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INSTRUCTIONS TO AUTHORS

Description

Bagcilar Medical Bulletin is a peer reviewed English journal
aiming to publish original research, current review articles,
case reports and letters related to all medical fields. The journal
is currently published quarterly as online publication. The
articles will become freely available to all readers in pdf format
as soon as they have been accepted after peer review. Accepted
articles will immediately appear as a part of the issue belonging
to that publication period. The journal is currently published
by Galenos Publishing House. The journal is using online
manuscript submission, review and tracking systems.

Editorial Policies and Review Process
Publication Policy

Bagcilar Medical Bulletin considers for publication papers in
the following categories:

- Original researches,
- Brief researches,

- Case reports,

- Reviews,

- Letters to the editor

The journal gives high priority to original studies in publication
because of aiming to add the findings of searches in Turkey to
international scientific knowledge, to share them within the
international science milieu and to constitute the introduction
of Turkish scientists. The review articles to be published in the
journal are authorized by the editor to the relevant authors
working on the subject.

General Principles

Papers that have not been published before or under evaluation
by other publications are accepted for evaluation by the
journal, if approved by each of the author. Publication board
may amend manuscripts upon informed consent of authors.
Editors and redactors are fully empowered to correct mistakes
related to orthography, citation as given in National Library of
Medicine MEDLINE/PubMed Resources.

For quoted texts, tabulated data and graphics from published
papers, author has to obtain permission from the author(s)
or the owner of the publishing rights of the source article and
indicate the allowance in the paper. Author(s) is responsible to
obtain such permissions.

Short presentations that took place in scientific meetings
can be referred if announced in the article. The editor hands
over the formally acceptable papers to at least two national/
international referees for evaluation and gives green light for
publication upon modification by the authors in accordance
to the referees’ claims. Changing the name of an author
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(omission, addition or order) in papers submitted to the journal
requires permission of all declared authors. Refused papers and
graphics are not returned to the author.

Author Responsibilities

It is authors’ responsibility to ensure that the article is in
accordance with scientific and ethical standards and rules. And
authorsshould ensure thatsubmitted workis original. Theymust
certify that the manuscript has not previously been published
elsewhere or is not currently being considered for publication
elsewhere, in any language. Applicable copyright laws and
conventions should be followed. Copyright material (e.g.
tables, figures or extensive quotations) should be reproduced
only with appropriate permission and acknowledgement.
Any work or words of other authors, contributors, or sources
should be appropriately credited and referenced. The author(s)
must have contributed to the submitted manuscript and must
declare that they were involved in substantial contributions
to the conception or design of the work; or the acquisition,
analysis, or interpretation of data for the work; drafting the
work or revising it critically for important intellectual content;
final approval of the version to be published; and agreement
to be accountable for all aspects of the work in ensuring that
questions related to the accuracy or integrity of any part of
the work are appropriately investigated and resolved. Those
who do not meet all the above criteria should be named
in the acknowledgements. Fund raising, data collection or
supervision of the research group are not sufficient roles to be
accepted as an author. The order of names in the author list of
an article should be a co-decision and it should be indicated in
the Copyright Transfer Form. The individuals who do not meet
the authorship criteria but contributed to the study should take
place in the acknowledgement section. Individuals providing
technical support, assisting writing, providing a general
support, providing material or financial support are examples
to be indicated in acknowledgement section. Written informed
consent should be taken from the persons whose participations
are indicated in the acknowledgement section.

All authors must disclose all issues concerning financial
relationship, conflict of interest, and competing interest that
may potentially influence the results of the research or scientific
judgment. All financial contributions, supports or sponsorship
of projects must be clearly explained.

When an author discovers a significant error or inaccuracy
in his/her own published paper, it is the author’s obligation
to promptly cooperate with the Editor-in-Chief to provide
retractions or corrections of mistakes. The Author Contribution
Form, indicating the authors’ contribution to the manuscript
and the ICJME Form for Potential Conflicts of Interest should
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be sent togather with the manuscript. Please browse BMB
recommendations on roles and responsibilities of authors on
http://www.icmje.org/recommendations/browse/roles-and-
responsibilities/

Responsibility for the Editors, Reviewers and Review Process

Editors evaluate manuscripts for their scientific content without
regard to ethnic origin, gender, sexual orientation, citizenship,
religious belief or political philosophy of the authors. They
provide a fair double-blind peer review of the submitted
articles for publication. They ensure that all the information
related to submitted manuscripts is kept as confidential before
publishing.

Editors are responsible for the contents and overall quality
of the publication. They should publish errata pages or make
corrections when needed. Editor-in-Chief does not allow any
conflicts of interest between the authors, editors and reviewers.
Only he has the full authority to assign a reviewer and is
responsible for final decision for publication of the manuscripts
in Bagcilar Medical Bulletin.

Please review the COPE publication ethics guidelines on
https://publicationethics.org/files/u7141/1999pdf13.pdf
Reviewers evaluate manuscripts based on content without
regard to ethnic origin, gender, sexual orientation, citizenship,
religious belief or political philosophy of the authors. They
should have no conflict of interest with respect to the research,
the authors and/or the research funders. Their judgments
should be objective.

Reviewers should identify the relevant published work that
has not been cited by the authors. They must ensure that all
the information related to submitted manuscripts is kept as
confidential and must report to the Editor-in-Chief if they are
aware of copyright infringement and plagiarism on the author’s
side.

A reviewer who feels unqualified to review the topic of a
manuscript or knows that its prompt review will be impossible
should notify the Editor-in-Chief and excuse himself from the
review process.

The editor informs the reviewers that the manuscripts
are confidential information and that this is a privileged
interaction. The reviewers and editorial board cannot discuss
the manuscripts with other persons. The reviewers are not
allowed to have copies of the manuscripts for personal use and
they cannot share manuscripts with others. Unless the authors
and editor permit, the reviews of referees cannot be published
or disclosed. The anonymity of the referees is important. In
particular situations, the editor may share the review of one
reviewer with other reviewers to clarify a particular point.

Please review the COPE publication ethics guidelines on: http://
publicationethics.org/files/Peer%20review%20guidelines.pdf

Open Access Statement

This is an open access journal which means that all content is
freely available without charge to the user or his/her institution.
Users are allowed to read, download, copy, distribute, print,
search, or link to the full texts of the articles in this journal
without asking prior permission from the publisher or the
author.

Publication Ethics and Publication Malpractice Statement
Standards and Principles

Bagcilar Medical Bulletin is committed to upholding the highest
standards of publication ethics and observes the following
principles of Publication Ethics and Malpractice Statement
which is based on the recommendations and guidelines for
journal editors developed by the Committee on Publication
Ethics (COPE), Council of Science Editors (CSE), World
Association of Medical Editors (WAME) and the International
Committee of Medical Journal Editors (ICMJE).

All submissions must be original, unpublished (including as
full text in conference proceedings), and not under the review
of any other publication synchronously. Each manuscript is
reviewed by one of the editors and at least two referees under
double-blind peer review process. We reserve the right to use
plagiarism detecting software to screen submitted papers at all
times. We check for plagiary and fraudulent data; falsification
(fabrication or manipulation of research data, tables, or
images) and improper use of humans or animals in research.
All manuscripts not in accordance with these standards will be
removed from the publication. This also contains any possible
malpractice discovered after the publication. In accordance
with the code of conduct we will report any cases of suspected
plagiarism or duplicate publishing.

We follow the COPE Ethics Flowcharts for dealing with cases of
possible scientific misconduct and breach of publication ethics
(http://publicationethics.org/resources/flowcharts )

Human and Animal Rights, Informed Consent, Conflict of
Interest

Bagcilar Medical Bulletin adopts highest ethical and scientific
standards and ensures that it is free of influences regarding
commercial interests. It is authors’ responsibility that the
articles are in accordance with ethical codes of conduct. Bagcilar
Medical Bulletin takes as principle to comply with the ethical
standards of 1975 Helsinki Declaration-Ethical Principles
for Medical Research Involving Human Subjects- revised in
2004- http://www.wma.net/en/30publications/10policies/
b3/index.html and WMA Statement on Animal Use in
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Biomedical Research-revised in 2006 http://www.wma.net/
en/30publications/10policies/al8/

For this reason, regarding the subjects of clinical experiments,
it should be indicated in the submitted manuscripts definitely
that the above mentioned codes of conduct were applied.
Besides approvals, from national or local ethical committees
should be sent together with the papers as well. Manuscripts
thatreport the results of experimental investigation with human
subjects must include a statement that informed consent was
obtained after the procedure(s) had been fully explained. In the
case of children and those under wardship or with confirmed
insanity, authors are asked to include information about
whether the legal custodian’s assent was obtained. And a letter
of affirmation signed by all authors, confirming the collection
of informed consents has to be sent to the journal.

Identifying information such as names, initials, hospital
numbers, dates, photographs, and family pedigree must be
avoided, unless disclosure is allowed by written consent of
patient or the legal custodian of the patient. Informed consent
for this purpose requires that an identifiable patient be shown
in the manuscript to be published. Patient consent should
be written and archived either with the journal, the authors,
or both, as dictated by local regulations or laws. It must be
mentioned in the text that informed consent was obtained
from the participants. Especially for case report, identifying
information should be avoided as much as possible. Eye
masking on photos is not sufficient to conceal the identity of the
patient. Authors have to stipulate lack of impact on scientific
significance in case of changing the identifying information.
Written informed consent should be taken from the patients
presented in case studies; and it should be indicated in the
manuscript.

Authors have to confirm in the section “Materials and
Methods” that study has been conducted in compliance to
above mentioned principles, approvals have been obtained
from related institutional ethical committees and informed
consents were collected.

When reporting experiments on animals, authors should
indicate whether the institutional and national guides for the
care and use of laboratory animals were followed as in “Guide
for the Care and Use of Laboratory Animals” (www.nap.edu/
catalog/5140.html) and approval from ethical committee
should be taken. The editor and the publisher do not guarantee
or accept responsibility for the published features or definitions
of commercial products. If there is direct or indirect grant
support, it should be acknowledged in the section titled
“declaration of interest” and should include the full name of the
sponsor and grant number. Existence or lack of sponsorship of
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any kind as well as the type of sponsorship (consulting etc) has
to be acknowledged, as well.

Adopts WAME’s definition http://www.wame.org/about/
wame-editorial-on-coi which states that conflict of interest
exists when author, peer reviewer or editor has a competing
interest that could unduly influence (or be reasonably seen to
do so) his or her responsibilities in the publication process.
The types of competing interests that should be declared
include financial ties, academic commitments, personal
relationships, political or religious beliefs, institutional
affiliations. The conflict of interest is to be acknowledged in
the manuscript.

Language

The language of the Bagcilar Medical Bulletin is American
English. In addition, abstracts of the articles are published in
both English and Turkish, and abstracts in both languages are
requested from the authour(s).

Manuscript Organization And Format

All correspondence will be sent to the first-named author
unless otherwise specified. Papers should be accompanied
by a cover letter indicating that the paper is intended for
publication and specifying for which section of the Journal it
is being submitted (i.e., original research article,brief research
article, review article, case report or letter to the editor). In
addition, a Copyright Transfer Form, Author Contribution
Form and ICJME Form for Disclosure of Potential Conflicts
of Interest must be submitted. Authors will be notified of
the receipt of their paper and the number assigned to it. The
number should be included in all further correspondence. All
parts of the manuscript, including case reports, quotations,
references, and tables, must be double-spaced throughout. All
four margins must be at least 2.5 cm. The manuscript should
be arranged in the following order, with each item beginning a
new page: 1) title page, 2) abstract, 3) text, 4) acknowledgement
5) references, and 6) tables and/or figures. All pages must be
numbered consecutively.

Title Page

On the title page, include full names of authors, academic or
professional affiliations, and complete address with phone, fax
number(s) and e-mail address (es) of the corresponding author.
Acknowledgments for personal and technical assistance should
be indicated on the title page.

Abstract and Key Words

Title of the manuscript in English should be written in English
abstract, and a Turkish title must be for Turkish abstract.. All
articles should include abstract and keywords. For abstracts are
most distinct parts of an article and take place on the electronic
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databases, author should be sure that abstract represents the
content of the article accurately. Abstract should inform about
the basis of the study and include the purpose, basic procedures
(selection of cases and laboratory animals, observatory and
analytical methods), key findings and conclusions. New and
significant apects of the study or observations should be
stated. Up to 3-10 key words in English and in Turkish should
be in accordance with National Library of Medicine’s Medical
Subjects Subheadings (MeSH).

