafilaksinin en onemli tetikleyicisi iken; ila¢c ve bdcek
sokmasi anafilaksisi eriskinler veya vyaslilarda daha siktir.
ilaclar hastanede yatan kisilerde en sik nedeni olusturur. En
sik antibiyotikler; bunlardan da Beta laktam grubu en yaygin
nedendir. En sik tetikleyen gidalar; inek sttd, yumurta, soya,
fistik, findik, balik, kabuklu deniz Urlnleri ve bugdaydir. An
venomuna bagh anafilaksi yasla birlikte artmaktadir, kirsal
kesimde aricilik ile ugrasan bireylerde 6zellikle goriilmektedir.
Lateks, aeroalerjenler ve asilar diger ender nedenler
arasindadur.

Anafilaksi semptom ve bulgulari: %80-90 oraninda; deri,
subkutandz doku ve mukoza tutulumu ile iliskilidir. Deri
tutulumu olmaksizin da anafilaksi gelisebilmekte, ancak tani
zorlugu olusturmaktadir. Solunum sistemi ile iliskili belirtiler
%70 oraninda gorilir. Cocuklarda daha siktir. Gastrointestinal
sistem; karin agrisi, bulanti, kusma, diyare, disfaji seklinde %30-
45 oraninda gordlir. Kardiyovaskiler sistem ile iliskili belirtiler
%10-45 oraninda; eriskinde daha sik olarak gozlenir. Santral
sinir sistemi ile iliskili belirtiler %10-15 oranindadir. Anafilaksi
icin multidisipliner bir uzman grubu tarafindan yayinlanmis
tani kriterleri kullaniimaktadir.2

Bocek isirmalari: Bocekler insanlari isirarak, sokarak veya
temas yolu ile duyarlanma saglayarak dermatolojik agidan
onemli ¢cok sayida alerjik reaksiyona sebep olabilirler. Bocek
Isirmasi sonucu olusan reaksiyonlarin cogu gecici lokal
reaksiyonlardir. Siklikla rtiker plaklarn ve papiller, daha az
olarak da bdller ve hemorajiler veya yaygin papduller goralir.
Sistemik alerjik reaksiyonlar ise siklikla ari sokmasi sonrasi
gelisen, venom spesifik IgE-antikorlari ile ortaya ¢ikan ani tip
reaksiyonlardir. En sik Urtiker ve anjiyoddem, bronkospazm,
blylk havayolunda 6dem, hipotansiyon veya diger anafilaksi
belirtileri gibi bircok belirti ve semptom ile karakterizedir. En
ciddi anafilaktik reaksiyonlar KVS ve solunum sistemlerini icerir
ve potansiyel olarak yasami tehdit edicidir. Bocek 1sirmalari
sonrasi gelisen alerjik reaksiyonlar sokmalardan daha hafiftir.

Boceklerin ilk 1siriklari genellikle lokal agr ve sislige neden
olur, ayniisinga tekrar maruz kalindiginda baz kisilerde 10-15
dakika icinde kardiyovaskduler kollapsa kadar gidebilen klinik
tablo gelisebilir. Hymenoptera grubu icinde en sik karsilasilan
bocek sokmalari, arilara bagli olarak meydana gelenlerdir.
Ulkemizde venoma bagli anafilaksi en sik esek arisi ve bal arisi
sokmalari ile gorilmektedir.?"

Atopik dermatit: Atopik egilimi olan kisilerde gortlen, kronik,
kasintili ve enflamatuvar bir dermatozdur. Atopik dermatit
yasamin ilerleyen donemlerinde gelisecek olan diger alerjik
hastaliklarin, astim ve alerjik rinit ilk belirtisi olabilir. Cocukluk
caginda ve geng eriskinlik doneminde atopik dermatit ile
baslayan astim ve alerjik rinit ile devam eden bu siireg alerjik
yuruyls/atopik yuriyts olarak adlandirilir. IgE ile iliskili /
Alerjen spesifik IgE seviyesi artmis AD; gercek AD, ekstrinsik
AD olarak da adlandirilir, hastalarin %40-90'inda goruldr. IgE
ile iliskisiz AD /nonalerjik tip; nonatopik dermatit, intrinsik AD
/Atopiform dermatit seklinde de adlandirilak siniflandirilabilir.
2001 yihinda“atopik ekzema/dermatit sendromu” seklinde ayr
bir tanimlama olusturulmustur. Bugiin icin “atopik dermatit”
tanimi halen gecerliligini koruyarak giinimuzde sikhkla
kullanilmaktadir. Son zamanlardaki bilgilere gére AD dogal
gelisiminin ¢ asamada oldugu distinilmektedir. Baslangig
fazi erken nonatopik formudur, duyarlasma heniz yoktur.
ikinci faz gercek AD gecis fazidir. Gidalara veya cevresel
alerjenlere karsi IgE duyarlasmasi olusmaktadir. Uciincii fazda
ise AD'li hastalarin blylUk oraninda IgE otoantikorlarinin
olusumuna yol acan alerjenler salinmaktadir.?223! Egzemat6z
lezyonlar akut, subakut veya kronik olabilir. Lezyonlar yas ile
iliskili morfoloji ve dagilim gosterirler. AD'li cocuklarda besin
alerjenlerine ve aeroalerjenlere IgE ile duyarhlik artmistir.
Erken baslangicli siddetli atopik dermatit IgE aracili besin
alerjisi ile iliskilidir. AD’lilerde besin alerjilerinin farkli belirti ve
bulgular goraldr.

Erken tip reaksiyonlar; irtiker, anjioddem, flushing (siklikla
ilk 2 sa icinde) seklindedir. AD lezyonlarinda alevlenmeye
neden olmaz.