Manuscript Types
Original Research

Original research articles report substantial and original
scientific results within the journal scope. Original research
articles comprised of Abstract, Key Words, Introduction,
Material and Methods, Results, Discussion, Conclusion,
References and Table/Figures. The abstract should be
structured as the following.

Abstract

The abstract should be no longer than 500 words and structured
as follows: objective, method, results, and conclusions.
Objective -the primary purpose of the article; Material and
Method(s) -data sources, design of the study, patients or
participants, interventions, and main outcome measures;
Results -key findings; Conclusions -including direct clinical
applications.

Key Words

Up to 3-10 key words in English and in Turkish should be in
accordance with National Library of Medicine’s Medical
Subjects Subheadings (MeSH).

Introduction

This section should contain a clear statement of the general and
specific objectives as well as the hypotheses which the work
is designed to test. It should also give a brief account of the
reported literature. The last sentence should clearly state the
primary and secondary purposes of the article. Only, the actual
references related with the issues have to be indicated and data
or findings related with the current study must not be included
in this section.

Material and Methods

This section should contain explicit, concise descriptions of all
procedures, materials and methods used in the investigation
to enable the reader to judge their accuracy, reproducibility,
etc. This section should include the known findings at the
beginning of the study and the findings during the study must
be reported in results section. Ethics Committee Approval of
the research and written Informed Consent obtained from the
participants should be indicated.

The selection and description of the participants

The election, source of population, inclusion and exclusion
criteria of the people who participate to experimental or clinical
study must be clearly defined in this section. The particular
study sample must be explained by the authors (i.e., why the
study is performed in a definite age, race or sex population, etc.)

Technical information

The methods, apparatus (the manufacturer’s name and address
in parentheses), and procedures in sufficient detail must be
defined to allow others to reproduce the results. References
to established methods, including statistical methods (see
below) must be given and brief descriptions for methods that
have been published but are not well-known must be provided;
new or substantially modified methods must be described, the
reasons for using them must be given, and their limitations of
the methods must be evaluated. The all drugs and chemicals
used, including generic name(s), dose(s), and route(s) of
administration must be identified. Authors submitting review
manuscripts should include a section describing the methods
used for locating, selecting, extracting, and synthesizing data.
These methods should also be summarized in the abstract.

Statistics

The statistical methods must be described with enough detail
to enable a knowledgeable reader with access to the original
data to verify the reported results. If possible, findings should
be quantified and presented with appropriate indicators
of measurement error or uncertainty (such as confidence
intervals). Relying solely on statistical hypothesis testing, such
as P values, which fail to convey important information about
effect size must be avoided. References for the design of the
study and statistical methods should be to standard works
when possible (with pages stated). Define statistical terms,
abbreviations, and most symbols. The computer software used
must be specified.

Results

The results should be presented in logical sequence in the text,
tables, and illustrations, giving the main or most important
findings first. The all the data in the tables or illustrations
should not be repeated in the text; only the most important
observations must be emphasized or summarized. Extra or
supplementary materials and technical detail can be placed in
an appendix where they will be accessible but will not interrupt
the flow of the text, or they can be published solely in the
electronic version of the journal.

Discussion

The findings of the study, the findings and results which
support or do not support the hypothesis of the study should
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be discussed, results should be compared and contrasted with
findings of other studies in the literature and the different
findings from other studies should be explained. The new
and important aspects of the study and the conclusions that
follow from them should be emphasized. The data or other
information given in the Introduction or the Results section
should not be repeated in detail.

Conclusions

Conclusions derived from the study should be stated. For
experimental studies, it is useful to begin the discussion by
summarizing briefly the main findings, then explore possible
mechanisms or explanations for these findings, compare
and contrast the results with other relevant studies, state
the limitations of the study, and explore the implications
of the findings for future research and for clinical practice.
The conclusions should be linked with the goals of the study
but unqualified statements and conclusions not adequately
supported by the data should be avoided. New hypotheses
should be stated when warranted, but should be labeled clearly
as such.

Tables, Graphics and Illustrations

Tables, graphics and illustrations should be numbered in Arabic
numerals in the text. The places of the illustrations should be
signed in the text. Detailed information is under the related
heading in below.

Brief Research

Brief researches are similar to original research in that they
follow the same format and guidelines, but they consider
small-scale research or research that is in early stages of
development. These may include preliminary studies that has
a simple research design or a small sample size and that have
produced limited pilot data and initial findings that indicate
need for further investigation. Brief researches are much
shorter than manuscripts associated with a more advanced,
larger-scale research project. They are not meant to be used
for a short version of an article about research that would
otherwise qualify for a full original research manuscript or for
publishing material on research that lacks significance, is not
rigorous or, if expanded, would not qualify for a full article or
for research.

Case Report

Case reports consider new, interesting and intriguing case
studies in detail. They should be unique and present methods
to overcome any health challenge by use of novel tools and
techniques and provide a learning source for the readers.
Case reports comprise of: Abstract (unstructured summary),
Key-words, Introduction, Case Report, Discussion, Reference,
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Tables and Figures. Written informed consent of the patient
should be obtained and indicated in the manuscript.

Review

Review articles are written by individuals who have done
substantial work on the subject or are considered experts in the
field. The Journal invites authors to write articles describing,
evaluating and discussing the current level of knowledge
regarding a specific subject in the clinical practice.

The manuscript should have an unstructured abstract
representing an accurate summary of the article, key words,
introduction, conclusion. Authors submitting review article
should include a section describing the methods used for
locating, selecting, extracting, and synthesizing data. These
methods should also be summarized in the abstract.

Letter to the Editor

Letter to the Editor is short and decisive manuscript. They
should be preferably related to articles previously published in
the Journal or views expressed in the Journal. The letter should
not include preliminary observations that need a later study for
validation.

Tables

Tables capture information concisely and display it
efficiently; they also provide information at any desired
level of detail and precision. Including data in tables rather
than text frequently makes it possible to reduce the length of
the text. Each table should be typed or printed with double
spacing on a separate sheet of paper. The tables should be
numbered consecutively in the order of their first citation in
the text and a brief title for each table should be supplied.
Any internal horizontal or vertical lines should not be used
and a short or an abbreviated heading should be given to
each column. Authors should place explanatory matter in
footnotes, not in the heading. All nonstandard abbreviations
should be explained in footnotes, and the following symbols
should be used in sequence: *,1,%,§,II,9,**,11,1+. The statistical
measures of variations, such as standard deviation and
standard error of the mean should be identified. Be sure that
each table is cited in the text. If you use data from another
published or unpublished source, obtain permission and
acknowledge that source fully. Additional tables containing
backup data too extensive to publish in print may be
appropriate for publication in the electronic version of the
journal, deposited with an archival service, or made available
to readers directly by the authors. An appropriate statement
should be added to the text. Such tables should be submitted
for consideration with the paper so that they will be available
to the peer reviewers.
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Illustrations (Figures)

Figures should be either professionally drawn and
photographed, or submitted as digital prints in photographic-
quality. In addition to requiring a version of the figures suitable
for printing, authors are asked for electronic files of figures in a
format (for example, JPEG or GIF) that will produce high-quality
images in the Web version of the journal; authors should review
the images of such files on a computer screen before submitting
them to be sure they meet their own quality standards. For
X-ray films, scans, and other diagnostic images, as well as
pictures of pathology specimens or photomicrographs, sharp,
glossy, black-and-white or color photographic prints should be
sent, usually 127x173 mm. Letters, numbers, and symbols on
figures should therefore be clear and consistent throughout,
and large enough to remain legible when the figure is reduced
for publication. Figures should be made as self-explanatory as
possible, since many will be used directly in slide presentations.
Titles and detailed explanations belong in the legends-not
on the illustrations themselves. Photomicrographs should
have internal scale markers. Symbols, arrows, or letters used
in photomicrographs should contrast with the background.
Photographs of potentially identifiable people must be
accompanied by written permission to use the photograph.
Figures should be numbered consecutively according to the
order in which they have been cited in the text. If a figure
has been published previously, the original source should be
acknowledged and written permission from the copyright
holder should be submitted to reproduce the figure. Permission
is required irrespective of authorship or publisher except for
documents in the public domain. Accompanying drawings
marked to indicate the region to be reproduced might be useful
to the editor. We publish illustrations in color only if the author
pays the additional cost.

Legends for Illustrations (Figures)

The legends for illustrations should be typed or printed out
using one spacing, starting on a separate page, with Arabic
numerals corresponding to the illustrations. When symbols,
arrows, numbers, or letters are used to identify parts of
the illustrations, each one clearly should be identified and
explained in the legend. The internal scale should be explained
and the method of staining in photomicrographs should be
identified. Units of Measurement.

Measurements of length, height, weight, and volume should
be reported in metric units (meter, kilogram, or liter) or their
decimal multiples. Temperatures should be in degrees Celsius,
blood pressures should be in millimeters of mercury. Authors
must consult the Information for Authors of the particular
journal and should report laboratory information in both local

and International System of Units (SI). Drug concentrations
may be reported in either SI or mass units, but the alternative
should be provided in parentheses where appropriate.

Abbreviations and Symbols

Use only standard abbreviations; use of nonstandard
abbreviations can be confusing to readers. Avoid abbreviations
in the title of the manuscript. The spelled-out abbreviation
followed by the abbreviation in parenthesis should be used
on first mention unless the abbreviation is a standard unit of
measurement.

Acknowledgement(s)

All forms of support, including individual technical support
or material support must be acknowledged in the author’s
footnote before references.

Case Reports and Word Limitation

Original papers and reviews have no specific word limitation.
A case report must be strictly limited to 1000 words excluding
abstract and have minimal figures, tables, and references.
Letters to the Editor (maximum of 500 words, including
references; no tables or figures) will be considered if they
include the notation “for publication.” A letter must be signed
by all of its authors. Letters critical of an article published in the
journal must be received within 12 weeks.

Preparation of Manuscripts

The “Bagcilar Medical Bulletin” follows the Recommendations
for the Conduct, Reporting, Editing, and Publication of
Scholarly Work in Medical Journals” (International Committee
of Medical Journal Editors - http://www.icmje.org/). Upon
submission of the manuscript, authors are to indicate the type
of trial/research and provide the checklist of the following
guidelines when appropriate:

CONSORT statement for randomized controlled trials (Moher
D, Schultz KE Altman D, for the CONSORT Group. The
CONSORT statement revised recommendations for improving
the quality of reports of parallel group randomized trials. JAMA
2001; 285: 1987-91) (http://www.consort-statement.org /),

PRISMA for preferred reporting items for systematic reviews
and meta-analyses (Moher D, Liberati A, Tetzlaff J, Altman DG,
The PRISMA Group. Preferred Reporting Items for Systematic
Reviews and Meta-Analyses: The PRISMA Statement. PLoS Med
2009; 6(7): €1000097.) ( http://www.prisma-statement.org /),

STARD checklist for the reporting of studies of diagnostic
accuracy (Bossuyt PM, Reitsma JB, Bruns DE, Gatsonis CA,
Glasziou PP, Irwig LM, et al, for the STARD Group. Towards
complete and accurate reporting of studies of diagnostic
accuracy: the STARD initiative. Ann Intern Med 2003;138:40-4.)
(http://www.stard-statement.org /),
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STROBE statement-checklist of items that should be included in
reports of observational studies (http://www.strobe-statement.
org /),

MOOSE guidelines for meta-analysis and systemic reviews
of observational studies (Stroup DE Berlin JA, Morton SC, et
al. Meta-analysis of observational studies in epidemiology: a
proposal for reporting Meta-analysis of observational Studies
in Epidemiology (MOOSE) group. JAMA 2000; 283: 2008-12).
CARE guidelines are designed to increase the accuracy,
transparency, and usefulness of case reports. (Gagnier JJ, Kienle
G, Altman DG, Moher D, Sox H, Riley D; the CARE Group. The
CARE Guidelines: Consensus-based Clinical Case Reporting
Guideline Development.) ( http://www.care-statement.org /

References

Although references to review articles can be an efficient way
to guide readers to a body of literature, review articles do
not always reflect original work accurately. Readers should
therefore be provided with direct references to original research
sources whenever possible. On the other hand, extensive lists of
references to original work on a topic can use excessive space
on the printed page. Small numbers of references to key original
papers often serve as well as more exhaustive lists, particularly
since references can now be added to the electronic version
of published papers, and since electronic literature searching
allows readers to retrieve published literature efficiently. Using
abstracts as references should be avoided.

References to papers accepted but not yet published should
be designated as “in press” or “forthcoming”; authors should
obtain written permission to cite such papers as well as
verification that they have been accepted for publication.
Information from manuscripts submitted but not accepted
should be cited in the text as “unpublished observations”
with written permission from the source. Citing a “personal
communication” should be avoided unless it provides essential
information not available from a public source, in which case
the name of the person and date of communication should be
cited in parentheses in the text. For scientific articles, written
permission and confirmation of accuracy from the source of a
personal communication must be obtained.

Reference Style and Format

The Uniform Requirements style for references is based
largely on an American National Standards Institute
style adapted by the National Library of Medicine for its
databases. Authors should consult NLM’s Citing Medicine
(http://www.nlm.nih.gov/bsd/uniform_requirements.
html) for information on its recommended formats for a
variety of reference types. References should be numbered
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consecutively in the order in which they are first mentioned
in the text. Identify references in text, tables, and legends by
Arabic numerals in parentheses. References cited only in
tables or figure legends should be numbered in accordance
with the sequence established by the first identification in
the text of the particular table or figure. The titles of journals
should be abbreviated according to the style used in the
list of Journals in National Library of Medicine sources. In
addition the list should be obtained in the web address of
http://www.nlm.nih.gov. Accuracy of citation is the author’s
responsibility. All references should be cited in text. Type
references in the style shown below. If there are more than
6 authors, list them followed by et al. Abbreviations of
journal names should conform to the style used in National
Library of Medicine. If a journal is not indexed in National
Library of Medicine’s MEDLINE/PubMed, it should not be
abbreviated.

Examples for References:
1. For articles in journals:

For the published article from the journal which placed and
abbreviated in MEDLINE:

Crow SJ, Peterson CB, Swanson SA, Raymond NC, Specker S,
Eckert ED, et al. Increased mortality in bulimia nervosa and
other eating disorders. Am J Psychiatry 2009;166(12):1342-1346.

For the published article from the journal which is not placed
and is not abbreviated in MEDLINE:

Sevinger GM, Konuk N. Emotional eating. Journal of Mood
Disorders 2013;3(4):171-178.

2. For the supplement:

For the published article from the journal which placed and
abbreviated in MEDLINE:

Sharan P, Sundar AS. Eating disorders in women. Indian ]
Psychiatry 2015:57(Suppl 2):286-295.

For the published article from the journal which is not placed
and is not abbreviated in MEDLINE:

Maner E Yeme bozukluklarinin tedavisi. Anadolu Psikiyatri
Dergisi 2009;10(Ek 1):55-56.

3. For articles in press:

Cossrow N, Pawaskar M, Witt EA, Ming EE, Victor TW, Herman
BK, et al. Estimating the prevalence of binge eating disorder in
a community sample from the United States: comparing DSM-
IV-TR and DSM-5 criteria. J Clin Psychiatry, 2016. (in press).

4. For the citations from books:

Books edited by one editor:

McKnight TL. Obesity Management in Family Practice. 1st ed.,
NewYork: Springer, 2005:47-51.
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For the citation from a section of book edited by editor(s):

Jebb S, Wells J. Measuring body composition in adults and
children. In Clinical Obesity in Adults and Children, Copelman
P, Caterson I, Dietz W (editors). 1st ed., London: Blackwell
Publishing, 2005:12-18.

If the authors of the cited section are the editors of the book:

Eckel RH (editor). Treatment of obesity with drugs in the new
millennium. In Obesity Mechanisms and Clinical Management.
First ed., Philadelphia: Lippincott Williams & Wilkins, 2003:449-
476.

For the citation from a translated book:

McGuffin B Owen M]J, Gottsman II. Psikiyatri Genetigi ve
Genomigi. Abay E, Gorgiilii Y (Cevirenler) 1st ed., Istanbul:
Nobel Tip Kitabevleri, 2009:303-341.

5. For the citation from thesis:

Keceli E Yeme bozuklugu hastalarinda obsesif kompulsif
bozukluk ve kisilik bozuklugu. Thesis, T.C. Saghk Bakanligi
Bakirkdy Prof. Dr. Mazhar Osman Ruh Sagligi ve Sinir
Hastaliklar Egitim ve Arastirma Hastanesi, Istanbul:2006.

6. For the citation from posters:

Akbas Oncel D, Akdemir A. Universite dgrencilerinde diyet,
beden algisi ve kendilik algisi arasindaki iligkiler. 47. Ulusal
Psikiyatri Kongresi Ozet Kitabi, 26-30 Ekim 2011, Antalya,
2011:102.

7. Online Article:

Kaul S, Diamond GA. Good enough: a primer on the analysis
and interpretation of noninferiority trials. Ann Intern Med
[Internet]. 2006 Jul 4 [cited 2007 Jan 4];145(1):62-9. Available
from:http://www.annals.org/cgi/reprint/145/1/62.pdf

SUBMISSION TO JOURNAL

All new manuscripts must be submitted through the Bagcilar
Medical Bulletin online manuscript submission and peer review
system. Complete instructions are available at the website (). A
cover letter should accompany with manuscripts, including the
knowledge of:

*The findings of previous same studies should be informed and
should be cited. The copies of previous same studies should
be sent with manuscripts that might help to the editor in the
decision process.

°The knowledge of “all authors have read and accepted the
study in its form, all authors meet the criteria for being in
authorship” should be stated.

°All helpful things for editorial ship should be stated: The
comments of previous editor/reviewers and the response

of authors should be added if the manuscript has been sent
to another journal for consideration, previously. The editor
requested this information to accelerate the publication
process.

SUBMISSION CHECKLIST

It is hoped that this list will be useful during the final checking
of an article prior to sending it to the journal’s editor for review.
Please consult this Guide for Authors, for further details of any
item.

Ensure that the following items are present:

¢ Cover letter to the editor

The category of the manuscript

Acknowledgement of “the paper is not under consideration
for publication in another journal”

Disclosure of any commercial or financial involvement

Reviewing the statistical design of the research article

Last control for fluent English

Copyright Transfer Form

e Author Contribution Form

e ICJME Form for Disclosure of Potential Conflicts of Interest

e Permission of previous published material if used in the
present manuscript

e Acknowledgement of the study “in accordance with the
ethical standards of the responsible committee on human
experimentation (institutional and national) and with the
Helsinki Declaration of in 2000.

e Statement that informed consent was obtained after the
procedure(s) had been fully explained.

e Indicating whether the institutional and national guide
for the care and use of laboratory animals was followed as in
“Guide for the Care and Use of Laboratory Animals”.

e Title page

- The title of the manuscript both in Turkish and in English

- All authors and their affiliations

All authors’ e-mail address, full postal address, GSM phone,
business telephone and fax numbers

Abstracts (400-500 words) Both in Turkish and in English
e Key words: 3 to 10 words (in Turkish and in English)
* Body text

Acknowledgement

Reference

All tables (including title, description, footnotes)




YAZARLARA BILGI

Derginin Tanim

Bagcilar Tip Biilteni (Bagcilar Medical Bulletin), tibbin her
alaninda arastirma makalelerini, giincel derleme yazilarini,
olgu sunumlarim ve editore mektuplari ingilizce tam metin
ve Tiirkce 6zle yayinlayan hakemli bir dergidir. Dergi online
olarak yilda 4 sayr yayinlanmaktadir. Tiim makaleler kabul
edilir edilmez, online olarak pdf formatinda bu web sitesinde,
o donemdeki sayinin bir makalesi olarak yer alacaktir. Dergi
Galenos Yaymevi tarafindan yayimlanmaktadir.

Editoryal Politikalar ve Hakem Siireci
Yayin Politikas1

Bagcilar Tip Biilteni, yaymnlanmak {izere gonderilen yazilari
asagida belirtilen sekillerde kabul eder:

- Orijinal arastirmalar,
- Kisa arastirmalar,

- Olgu sunumlari,

- Derlemeler,

- Editore mektup

Dergi, Tiirkiye'de yapilan arastirmalarin uluslararasi bilim
arenasina duyurulmasi, uluslararast bilim cevrelerince
paylasilmasi ve bu baglamda Tiirkiye’'nin tanitilmasina katkida
bulunmayr misyon edindiginden 6zellikle orijinal arastirma
niteligindeki yazilar1 yayinlamaya 6ncelik vermektedir. Dergide
yayinlanacak derleme tiirtindeki yazilar editor tarafindan konu
ile ilgili calisan yetkin kisilere hazirlatilmaktadir.

Genel ilkeler

Daha 6nce yayinlanmamis ya da yaymlanmak {izere baska
bir dergide halen degerlendirmede olmayan ve her bir yazar
tarafindan onaylanan makaleler dergide degerlendirilmek
tizere kabul edilir. Yayin kurulu, yazarlarin iznini alarak yazida
degisiklikler yapabilir. Editér ve dil editorleri dil, imla ve
kaynaklarin National Library of Medicine MEDLINE/PubMed
Resources’da belirtildigi gibi yazilmasinda ve ilgili konularda
tam yetkilidir.

Eger makalede daha 6nce yayinlanmis alint1 yazi, tablo, resim
vs. mevcutise makale yazari, yayin hakki sahibi ve yazarlarindan
yazili izin almak ve bunu makalede belirtmek zorundadir.
Gerekli izinlerin alinip alinmadigindan yazar(lar) sorumludur.

Bilimsel toplantilarda sunulan o6zet bildiriler, makalede
belirtilmesi kosulu ile kaynak olarak kabul edilir. Editor,
dergiye gonderilen makale bicimsel esaslara uygun ise, gelen
yaziyl yurticinden ve/veya yurtdisindan en az iki hakemin
degerlendirmesinden gegirtir, hakemler gerek gordiigii takdirde
yazida istenen degisiklikler yazarlar tarafindan yapildiktan
sonra yayinlanmasina onay verir. Makale yaymlanmak {izere
dergiye gonderildikten sonra yazarlardan hi¢birinin ismi, tim
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yazarlarin yaziliizni olmadan yazar listesinden silinemez ve yeni
bir isim yazar olarak eklenemez ve yazar sirasi degistirilemez.
Yaymna kabul edilmeyen makale, resim ve fotograflar yazarlara
geri gonderilmez.

Yazarlarin Sorumlulugu

Makalelerin bilimsel ve etik kurallara uygunlugu yazarlarin
sorumlulugundadir. Yazar makalenin orijinal oldugu, daha
once basgka bir yerde yayinlanmadigi ve baska bir yerde,
baska bir dilde yayinlanmak tizere degerlendirmede olmadig:
konusunda teminat saglamalidir. Uygulamadaki telif kanunlari
ve anlagsmalar1 gozetilmelidir. Telife bagl materyaller (6rnegin
tablolar, sekiller veya biiyiik alintilar) gerekli izin ve tesekkiirle
kullanilmahdir. Bagka yazarlarin, katkida bulunanlarin
calismalart ya da vyararlanilan kaynaklar uygun bicimde
kullanilmali ve referanslarda belirtilmelidir.

Gonderilen makalede tiim yazarlarin akademik ve bilimsel
olarak dogrudan katkisi olmalidir, bu baglamda “yazar”
yaymnlanan  bir  arastirmanmn  kavramsallagtirilmasina
ve desenine, verilerin elde edilmesine, analizine ya da
yorumlanmasina belirgin katki yapan; yazinin yazilmasi ya da
bunun icerik acisindan elestirel bicimde gézden gecirilmesinde
gorev yapan; yazinin yayinlanmak {izere nihai halini onaylayan
ve calismanin herhangi bir bélimiiniin dogruluguna ya da
biittinltigiine iliskin sorularin uygun sekilde sorusturuldugunun
ve ¢oziimlendiginin garantisini vermek amaciyla ¢alismanin
her yoniinden sorumlu olmay1 kabul eden kisi olarak gortilir.
Fon saglanmasi, ya da arastirma grubunun genel siipervizyonu
tek basina yazarlik hakki kazandirmaz. Yazar olarak gosterilen
tlim bireyler sayilan tiim olciitleri karsilamalidir ve yukaridaki
Olctitleri karsilayan her birey yazar olarak gosterilebilir. Cok
merkezli calismalarda grubun tiim iiyelerinin yukaridabelirtilen
sartlar1 karsilamasi gereklidir. Yazarlarin isim siralamasi ortak
verilen bir karar olmalidir. Tiim yazarlar yazar siralamasini Telif
Hakki Devir Formunda imzal olarak belirtmek zorundadirlar.
Yazarlarin tiimiiniin ismi yazinin bashginin altindaki béliimde
yer almalidir.