Kombine reaksiyonlar

Pruritus: Gida alimindan 2 saat sonra, AD lezyonlarinda
sekonder alevlenme gozlenir.

Geg tip reaksiyonlar; sorumlu besine maruziyetten 6-48
saat icinde, AD lezyonlarinda kotiilesme ile (egzema yaniti)
sonuclanir.?42

Ev tozu akarlari, polenler, hayvan epiteli ve kiif mantarlari gibi
aeroalerjenlere karsi IgE aracili duyarlanma AD’ lilerde sik ve
yasla artig gosterir.?®

Alerjik rinit (AR): Nazal mukozanin inflamatuvar bir
hastaligidir. Burun akintisi, burun tikanikhgi, burun kasintisi
ve hapsirma seklinde belirtileri vardir. Postnazal akinti,
oksurik, sinirlilik ve yorgunluk diger yaygin belirtilerdir. AR
non-enfeksiyoz rinitin en sik gorilen formudur. Alerjik rinit
siniflamasi 1-Mevsimsel: ilkbahar, yaz mevsimlerinde ortaya
cikar (polen ve kdf alerjenleri) 2-Yil boyu: devamlidir, (ev tozu
akarlan, kif, hamambdocedi, ev hayvani alerjenleri)
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—Mesleksel: is ortaminda karsilasilan maddelerle temas sonrasi
ortaya cikar; (lateks, izosiyanatlar vb.) yilboyunca gorili.?”

Alerjik konjonktivitler: En sik ge¢ cocukluk ve erken eriskinlik
doneminde gorilir. Belirtiler iki tarafli, stirekli veya mevsimsel
olabilir. En sik kasinti, sulanma, mukoid akinti, hafif kizariklk,
g0z kapaklarinda ve konjoktivada 6dem gozlenir.2®

Alerjik astim: Astim hastalarinin yaklasik %60'in1 olusturur.
Astimin ortaya ¢ikmasina neden olan, polenler veya ev tozu
akar gibi alerjenlerdir. Gogliste sikisma hissi, nefes darligi,
goguste islik sesi, hinlti, tekrarlayici nobetler halinde 6ksuriik
gorulir. Solunum yolu alerjenleri, saman nezlesi, kronik rinit
ve astimda primer ajanlardir ve atopik dermatitte 6nemli bir
rol oynarlar.?

Astim Rinit: Astim, rinite siklikla eslik eder. Rinit genelde
astimdan o©nce baslamaktadir. AR astim icin bir risk
faktoridir. ikisi birlikte “tek havayolu tek hastalik” kavrami
ile tanimlanirlar. Ev tozu akarlariyla karsilaginca, burunda
tikaniklik, geniz akintisi, sik stintizit, koku alamama, tozlu
ortamda artan nefes darhgi, okstrtk, hiriltih solunum ve
gOguste baski hissi olusur.2724]
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Dear Editor;

Basophils, the least abundant granulocytes, have poorly
understood functions. They contain histamine and express
the affinity immunoglobulin E (IgE) receptor FceRla and may
play a role in protective T helper 2 (Th) cytokine-mediated
immunity to some parasites. Also, basophils are thought to
contribute to the pathogenesis of allergic diseases/reactions,
asthma, and acute or chronic myelogenous leukaemia.? The
basophil count (BASO), percentage of basophil (BASO%) and
basophil lymphocyte ratio (BLR) are derived from complete
blood count (CBC) and may lead to some interpretation.

Recent studies revealed that CBC can give important clues
about the acute and chronic stages of diseases.®! Various
studies have also been reported on psychiatric disorders
such as major depressive disorder,** alcohol use disorder™®
and opioid use disorder® etc. Researchers examining
the relationship between depression and anxiety and
inflammation suggested that white blood cell (WBC) subset
fraction and counts may provide indirect evidence of an
altered inflammatory system in anxious depression. Baek
et al”? demonstrated that anxious depression can lead to
decreased BASO%. However, Kara et al.”! found no significant
difference in basophil-related parameters and BLR in suicide
attempts that could be associated with depression and/
or anxiety. Orum et al.®! reported no association between
basophil and opioid use, whereas BLR correlated with alcohol
use duration.

As with many studies on CBC parameters, basophil-related
studies have many limitations. Firstly, the retrospective
nature of these studies is the most important limitation.
Longitudinal studies are needed to see how basophil behaves

during acute, chronic stages of the diseases, before and after
treatments. The known smoking effect that changes blood
values is a confounding factor. The life style and nutritional
characteristics of the individuals are also other confounding
factors. On the other hand, it is known that basophil survives
for a very short time in the body and can be affected by
many different conditions. Nowadays, CBC parameters such
as basophil in psychiatric disorders are mostly interpreted
within the framework of acute inflammatory events. However,
basophils have a memory response, and perhaps the values
we have identified in the disease may reflect chronic events.
BIThe ability of basophils to recognize and to react to antigen
suggests that they may be involved in the development of
memory immune responses. Allergic conditions have been
reported to occur more frequently in developmental disorders.
Strom and Silverberg® reported that paediatric eczema may
be associated with increased risk of speech disorder. For these
reasons, basophil suggests a possible association between
developmental psychiatric disorders and previous infections.
®l This hypothesis needs more detailed studies. However,
basophil-related parameters and BLR in such psychiatric
disorders have not yet been studied.

In conclusion, it is suggested that studies examining the
relationship between basophil-related parameters and
psychiatric disorders should be directed from the acute
inflammatory response topic to the chronic events due to its
feature of memory response. The main subjects that can be
investigated for this purpose are developmental stuttering, tic
disorder and obsessive compulsive disorder.
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