Yazarhk icin yeterli olgiitleri karsilamayan ancak c¢alismaya
katkisi olan tiim bireyler tesekkiir (acknowledgement) kisminda
siralanmalidir. Bunlara 6rnek olarak ise sadece teknik destek
saglayan, yazima yardimci olan ya da sadece genel bir destek
saglayan kisiler verilebilir. Finansal ve materyal destekleri de
belirtilmelidir.

Yaziya materyal olarak destek veren ancak yazarlhk icgin
gerekli olciitleri karsilamayan kisiler "klinik arastiricilar” ya
da “yardimci arastiricilar” gibi bashklar altinda toplanmali ve
bunlarin islevleri ya da katilimlar: "bilimsel danismanlik yapti1,
”calisma 6nerisini gozden gecirdi*, "veri topladi“ ya da "¢alisma
hastalarinin  bakimini  distlendi“ seklinde belirtilmelidir.
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Tesekkiir (acknowledgement) kisminda belirtilen bu ifadeler
icin bu bireylerden de yazili izin alinmasi gerekmektedir.

Biitlin yazarlar, arastirmanin sonuglarmi ya da bilimsel
degerlendirmeyi etkileyebilme potansiyeli olan finansal
iliskiler, ¢ikar catismasi ve ¢ikar rekabetini beyan etmelidirler.
Bir yazar kendi yayinlanmis yazisinda belirgin bir hata ya da
yanlishik tespit ederse, bu yanhshklara iliskin diizeltme ya da
geri ¢cekme icin yaymn ydnetmeni ile hemen temasa gecme
ve isbirligi yapma sorumlulugunu tasir. Yazarlarin katkisini
belirten Yazar Katki Formu ve ¢ikar catismasi olup olmadigini
belirten ICMJE Potansiyel Cikar Catismasi Beyan Formu
makale ile birlikte gonderilmelidir. Yazarlarin gorevleri ve
sorumluluklar1 konusunda asagidaki kaynaga bakabilirsiniz;
http://www.icmje.org/recommendations/browse/roles-and-
responsibilities/

Edit6r ve Hakem Sorumluluklar: ve Degerlendirme Siireci

Editorler, makaleleri, yazarlarin etnik kokeninden,
cinsiyetinden, cinsel yodneliminden, uyrugundan, dini
inancindan ve siyasi felsefesinden bagimsiz olarak
degerlendirirler. Yayma gonderilen makalelerin adil
bir sekilde cift tarafli kor hakem degerlendirmesinden
gecmelerini saglarlar. Gonderilen makalelere iliskin tim
bilginin, makale yayinlanana kadar gizli kalacagini garanti
ederler. Editorler icerik ve yaymin toplam kalitesinden
sorumludurlar. Gereginde hata sayfasi yayinlamali ya da
diizeltme yapmalidirlar.

Genel Yayin Yonetmeni; yazarlar, editorler ve hakemler arasinda
cikar catigmasina izin vermez. Hakem atama konusunda tam
yetkiye sahiptir ve Bagcilar Tip Biilteni'nde yayimnlanacak
makalelerle ilgili nihai karar1 vermekle ytikiimludir. Yaymn
etigi konusunda COPE kaynagina bakabilirsiniz. https://
publicationethics.org/files/u7141/1999pdf13.pdf

Hakemler makaleleri, yazarlarin etnik kokeninden,
cinsiyetinden, cinsel yoneliminden, uyrugundan, dini
inancindan ve siyasi felsefesinden bagimsiz olarak
degerlendirirler. Arastirmayla ilgili, yazarlarla ve/veya

arastirmanin  finansal destekgileriyle c¢ikar catismalar:
olmamalidir. Degerlendirmelerinin sonucunda tarafsiz bir
yargiya varmalidirlar. Hakemler yazarlarin atifta bulunmadig:
konuyla ilgili yaymlanmis c¢alismalar1 tespit etmelidirler.
Gonderilmis yazilara iliskin tiim bilginin gizli tutulmasin
saglamali ve yazar tarafinda herhangi bir telif hakk
ihlali ve intihal fark ederlerse Genel Yaymn Yonetmeni'ne
raporlamalidirlar. Hakem, makale konusu hakkinda kendini
vasifli hissetmiyor ya da zamaninda geri doniis saglamasi
mimkiin gortinmiiyorsa, Genel Yaymn Yonetmeni'ne bu
durumu bildirmeli ve hakem siirecine kendisini dahil
etmemesini istemelidir.

Editor makalelerle ilgili bilgileri (makalenin alinmas, icerigi,
gozden gecirme siirecinin durumu, hakemlerin elestirileri ya
da varilan sonug) yazarlar ya da hakemler disinda kimseyle
paylasmaz.

Degerlendirme siirecinde editor hakemlere gézden gegirme
icin gonderilen makalelerin, yazarlarin 6zel miilkii oldugunu
ve bunun imtiyazhi bir iletisim oldugunu acikca belirtir.
Hakemler ve yaymn kurulu {iyeleri topluma acik bir sekilde
makaleleri tartisgamazlar. Hakemlerin kendileri icin makalelerin
kopyalarini c¢ikarmalarina izin verilmez ve editoriin izni
olmadan makaleleri baskasina veremezler. Hakemler gézden
gecirmelerini bitirdikten sonra makalenin kopyalarini yok
etmeli ya da editore gondermelidirler. Dergimiz editérii de
reddedilen ya da geri verilen makalelerin kopyalarini imha
etmelidir.

Yazarin ve editoriin izni olmadan hakemlerin gozden
gecirmeleri basilamaz ve aciklanamaz. Hakemlerin kimliginin
gizli kalmasina 6zen gosterilmelidir. Bazi durumlarda editoriin
karariyla, ilgili hakemlerin makaleye ait yorumlar ayni
makaleyi yorumlayan diger hakemlere génderilerek hakemlerin
bu silirecte aydinlatilmasi saglanabilir. Degerlendirme
stireciyle ilgili olarak COPE kaynagina bakabilirsiniz: http://
publicationethics.org/files/Peer review guidelines.pdf

Agik Erisim Ilkesi

Acik erisimli bir yaym olan Bagcilar Tip Biilteni dergisinin
tlim icerigi okura ya da okurun dahil oldugu kuruma ticretsiz
olarak sunulur. Okurlar, yayinci ya da yazardan izin almadan
dergi makalelerinin tam metnini okuyabilir, indirebilir,

kopyalayabilir, dagitabilir, basabilir, arayabilir ve link
saglayabilir.

Yayin Etigi

flke ve Standartlar

Bagcilar Tip Biilteni yayin etiginde en yiiksek standartlara
baglidir ve Committee on Publication Ethics (COPE), Council
of Science Editors (CSE), World Association of Medical
Editors (WAME) ve International Committee of Medical
Journals (ICJME) tarafindan gelistirilen yayin etigi ilkelerini ve
tavsiyelerini gozetir.

Gonderilen tiim makaleler orijinal, yayinlanmamis (konferans
bildirilerindeki tam metinler de dahil) ve baska bir dergide
degerlendirme siirecinde olmamalidir. Her bir makale
editérlerden biri ve en az iki hakem tarafindan ¢ift kor
degerlendirmeden gecirilir. Gonderilen makaleleri intihal
yazilimi ile denetleme hakkimiz hakhdir. Intihal, veride
hile ve tahrif (arastirma verisi, tablolar1 ya da imajlarmin
manipiilasyonu ve asisiz iiretimi), insan ve hayvanlarin
arastirmada uygun olmayan kullanimi konular1 denetimden
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gecmektedir. Bu standartlara uygun olmayan tiim makaleler
yayindan cikarilir. Buna yayindan sonra tespit edilen olasi
kuraldisi, uygunsuzluklar iceren makaleler de dahildir. Yayin
etigi kurallarina bagh olarak, intihal siiphesini ve duplikasyon
durumlarini rapor edecegimizi belirtiriz. Olas1 bilimsel hatali
davraniglart ve yayin etigi ihlali vakalarini ele alirken COPE
Ethics Flowcharts http://publicationethics.org/resources/
flowcharts izlenir.

insan ve Hayvan Haklar, Bilgilendirilmis Olur, Cikar
Catigmasi

Bagcilar Tip Biilteni, yayinladig1 makalelerin ticari kaygilardan
uzak ve konu ile ilgili en iyi etik ve bilimsel standartlarda olmasi
sartin1 gozetmektedir. Makalelerin etik kurallara uygunlugu
yazarlarin sorumlulugundadir.

Bagcilar Tip Biilteni, 1975 Helsinki Deklarasyonu’nun
2004 yiiinda revize edilen Ethical Principles for Medical
Research Involving Human Subjects’e http://www.wma.
net/en/30publications/10policies/b3/index.html ve
2006 yilinda revize edilen WMA Statement on Animal
Use in Biomedical Research’e http://www.wma.net/
en/30publications/10policies/al8/uymayi1 prensip edinmistir.
Bu yiizden dergide yayinlanmak tizere gonderilen yazilarda,
klinik deneylere katilan denekler ile ilgili olarak yukarida
belirtilen etik standartlara uyuldugunun mutlaka belirtilmesi
gerekmektedir. Ayrica deneyin tiirtine gore gerekli olan yerel
veya ulusal etik komitelerden alinan onay yazilar yaz ile
birlikte gonderilmelidir. Bununla birlikte deneye katilan kisi/
hastalardan, hastalar eger temyiz kudretine sahip degilse
vasilerinden yazili bilgilendirilmis onam alindigini belirten
bir yaz1 ile beraber tiim yazarlar tarafindan imzalanmis bir
belgenin editére gonderilmesi gerekmektedir.

Hastalardan izin alinmadan mahremiyet bozulamaz.
Hastalarin ismi, isimlerinin bas harfleri ya da hastane
numaralar1 gibi tanimlayici bilgiler, fotograflar ve soy agaci
bilgileri vb. bilimsel amaglar agisindan ¢ok gerekli olmadikca
ve hasta (ya da anne-baba, ya da vasisi) yazih bilgilendirilmis
onam vermedikce basilmazlar. Ozellikle olgu bildirimlerinde,
cok gerekli olmadikca hasta ile ilgili tamimlayici ayrintilar
cikarilmahdir.  Ornegin, fotograflarda gdz bolgesinin
maskelenmesi kimligin gizlenmesi icin yeterli degildir. Eger
veriler kimligin gizlenmesi icin degistirildiyse yazarlar bu
degisikliklerin bilimsel anlami etkilemedigi konusunda
glivence vermelidirler. Olgu sunumlarinda yer verilen
hastalardan bilgilendirilmis onam alinmalidir. Bilgilendirilmis
onam alindig1 da makalede belirtilmelidir.

Bu tip calismalarin varhginda yazarlar, makalenin

YONTEM(LER) béliimiinde bu prensiplere uygun olarak
calismay1 yaptiklarini, kurumlarimin etik kurullarindan ve
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calismaya katilmis insanlardan
aldiklarini belirtmek zorundadirlar.

“bilgilendirilmis onam”

Calismada “hayvan” kullanilmis ise yazarlar, makalenin
YONTEM(LER) béliimiinde “Guide for the Care and Use
of Laboratory Animals” (www.nap.edu/catalog/5140.html)
dogrultusunda calismalarinda hayvan haklarini koruduklarini
ve kurumlarinin etik kurullarindan onay aldiklarini belirtmek
zorundadirlar. Hayvan deneyleri rapor edilirken yazarlar,
laboratuvar hayvanlarinin  bakimi ve kullanimi ile ilgili
kurumsal ve ulusal rehberlere uyup uymadiklarini yazil olarak
bildirmek zorundadurlar.

Editor ve yayinci, reklam amaci ile dergide yayinlanan ticari
trtinlerin 6zellikleri ve aciklamalari konusunda hicbir garanti
vermemekte ve sorumluluk kabul etmemektedir. Eger makalede
dogrudan veya dolayl ticari baglant1 veya calisma i¢in maddi
destek veren kurum mevcut ise yazarlar; kaynak sayfasinda,
kullanilan ticari iiriin, ilag, ila¢ firmas1 v.b. ile ticari hicbir
iliskisinin olmadigini veya varsa nasil bir iliskisinin oldugunu
(konsiiltan, diger anlasmalar) bildirmek zorundadir. Bagcilar
Tip Biilteni, WAME'nin ¢ikar catismasi tanimini benimser
http://www.wame.org/about/wame-editorial-on-coi

Buna gore, yazar, hakem ya da editér sorumluluklarini
asirt diizeyde ve/veya haksizliga yol acabilecek diizeyde
etkileyebilecek ya da etkileyebilecegi olasi bir cikar rekabeti
icindeyse, cikar catismasi s6z konusudur ve bunun agiklanmasi
gerekir. Aciklanmasi 6ngoriilen ¢ikar ¢atismast tipleri, finansal
baglar, akademik taahhiitler, kisisel iliskiler, politik ya da
dini inanglar, kurumsal baglantilardir. Cikar catismasi soz
konusuysa bu makalede acgiklanmalidir.

Dil

Bagcilar Tip Biilteni'nin yaymn dili Amerikan Ingilizcesi’dir,
ayrica makalelerin 6zleri hem Ingilizce, hem Tiirk¢e yayinlanir.
Her iki dildeki 6zler yazarlardan istenir.

Yazilarin Hazirlanmasi

Aksi belirtilmedikce gonderilen yazilarla ilgili tiim yazismalar
ilk yazarla yapilacaktir. Gonderilen yazilar, yazinin yayinlanmak
tizere gonderildigini ve Bagcilar Tip Biilteni'nin hangi boliimii
(Orijinal Arastirma, Kisa Arastirma, Olgu Sunumu, Derleme,
Editére Mektup) icin basvuruldugunu belirten bir mektup,
yazinin elektronik formunu iceren Microsoft Word 2003
ve {izerindeki versiyonlar ile yazilmis elektronik dosya ile
tim yazarlarin imzaladigr ‘Telif Hakki Devir Formu’, Yazar
Katki Formu ve ICMJE Potansiyel Cikar Catismasi Beyan
Formueklenerek gonderilmelidir. ~ Yazilarin  alinmasinin
ardindan yazarlara makalenin alindigi, bir makale numarasi
ile bildirilecektir. Tiim yazismalarda bu makale numarasi
kullanilacaktir. Makaleler sayfanin her bir kenarindan 2,5
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cm kenar boslugu birakilarak ve cift satir aralikli yazilmalhdar.
Makalelerde asagidaki sira takip edilmelidir ve her boliim yeni
bir sayfa ile baglamalidir: 1) bashk sayfasi, 2) 6z, 3) metin, 4)
tesekkiir / 5) kaynaklar ve 6) tablo ve/veya sekiller. Ttim sayfalar
sirayla numaralandirilmalidir.

Bashk

Baslik sayfasinda, yazarlarin adlari, akademik {invanlar1 ve
yazisilacak yazarin tam adres, telefon ve faks numaralarn ile
e-mail adresi mutlaka bulunmaldir. Yazilarin Tiirkce 6zlerinde
mutlaka Tiirkce bashk da yer almalidir.

0z ve Anahtar Sozciikler

Makalenin ingilizce bashg Ingilizce 6zde, Tiirkge bashg da
Tiirkce 6zde yer almalidir. Biitiin makaleler 6z ve anahtar
kelime igermelidir. Ozler bir makalenin bir¢ok elektronik veri
tabaninda yer alan en belirgin kismi oldugundan, yazarlar 6ziin
makalenin igerigini dogru olarak yansittigindan emin olmahdir.
Oz calismanin temeliyle ilgili bilgi vermeli ve calismanin
amacini, temel prosediirleri (olgularin ya da laboratuvar
hayvanlarinin sec¢imi, goézlemsel ve analitik yontemler), ana
bulgularn (miimkiinse 6zgiil etki biiytikliiklerini ve istatistiksel
anlamliliklarin1 vererek) ve temel cikarimlart icermelidir.
Calismanin ya da gozlemlerin yeni ve o6nemli yonleri
belirtilmelidir. Anahtar sozciikler, her tiirlii yazida Tiirkce
ve Ingilizce 6zlerin altindaki sayfada 3-10 adet verilmelidir.
Anahtar sozciik olarak National Library of Medicine’in Tibbi
Konu Basgliklar’nda (Medical Subject Headings, MeSH) yer
alan terimler kullanilmahidir. MeSH'de yer alan terimlerin
Ttiirkce karsiliklarina Ttirkiye Bilim Terimleri'nden http://www.
bilimterimleri.com erisilebilir.

Makale Tiirleri
Orijinal Arastirma

Orijinal arastirma makaleleri derginin kapsamina uygun
konularda 6nemli, 6zgiin bilimsel sonuglar sunan aragtirmalari
raporlayan yazilardir. Orijinal arastirma makaleleri, Oz,
Anahtar Kelimeler, Giris, Yontem ve Gerecler, Bulgular,
Tartisma, Sonuglar, Kaynaklar bsliimlerinden ve Tablo, Grafik
ve Sekillerden olusur. Oz béliimii aragtirma yazilarinda asagida
belirtilen formatta yapilandirilmis olmalidr.

0z

Arastirma vyazilarinda Tiirkge ve Ingilizce ozler en fazla
500 kelime olmali ve su sekilde yapilandirilmahdir: Amag/
Objective: Yazinin birincil ve asil amaci; Yontem ve Geregler/
Material and Method(s): Veri kaynaklari, calismanin iskeleti,
hastalar ya da ¢alismaya katilanlar, gériisme/degerlendirmeler
ve temel dl¢iimler; Bulgular/Results: Ana bulgular; Sonug(lar)/
Conclusion(s):Dogrudan  klinik uygulamalar, cikartilacak
sonuclar belirtilmelidir.

Anahtar Kelimeler

National Library of Medicine’m Tibbi Konu Baslhklari’'nda
(MedicalSubjectHeadings, MeSH) yer alan terimler
kullanilmalidir, en az ii¢ anahtar kelime belirtilmelidir.

Giris

Giris/Introduction béliimiinde konunun onemi, tarihge ve
bugiine kadar yapilmis c¢alismalar, hipotez ve calismanin
amacindan s6z edilmelidir. Hem ana hem de ikincil amagclar
acikca belirtilmelidir. Sadece gercekten iligkili kaynaklar
gosterilmeli ve caligmaya ait veri ya da sonuglardan s6z
edilmemelidir.

Yontem ve Gerecler

Yontem ve Geregler/Material and Methods bdliimiinde,
veri kaynaklari, hastalar ya da calismaya katilanlar, dlcekler,
goriisme/degerlendirmeler ve temel 6l¢iimler, yapilan islemler
ve istatistiksel yontemler yer almalidir. Yontem bolimi,
sadece calismanin plan1 ya da protokolii yazilirken bilinen
bilgileri icermelidir; caligma sirasinda elde edilen tiim bilgiler
bulgular kisminda verilmelidir. Yontem ve Gerecler boliimiinde
olgularin sec¢imi ve tanimlanmasi hakkinda bilgi, teknik bilgi ve
istatistik hakkinda bilgi yer almalidir. Arastirmanin Etik Kurul
Onay1 ve katithmcilardan alinan yazil Bilgilendirilmis Onam
belirtilmelidir.

Olgularin Secimi ve Tanimlanmasi

Gozlemsel ya da deneysel calismaya katilanlarin (hastalar,
hayvanlar, kontroller) secimi, kaynak  popiilasyon,
calismaya alinma ve calismadan diglanma olciitleri acikca
tanimlanmaldir. Yas ve cinsiyet gibi degiskenlerin ¢alismanin
amaciyla olan iligkisi her zaman agik olmadigindan yazarlar
calisma raporundaki kullanimlarmi aciklamahdir; 6rnegin
yazarlar ni¢in sadece belli bir yas grubunun alindigini ya da
neden kadinlarin calisma disinda birakildigini agiklamahdir.
Calismanin nigin ve nasil belli bir sekilde yapildigi agik
bir sekilde belirtilmelidir. Yazarlar etnisite ya da wrk gibi
degiskenler kullandiklarinda bu degiskenleri nasil 6l¢tiiklerini
ve gegcerliklerini aciklamalidir.

Teknik Bilgi

Diger ¢alismacilarin sonuglart yineleyebilmesi i¢in yontem
ve kullanilan araclar (iretici firma ve adres paragraf icinde
belirtilerek) ayrintili bir sekilde belirtilmelidir. Onceden
kullanilan bilinen yontemler icin (istatistiksel yodntemler
dahildir) kaynak gosterilmeli, basilmis ama iyi bilinmeyen bir
yontem icin kaynak verilmeli ve yéntem aciklanmalidir. Ayn1
sekilde yeni ya da belirgin olarak modifiye edilmis yontemler
tanimlanmali ve kullanilma nedenleri belirtilip kisithliklar:
degerlendirilmelidir. Kullanilan tiim ila¢ ve kimyasallar dogru
olarak tanimlanip jenerik isimleri, dozlar1 ve kullanim bicimleri
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belirtilmelidir. Gozden gec¢irme yazisi gonderen yazarlar veriyi
bulma, secme, ayirma ve sentezleme yontemlerini belirtmelidir.
Bu yontemler ayni zamanda 6zde de yer almalidir.

Istatistik

Istatistiksel ydntem, orijinal veriye erigebilecek bilgili bir
okuyucunun rapor edilen sonuglar1 onaylayabilecegi bir ayrintida
belirtilmelidir. Miimkiinse, bulgular niceliksel hale getirilmeli
ve hata olctimleri (giivenlik araliklar gibi) sunulmalidir. Etki
biiyiikliigiinii vermeyen, p degerlerinin kullanimi gibi, salt
istatistiksel hipotez sinamasina dayanilmamalidir. Calisma
deseni ve istatistiksel yonteme dair kaynaklar sayfalar belirtilerek
miimkiin oldugu siirece standart kaynaklar olmalidir. Istatistiksel
terimler, kisaltmalar ve semboller tanimlanmalhdir. Kullanilan
bilgisayar programi belirtilmelidir.

Bulgular

Ana bulgular istatistiksel verilerle desteklenmis olarak eksiksiz
verilmeli ve bu bulgular uygun tablo, grafik ve sekillerle
gorsel olarak da belirtilmelidir. Bulgular yazida, tablolarda ve
sekillerde mantikli bir sirayla 6nce en énemli sonuglar olacak
sekilde verilmelidir. Tablo ve sekillerdeki tiim veriyi yazida
vermemeli, sadece énemli noktalar1 vurgulanmalidir. Ekstra
materyal ve teknik bilgi ek kisminda verilerek yazinin akisinin
bozulmamas! saglanmali, alternatif olarak bunlar sadece
elektronik versiyonda yer almaldir.

Tartisma

Tartisma/Discussion bdliimiinde o c¢alismadan elde edilen
veriler, kurulan hipotez dogrultusunda hipotezi destekleyen ve
desteklemeyen bulgular ve sonugclar irdelenmeli ve bu bulgu ve
sonuglar literatiirde bulunan benzeri ¢alismalarla kiyaslanmals,
farkliliklar varsa agiklanmalidir. Calismanin yeni ve onemli
yanlar1 ve bunlardan ¢ikan sonuglari vurgulanmahdir. Giris ya
dasonuclar kisminda verilen bilgi ve veriler tekrarlanmamalidir.

Sonuclar

Sonuglar/Conclusions  boliimiinde c¢alismadan c¢ikarilan
sonuclar siralanmalidir. Deneysel calismalar icin tartismaya
sonuclar1 kisaca o©zetleyerek baslamak, daha sonra olasi
mekanizmalar1 ya da acgiklamalar incelemek ve bulgular:
onceki caligmalarla karsilastirmak, calismanin kisitliliklarim
ozetlemek, gelecekteki calismalar ve klinik pratik icin
uygulamalarini  belirtmek faydahdir. Varilan sonuglar

calismanin amaciyla karsilagtirlmali, ancak elde edilen
bulgular tarafindan yeterince desteklenmeyen cikarimlardan
kagimilmahdir. Yazarlar, eger elde ettikleri veriler ekonomik
veri ve analizler icermiyorsa, ekonomik ¢ikar ya da faydalarla
ilgili yorumlardan 6zellikle kacinilmalidir. Gerektiginde yeni
hipotezler ortaya konmali, ancak bunlarin yeni hipotezler
oldugu belirtilmelidir.
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Tablo, Grafik ve Sekiller

Yaz1 icindeki grafik, sekil ve tablolar Arap sayian ile
numaralandirilmahdir. ~ Sekillerin  metin icindeki yerleri
belirtilmelidir. Ayrintih bilgi asagida ilgili bashk altinda yer
almaktadir.

Kisa Arastirma

Kisa Arastirma makaleleri tarz ve format acisindan Orijinal
Arastirma makaleleri gibidir; ancak daha kiigiik o6lcekli
arastirmalar1 ya da gelistirme calismasinin erken asamalarinda
olan arastirmalar ele alir. Basit arastirma tasarimi kullanan
on calismalar, sinirh pilot veri saglayan kiiciik érnek kitle ile
yapilan calismalar, ileri arastirma gereksinimine isaret eden
baslangic bulgular: bu tiir arastirmalar kapsaminda sayilabilir.
Kisa Arastirma makaleleri, biiyiik 6lcekli geliskin arastirma
projelerini konu alan Orijinal Arastirma makalelerinden daha
kisadir. Ancak Kisa Arastirma, Orijinal Aragtirma makalesi
olabilecek kalitede bir arastirma makalesinin kisa versiyonu
olarak anlasilmamalidir; 6nem derecesi dustk, titizlikle
yapilmamis bir arastirma hakkinda bir yaymn malzemesi
hazirlamak i¢in kullanilmamalidir ya da genisletildiginde
Orijinal Arastirma makalesi ya da arastirma niteligi
kazanmayacak bir icerigi degerlendirecek bir makale tiirt
olarak anlagilmamalidir.

Olgu Sunumu

Olgu sunumu makaleleri 6zgiin vakalar1 rapor eden yazilardir.
Derginin kapsamina giren konulara iliskin bir problemin
ustesinden gelen tedaviyle ilgili, yeni araclar, teknikler ve
metotlar gostererek okuyucular icin bilgilendirme saglamalidir.
Olgu sunumu yazilar1 Oz (6ziin aragtirma makalesinde oldugu
gibi belli bir formatta yapilandirilmis olmasi gerekmiyor),
Anahtar Kelimeler, Giris, Olgu Sunumu, Tartisma, Referanslar,
gerekirse Tablo ve agiklayici bilgilerden olusur. Olgu sunumunda
yazili bilgilendirilmis onam alinmali ve makalede belirtilmelidir.

Derleme

Derleme makaleleri alaninda zengin birikime ve atif alan
calismalara sahip uzman kisilerce yazilan yazilardir. Klinik
pratige iliskin bir konuda mevcut bilgiyi tanimlayan,
degerlendiren ve tartisan; gelecege iliskin calismalara yol
gosteren derleme yazilar1 yazmalarn icin dergi belirledigi
yazarlara davet gonderir. Derleme makaleleri, Oz (6ziin,
arastirma makalesinde oldugu gibi belli bir formatta
yapilandirilmis olmasi gerekmiyor), Anahtar Kelimeler, Giris,
Sonu¢ bolimlerinden olusur. Derleme makale gonderen
yazarlarin, makalede kullandiklar1 verinin sec¢imi, alinmasi,
sentezi i¢in kullandiklar1 yontemleri tanimlayan bir boliime de
makalede yer vermeleri gerekir. Bu yontemler Oz béliimiinde
de belirtilmelidir.




BAGCILAR MEDICAL BULLETIN

Bagcilar Tip Biilteni

YAZARLARA BILGI

Editére Mektup

Editore Mektup, kisa ve net goriis bildiren yazilardir. Dergide
daha dnce yaymlanmis olan makalelerle ilgili olarak ya da
dergide ifade edilmis goriislerle ilgili olarak yazilmis olmasi
tercih edilir. Editére Mektup yazilari, daha sonra yeni bir yazi
ile gecerlilik ispat1 gerektirebilecek 6n goriis bildiren yazilar
olmamalidir.

Tablolar

Tablolar bilgileri etkin bir sekilde gosterir ve ayrica bilginin
istenen tiim ayrinti seviyelerinde verilmesini saglar. Bilgileri
metin yerine tablolarda vermek genelde metnin uzunlugunu
kasaltir.

Her tablo ayr bir sayfaya cift aralikh olarak basilmalidir.
Tablolar metindeki siralarina gére numaralanip, her birine kisa
bir bashk verilmelidir. MS Word 2003 ve {istii versiyonlarinda
otomatik tablo seceneginde “tablo klasik 1” ya da “tablo basit 1”
seceneklerine gore tablolar hazirlanmalidir. Baglik satir1 ve tablo
alt st satirlar1 disinda tablonun i¢inde baska dikey ve yatay
cizgiler kullanilmamalidir. Her siituna bir baslik verilmelidir.
Yazarlar agiklamalar1 bashkta degil, dipnotlarda yapmalidir.
Dipnotlarda standart olmayan tiim kisaltmalar agiklanmalidir.
Dipnotlar i¢in sirasiyla su semboller kullanilmalidir:

CHES L.

Varyasyonun standart sapma ya da standart hata gibi
istatistiksel Olctimleri Dbelirtilmelidir. Metin icinde her
tabloya atifta bulunulduguna emin olunmahdir. Eger
yaymlanmis ya da yaymlanmamis herhangi baska bir
kaynaktan veri kullaniliyorsa izin alinmali ve onlar tam
olarak bilgilendirilmelidir. Cok fazla veri iceren tablolar, ¢cok
yer tutar ve sadece elektronik yayinlar i¢in uygun olabilir ya
da okuyuculara yazarlar tarafindan dogrudan saglanabilir.
Boyle bir durumda uygun bir ifade metne eklenmelidir. Bu tip
tablolar, hakem degerlendirmesinden ge¢mesi icin makaleyle
beraber gonderilmelidir.

Sekiller

Sekiller ya profesyonel olarak cizilmeli ve fotograflanmali ya
da fotograf kalitesinde dijital olarak gonderilmelidir. Sekillerin
basima uygun versiyonlarmin yani sira JPEG ya da GIF
gibi elektronik versiyonlarda yiiksek c¢o6ziiniirliikte goriinti
olusturacak bicimlerde elektronik dosyalari gonderilmeli ve
yazarlar gondermeden dnce bu dosyalarin goriintii kalitelerini
bilgisayar ekraninda kontrol etmelidir.

Rontgen, CT, MRIfilmlerive diger tanisal goriintiilemeler yiiksek
kalitede basilmis olarak gonderilmelidir. Bu nedenle sekillerin
tizerindeki harfler, sayilar ve semboller acik ve tiim makalede
esit ve yaym icin kiictiltiildiiklerinde bile okunabilecek
boyutlarda olmalidir. Sekiller miimkiin oldugunca tek baglarina

anlasilabilir olmalidir. Fotomikrografik patoloji preparatlari ic
olceklericermelidir. Semboller, oklar ya da harfler fonla kontrast
olusturmalidir. Eger insan fotografi kullanilacaksa, ya bu kisiler
fotograftan taninmamalidir ya da yazil izin alinmahdir (Etik
béliimiine bakiniz).

Sekiller metinde gegis siralarina gore numaralandirilmalidir.
Eger onceden yaymlanmis bir sekil kullanilacaksa, yayin
hakkini elinde bulunduran bireyden izin alinmaldir. Toplum
alanindaki belgeler haric yazarliga ve yayincirya bakilmadan bu
izin gereklidir. Basilacak bolgeyi gosteren ek cizimler editoriin
isini kolaylastirir. Renkli sekiller editor gerekli gordiigiinde ya
da sadece yazar ek masrafi karsilarsa basilir.

Sekillerin Dipnotlar:

Ayr bir sayfadan baglayarak sekiller icin tablo basliklar1 ve
dipnotlan tek aralikli olarak ve Arap sayilar ile hangi sekle
kars1 geldikleri belirtilerek yazilmalidir. Semboller, oklar, sayilar
ya da harfler seklin pargalarini belirtmek icin kullanildiginda,
dipnotlarda her biri acikca tanimlanmalidir. Fotomikrografik
patoloji preparatlarinda i¢ oOlcek ve boyama teknigi
aciklanmahdir.

Olciim Birimleri

Uzunluk, agirlik ve hacim birimleri metrik (metre, kilogram,
litre) sistemde ve bunlarin onlu katlar seklinde rapor
edilmelidir. Sicakliklar Celsius derecesi, kan basinci milimetre
civa cinsinden olmaldir. Ol¢ii birimlerinde hem lokal hem
de Uluslararas1 Birim Sistemleri (International System of
Units, SI) kullanilmaldir. fla¢ konsantrasyonlar1 ya SI ya da
kiitle birimi olarak verilir, alternatif olarak parantez icinde de
verilebilir.

Kisaltmalar ve semboller sadece standart kisaltmalari kullanin,
standart olmayan kisaltmalar okuyucu icin ¢ok kafa karistirict
olabilir. Baslikta kisaltmadan kaginilmalidir. Standart bir 6l¢tim
birimi olmadik¢a kisaltmalarin uzun hali ilk kullanilislarinda
acik, kisaltilmis hali parantez icinde verilmelidir.

Tesekkiir(ler)
Yazinin sonunda kaynaklardan 6nce yer verilir. Bu béliimde

kisisel, teknik ve materyal yardimi gibi nedenlerle yapilacak
tesekkiir ifadeleri yer alir.

Kelime Sayis1 Sinirlandirmasi

Tiirkge ve Ingilizce 6zler en fazla 500 kelime olmalidir. Orijinal
makaleler ve derleme yazilarinda ©zel bir kelime sayisi
siirlandirmasi yoktur. Olgu Sunumlar1 Oz hari¢ 1000 kelime
ile smirlandirilmali ve en az sayida sekil, tablo ve kaynak
icermelidir. Editére mektuplar (en fazla 1000 kelime, tablosuz ve
sekilsiz) olmali ve mektup, tiim yazarlar tarafindan imzalanmis
olmalidir. Bagcilar Tip Biilteni'nde yayinlanmis olan bir yazi
ile ilgili elestiri ya da degerlendirme niteligindeki mektuplar




YAZARLARA BILGI

sozil edilen yazinin yaymlanmasindan sonraki 12 hafta icinde
alinmis olmalidur.

Makale Hazirhig :

“Bagcilar Tip Biilteni”, Tip Dergilerinde Bilimsel Calismalarin
Yirtitiilmesi, Raporlanmasi, Diizenlenmesi ve Yayinlanmasina
iliskin yonergeleri takip eder ” (Uluslararas1 Tip Dergisi Editorleri
Komitesi - http://www.icmje.org/). Makalenin sunulmasi
tizerine, yazarlar deneme/arastirma tiiriinii belirtmeli ve uygun
oldugunda asagidaki kurallarin kontrol listesini saglamalidir:

Randomize caligmalar icin CONSORT agiklamasi (CONSORT
Grubu icin Moher D, Schultz KE Altman D. CONSORT beyant
paralel grup randomize caligmalarin raporlarinin kalitesini
iyilestirmek icin 6nerileri gozden gegcirdi. JAMA 2001; 285: 1987-
91) (http: //www.consort-statement.org /),

Sistematik gozden gecirmeler ve meta-analizler i¢in tercih
edilen raporlama maddeleri icin PRISMA (Moher D, Liberati A,
Tetzlaff J, Altman DG, PRISMA Grubu. Sistematik incelemeler
ve Meta-Analizler icin Tercih Edilen Raporlama Maddeleri:
PRISMA Beyani. PLoS Med 2009; 6 ( 7): €1000097.) (Http://
www.prisma-statement.org /),

Tanisal dogruluk calismalarinin raporlanmas: icin STARD
kontrol listesi (Bossuyt PM, Reitsma JB, Bruns DE, Gatsonis CA,
Glasziou PP, Irwig LM, vd, STARD Grubu i¢in. Teshis dogrulugu
calismalarinin eksiksiz ve dogru raporlanmasma yonelik:
STARD girisimi, Ann Intern Med 2003; 138: 40-4.) (http://www.
stard-statement.org /),

STROBE gozlemsel calisma raporlarinda yer almasi gereken
maddelerin kontrol listesi (http://www.strobe-statement.org /),
Gozlemsel calismalarin meta-analizi ve sistemik incelemeleri
icin MOOSE yonergeleri (Stroup DE Berlin JA, Morton SC,
vd.) Epidemiyolojideki gozlemsel ¢alismalarin meta-analizi:
Epidemiyoloji (MOOSE) grubundaki g6zlemsel calismalarin
Meta-analizini bildirme 6nerisi JAMA 2000; 283: 2008-12).
CARE kurallari, vaka raporlarinin dogrulugunu, seffafligini
ve kullanishhgmi artirmak igin tasarlanmistir. (Gagnier JJ,
Kienle G, Altman DG, Moher D, Sox H, Riley D; CARE Grubu.
CARE Yonergeleri: Konsenstiis Tabanlh Klinik Vaka Raporlama
Rehberinin Gelistirilmesi.) (Http://www.care-statement.org /

Kaynaklar
Kaynaklarla ilgili Genel Konular

Gozden gecirme vyazilart okuyucular icin bir konudaki
kaynaklara ulagsmayi kolaylastiran bir arag olsa da, her zaman
orijinal calismay1 dogru olarak yansitmaz. Bu ylizden miimkiin
oldugunca yazarlar orijinal caligmalar1 kaynak gostermelidir.
Ote yandan, bir konuda ¢ok fazla sayida orijinal ¢alismanin
kaynak gosterilmesi yer israfina neden olabilir. Birka¢ anahtar
orijinal ¢alismanin kaynak gosterilmesi genelde uzun listelerle
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ayni isi goriir. Ayrica gilinlimiizde kaynaklar elektronik
versiyonlara eklenebilmekte ve okuyucular elektronik literatiir
taramalariyla yayinlara kolaylikla ulasabilmektedir.

Ozler kaynak olarak gosterilmemelidir. Kabul edilmis
ancak yayinlanmamis makalelere atiflar “basimda” ya da
“cikacak” seklinde verilmelidir; yazarlar bu makaleleri kaynak
gosterebilmek icin yazili izin almalidir ve makalelerin basimda
oldugunu ispat edebilmelidir. Gonderilmis ancak yayina kabul
edilmemis makaleler, “yayinlanmamis goézlemler” olarak
gosterilmeli ve kaynak yazili izinle kullanilmalidir. Genel
bir kaynaktan elde edilemeyecek temel bir konu olmadik¢a
“kisisel iletisimlere” atifta bulunulmamalidir. Eger atifta
bulunulursa parantez icinde iletisim kurulan kisinin adi ve
iletisimin tarihi belirtilmelidir. Bilimsel makaleler icin yazarlar
bu kaynaktan yazili izin ve iletisimin dogrulugunu gosterir
belge almalidir.

Referans Stili ve Format1

Tek tip kurallar esas olarak National Library of Medicine,
tarafindan uyarlanmis olan bir ANSI standart stilini kabul
etmistir. Kaynak atifta bulunma 6rnekleri icin yazarlar www.
nlm.nih.gov/bsd/uniform_requirements.html sitesine
basvurabilirler. Dergi isimleri National Library of Medicine
kaynaginda yer alan sekilleriyle kisaltilmalidir. Kaynaklar
yazinin sonunda (Kaynaklar/References) bashg altinda
metindeki gecis sirasina gore numaralandirilip dizilmelidir.
Metin icinde ise parantez iginde belirtilmelidir. Kaynaklarin
listesiyle metin icinde yer alis siras1 arasinda bir uyumsuzluk
bulunmamalidir.

Kaynaklar yazinin sonunda (Kaynaklar) bashg altinda
metindeki gecis sirasina gore numaralandirillip dizilmelidir.
Metin icinde ise () seklinde parantez icinde referans numarasi
belirtilmelidir. Kaynaklarin listesiyle metin i¢inde yer alis sirasi
arasinda bir uyumsuzluk bulunmamaldir.

Kaynaklarin dogrulugundan yazar(lar) sorumludur. Tiim
kaynaklar metinde belirtilmelidir. Kaynaklar asagidaki
orneklerdeki gibi gosterilmelidir. Alt1 yazardan fazla yazarn
olan ¢alismalarda ilk alt1 yazar belirtilmeli, sonrasinda “ve
ark.” ya da “et al.” ibaresi kullanilmaldir. Kaynak dergi
adlarinin  kisaltilmas1 National Library of Medicine’de
belirtilen kisaltmalara (https://www.ncbi.nlm.nih.gov/
nlmcatalog/journals) uygun olmaldir. National Library
of Medicine’da indekslenmeyen bir dergi kisaltilmadan
yazilmalidir.

Kaynaklar icin 6rnekler asagida belirtilmistir:
1. Dergilerdeki makaleler icin 6rnekler:

MEDLINE’da yer alan ve kisaltmasit MEDLINE’a gore yapilan
dergi makalesi icin: Crow SJ, Peterson CB, Swanson SA,
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Raymond NC, Specker S, Eckert ED, et al. Increased mortality
in bulimia nervosa and other eating disorders. Am J Psychiatry
2009;166(12):1342-1346.

MEDLINE’da yer almayan ve kisaltmasi olmayan dergi makalesi
icin: Sevinger GM, Konuk N. Emotional eating. Journal of Mood
Disorders 2013;3(4):171-178.

2. Ek say1icin:

MEDLINE’da yer alan ve kisaltmast MEDLINE’a gore yapilan
dergi makalesi icin: Sharan P, Sundar AS. Eating disorders in
women. Indian ] Psychiatry 2015:57(Suppl 2):286-295.
MEDLINE’da yer almayan ve kisaltmasi olmayan dergi makalesi
icin: Maner E Yeme bozukluklarinin tedavisi. Anadolu Psikiyatri
Dergisi 2009;10(Ek 1):55-56.

3. Baskidaki makale icin:

Cossrow N, Pawaskar M, Witt EA, Ming EE, Victor TW, Herman
BK, et al. Estimating the prevalence of binge eating disorder in
a community sample from the United States: comparing DSM-
IV-TR and DSM-5 criteria. J Clin Psychiatry, 2016. (in press).

4. Kitaptan alintilar:

Tek yazarh kitaptan alint1 icin:

McKnight TL. Obesity Management in Family Practice. 1st ed.,
New York:Springer, 2005:47-51.

Kitaptan bir béliim icin, editor(ler) varsa:

Jebb S, Wells J. Measuring body composition in adults and
children. In Clinical Obesity in Adults and Children, Copelman
P, Caterson I, Dietz W (editors). 1st ed., London: Blackwell
Publishing, 2005:12-18.

Editorler ayni zamanda kitabin icindeki metin ya da
metinlerin yazari ise: Once alinan metin ve takiben kitabin
ismi yine kelimeler biiyiik harfle baslatilarak yazilir.

Eckel RH (editor). Treatment of obesity with drugs in the new
millennium. In Obesity Mechanisms and Clinical Management.
Ist ed., Philadelphia: Lippincott Williams & Wilkins, 2003:449-476.
Ceviri Kitaptan Alint1 icin:

McGuffin B Owen M]J, Gottsman II. Psikiyatri Genetigi ve
Genomigi. Abay E, Gorgiilii Y (translation editors) Ist ed.,
Istanbul: Nobel Tip Kitabevleri, 2009:303-341.

5. Tezden alint1 icin:

Keceli E Yeme bozuklugu hastalarinda obsesif kompulsif
bozukluk ve kisilik bozuklugu. Thesis, T.C. Saghk Bakanhgi
Bakirkdy Prof. Dr. Mazhar Osman Ruh Saglig ve Sinir
Hastaliklar Egitim ve Arastirma Hastanesi, Istanbul:2006.

6. Kongre bildirileri icin:

Akbag Oncel D, Akdemir A. Universite dgrencilerinde diyet,
beden algis1 ve kendilik algis1 arasindaki iliskiler. 47. Ulusal

Psikiyatri Kongresi Ozet Kitabi, 26-30 Ekim 2011, Antalya,
2011:102.

7. Online Makale:

Kaul S, Diamond GA. Good enough: a primer on the analysis
and interpretation of noninferiority trials. Ann Intern Med
[Internet]. 4 Temmuz 2006 [Atif tarihi:4 Ocak 2007];145(1):62-9.
Erisim adresi:http://www.annals.org/cgi/reprint/145/1/62.pdf

Makalenin Dergiye Gonderilmesi

Cevrimici gonderim (online submission) ile birlikte Bagcilar
Tip Biilteni web sitesinin (www.ijfed.org) ilgili kistmlarindaki
talimatlara uyarak makale gonderilebilmekte, hakem siirecleri
de bu yolla yapilabilmektedir.

Makalelere eslik eden ve asagidaki bilgileri iceren bir kapak
mektubu olmalidir.

* Ayni ya da ¢ok benzer calismadan elde edilen raporlarin
daha o©nce yaymna gonderilip gonderilmedigi mutlaka
belirtilmelidir. Boyle bir c¢alismaya o6zgiil olarak atifta
bulunulmali ve ayrica yeni makalede de eskisine atifta
bulunulmalidir. Génderilen makaleye bu tip materyalin
kopyalar1 da eklenerek editore karar vermesinde yardimci
olunmalidir.

e Eger makalenin kendisinde ya da yazar formunda
belirtilmemisse ¢ikar ¢atismasina neden olabilecek mali ya da
diger iliskileri belirten bir ifade olmalidir.

* Makalenin tiim yazarlar tarafindan okunup kabul edildigini,
onceden belirtilen sekilde yazarlik 6l¢titlerinin karsilandigini,
her yazarin makalenin diirtist bir ¢alismayr yansittigina
inandigin1 belirten bir ifade olmalidir. Mektup editore
yardimci olabilecek tiim diger bilgileri icermelidir. Eger
makale O6nceden baska bir dergiye gonderilmisse onceki
editoriin ve hakemlerin yorumlar1 ve yazarlarin bunlara
verdigi cevaplarin gonderilmesi faydahdir. Editér, 6nceki
yazismalarin goénderilmesini hakem siirecini dolayisiyla
yazinin  yayinlanma  stirecini  hizlandirabileceginden
istemektedir.

Yazarlarin makalelerini géndermeden o6nce bir eksiklik
olmadigindan emin olmalarini saglamak i¢in bir kontrol listesi
bulunmaktadir. Yazarlar derginin kontrol listesini kullanip
gonderilerini kontrol etmeli ve makaleleri ile birlikte bu formu
gondermelidirler.

SON KONTROL LIiSTESI

e Editore sunum sayfasi

- Makalenin kategorisi

- Baska bir dergiye gonderilmemis oldugu bilgisi

- Sponsor veya ticari bir firma ile iligkisi (varsa belirtiniz)
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Istatistik kontroliiniin yapildigi (aragtirma makaleleri i¢in)

- Ingilizce yoniinden kontroliiniin yapildig

e Telif Hakki Devir Formu

* Yazar Katki Formu

e ICMIJE Potansiyel Cikar Catismasi Beyan Formu

* Daha 6nce basilmis materyal (yazi-resim-tablo) kullanilmis
ise izin belgesi

e Insan 6gesi bulunan calismalarda “gere¢ ve yontemler”
boliimiinde Helsinki Deklarasyonu prensiplerine uygunluk,
kendi kurumlarindan alinan etik kurul onayinin ve hastalardan
“bilgilendirilmis olur (r1za)” alindiginin belirtilmesi

e Hayvan 0gesi kullanilmis ise “gere¢ ve yontemler”
boliimiinde “Guide for the Care and Use of Laboratory Animals”
prensiplerine uygunlugunun belirtilmesi
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* Kapak sayfasi
- Makalenin Tiirkce ve Ingilizce baghg (tercihen birer satir)
- Yazarlar ve kurumlari

- Tim yazarlarin yazisma adresi, is telefonu, faks numarasi,
GSM, e-posta adresleri

e Ozler (400-500 kelime) (Tiirkge ve Ingilizce)

¢ Anahtar Kelimeler: 3-10 aras1 (Tiirkce ve ingilizce)
¢ Tam metin makale

o Tesekkiir

» Kaynaklar

 Tablolar-Resimler, Sekiller
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The Assessment of the Neutrophil-lymphocyte
Ratio and Platelet-lymphocyte Ratio in
Dyslipidemic Obese Children

Dislipidemik Obez Cocuklarda No6trofil Lenfosit Orani ve Platelet

Lenfosit Oraninin Degerlendirilmesi

® Tugce Damla Dilek!, @ Ozlem Bostan Gayret!, @ Suna Kiling2, @ Meltem Erol!, @ Ozgiil Yigit!,

® Fatih Metel

IUniversity of Health Sciences, Bagcilar Training and Research Hospital, Clinic of Pediatrics, Istanbul, Turkey
2University of Health Sciences, Bagcilar Training and Research Hospital, Clinic of Pediatric Endocrinology, Istanbul, Turkey

Objective: Childhood obesity is one of the most important
children's health problems that is gradually increasing all over the
world. Dyslipidemia which coexists with obesity is a risk factor for
atherosclerotic diseases in adulthood. In this study, the usability of the
neutrophil-lymphocyte ratio (NLR) and the platelet-lymphocyte ratio
(PLR) in predicting dyslipidemia, a serious complication of obesity, in
children were investigated.

Method: Two hundred and seven cases aged between 11-17 years who
were diagnosed with obesity at the Pediatrics Clinic of our hospital and
50 cases with no disorders whose complete blood count was performed
for routine purposes were retrospectively investigated. The genders, ages,
and examination findings of the cases were recorded. In obese children,
leukocyte, hemoglobin, platelet, mean platelet volume, neutrophil and
lymphocyte levels were evaluated in the complete blood count performed
at the first admission. The NLR and the PLR were calculated. Preprandial
blood glucose and preprandial insulin, serum aminotransferase values,
and the lipid profile were recorded.

Results: While dyslipidemia was determined in 99 (47.82%) of 207
cases who were diagnosed with obesity, it was not determined in 108
(52.18%) cases. The systolic blood pressure, diastolic blood pressure, and
preprandial insulin level were higher in cases with dyslipidemia than the
group without dyslipidemia. The PLR average of the dyslipidemic group
was 112.75+3911, the PLR average of the non-dyslipidemic group was
104.78+31.38, and the PLR average of the control group was 110.20+39.35,
and there was no statistically significant difference between the PLR
averages of the groups (p=0.353). The NLR average was 1.52+0.69 in

Amag: Cocukluk gagdi obezitesi tim diinyada giderek artan en onemli
cocuk sagligi sorunlarindan biridir. Obezite ile birlikte olan dislipidemi,
erigkin donemde aterosklerotik hastaliklar igin bir risk faktorudur.
Bu calismada c¢ocuklarda, obezitenin ciddi bir komplikasyonu olan
dislipidemiyi 6ngérmede notrofil-lenfosit orani (NLO) ve platelet-lenfosit
oraninin (PLO) kullanilabilirligini arastirdik.

Yontem: Hastanemiz Cocuk Sagligi ve Hastaliklari Klinigi'nde obezite
tanisi alan 11-17 yas arasi 207 olgu ve herhangi bir rahatsizligi olmayip
rutin amagli tam kan tahlili yapilan 50 olgu retrospektif olarak incelendi.
Olgularin cinsiyetleri, yaslar, muayene bulgular kaydedildi. Obez
¢ocuklarda ilk bagvuruda alinan tam kan sayiminda lokosit, hemoglobin,
trombosit, ortalama trombosit hacmi, noétrofil ve lenfosit diizeyleri
degerlendirildi. NLO ve PLO hesaplandi. Aglik kan sekeri ve aglik instlin,
serum aminotransferaz degerleri ve lipid profili kaydedildi.

Bulgular: Obezite tanisi alan 207 olgunun 99'unda (%47,82) dislipidemi
saptanirken, 108 olguda (%52,18) dislipidemi saptanmadi. Dislipidemi
saptanan olgularin sistolik kan basinci, diastolik kan basinci ve aglk
instlin diizeyi dislipidemi olmayan gruptan daha yuksekti. Dislipidemik
grubun PLO ortalamasi 112,75+39,11, dispidemik olmayan grubun PLO
ortalamasi 104,78+31,38, kontrol grubunun PLO ortalamasi 110,20+39,35
olup gruplarin PLO ortalamalari arasinda istatistiksel olarak anlamli
farklilik gozlenmemistir (p=0,353). NLO ortalamasi dislipidemik grupta
1,52+0,69, dislipidemik olmayan grupta 166+0,81, kontrol grubunda
1,7241,26 idi. Her (¢ grubun NLO ortalamasi arasinda istatistiksel olarak
anlamli farklilik gézlenmemistir (p=0,295).
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the dyslipidemic group, 1.66+0.81 in the non-dyslipidemic group, and
1.72%1.26 in the control group. No statistically significant difference was
observed between the NLR averages of all three groups (p=0.295).

Conclusion: In this study, no relationship was determined between the
PLR and NLR and dyslipidemia in obese children.

Keywords: Children, dyslipidemia, neutrophil-lymphocyte ratio, platelet-
lymphocyte ratio

Sonug: Calismamizda obez cocuklarda PLO ve NLO ile dislipidemi
arasinda iligki saptanmadi.

Anahtar kelimeler: Cocuk, dislipidemi, nétrofil-lenfosit orani, platelet-
lenfosit orani

Introduction

Obesity, which is an important cause of morbidity and
mortality, is gradually rising in the young people (1,2).
Many health problems such as cardiovascular diseases,
hypertension, type 2 diabetes, and fatty liver are associated
with obesity (3).

Elevation of triglyceride (TG), LDL and total cholesterol
values and a decrease in HDL cholesterol values in obese
children cause an increase in the risk of cardiovascular
diseases in childhood (4). Therefore, the early diagnosis
and treatment of risk factors in obesity gains importance.

Recently, obesity is also known to be associated with
immunological abnormalities (5). Inflammatory cells
infiltrate adipose tissue in obese individuals, and these
inflammatory cells and fat cells cause a low level of chronic
systemic inflammation by producing cytokines (2,6,7).
The neutrophil-lymphocyte ratio (NLR) and platelet-
lymphocyte ratio (PLR), which are considered to be
indicators of subclinical inflammation, are cheap and easily
calculable haemogram parameters, and in recent years,
their relationship with obesity and obesity-associated
diseases has been investigated (8-13).

Complications of obesity in children are now better known.
Therefore, the treatment and prevention of obesity have
remained a problem that should be solved urgently. In this
study, we investigated the usability of NLR and PLR, which
are easy methods, in the prediction of the presence of
dyslipidemia in obese children.

Material and Methods

Two hundred and seven cases, who were diagnosed with
obesity upon applying to the outpatient clinic of our hospital
pediatrics clinic between January 2017 and May 2017 and
who were between 11-17 years of age, and 50 cases, who
did not have any disorder and who underwent a complete
blood test for routine purposes, were retrospectively
examined. Children with the body mass index (BMI)

determined to 95 percentiles and higher according to age
and gender were considered as obese. By using height and
weight measurements, the BMIs [weight (kg)/height? (m2)]
of the cases were calculated. Patients with chronic disease,
syndromic obesity, or hypothyroidism were not included in
the study. Children with systemic infection or immunological
disorders were excluded from the study.

The genders, ages and examination results of the cases
were recorded. In the complete blood count taken at first
admission in obese children, leukocyte, hemoglobin, platelet,
mean platelet volume, neutrophil, and lymphocyte levels
were evaluated. NLR and PLR were calculated. Fasting blood
glucose and fasting insulin, serum aminotransferase values
and lipid profile were recorded. Children with the LDL level
>130 mg/dL or TG level >130 mg/dL, total cholesterol level
>200 mg/dL or HDL level <35 mg/dL were considered to be
dyslipidemic (14).

Ethics committee approval of the study was obtained
from the Local Ethics Committee of our hospital (No:
2018.03.1.06.028), and an informed consent form was
signed in accordance with the Declaration of Helsinki.

Statistical Analysis

The data were analyzed on the computer using SPSS 25.0
(Statistical Packages of Social Sciences) program. The
appropriateness of the data to the normal distribution was
evaluated by the Kolmogorov-Smirnov test. Descriptive
statistics were demonstrated as mean + standard deviation
and median for continuous variables and as frequency and
percentage for categorical variables. The two independent
samples t-test was used to compare the normally distributed
variables of two independent groups. The chi-square test
was performed to analyze the difference between categorical
variables. The Kruskal-Wallis test was conducted to compare
the not normally distributed variables of more than two
groups. The Mann-Whitney U test was used to perform the
pairwise comparison of the variables that were statistically
significant. It was interpreted by performing Bonferroni
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correction. In the case of p<0.05, the difference was
considered significant.

Results

While dyslipidemia was detected in 99 (47.82%) of the
207 cases diagnosed with obesity, dyslipidemia was not
detected in 108 cases (52.18%).

The mean age of obese patients with dyslipidemia was
13.39+1.28 years and the mean age of obese subjects
without dyslipidemia was 13.49+1.20 years. The mean
BMI of the group with dyslipidemia was 31.48+1.81 kg/
m2, and the mean BMI of the group without dyslipidemia
was 31.44+1.79 kg/m2, and no significant difference was
determined between the two groups (p=0.872).

The mean systolic blood pressure (SBP), mean diastolic
blood pressure (DBP) and mean fasting insulin of
the dyslipidemic group were found to be statistically
significantly higher compared to those of the group without
dyslipidemia (Table 1).

Table 1. Clinical and laboratory findings of obese children

with and without dyslipidemia

Dyslipidemia (-) Dyslipidemia (+) p value

n=108 n=99

Age 13.49%+1.20 13.39%+1.28 0.576
BMI 31.44%1.79 31.48+1.81 0.872
Fasting insulin ~ 21.11£9.56 27.031+19.71 0.008*
SBP 120.67£11.54 12818+14.16 0.0001*
DBP 74.21+8.96 78.28+9.18 0.001*
AST 20.62+8.21 22.51+17.71 0.319
ALT 20.30£13.23 22161136 0.617

BMI: Body mass index, SBP: Systolic body pressure, DBP: Diastolic body
pressure AST: Aspartate aminotransferase, ALT: Alanine aminotransferase

*Statistical significance was defined as a p value <0.05

The mean age of the dyslipidemic group was 13.39+1.28
years and the mean age of the group without dyslipidemia
was 13.49+1.20 years, and the mean age of the control
group was 13.26+1.54 years, and there was no statistically
significant difference between the mean ages of all three
groups (p=0.365).

While the mean leukocyte and platelet counts were
determined to be statistically significantly higher in obese
children with and without dyslipidemia compared to the
control group (p=0.037, p=0.0001), the mean lymphocyte
count was found to be statistically significantly lower
(p=0.007).

The mean PLR of the dyslipidemic group was 112.75+39.11,
the mean PLR of the group without dyslipidemia was
104.78+31.38, and the mean PLR of the control group was
110.20+39.35, and no statistically significant difference was
observed between the mean PLRs of the groups (p=0.353).
The mean NLR was 1.52+0.69 in the dyslipidemic group,
1.66+0.81 in the group without dyslipidemia, and 1.72+1.26
in the control group. There was no statistically significant
difference between the mean NLRs of all three groups
(p=0.295) (Table 2).

Discussion

Obesity is the excessive accumulation of fat in the body
over acceptable measurements (15). Childhood obesity
has an increasing prevalence throughout the world
(16). The fact that morbidity and mortality in adulthood
increase in individuals who have been obese in childhood
and that 50% of those who have been obese in adolescence
are obese in adulthood make obesity a significant health
problem (17).

Table 2. Hemogram parameters of obese children with and without dyslipidemia and control group

Dyslipidemia (-) | Dyslipidemia (+) Il Control Il p value I-11 I-11 -1

(n=108) (n=99) (n=50) p value p value p value
Age 13.49%+1.20 13.39%1.28 13.26+1.54 0.365 - - -
Leukocyte 8.60+1.94 8.641+1.98 794+1214 0.037* 1.000 0.067 0.052
Neutrophil 4,72+1.56 4.51%+1.51 4,31+1.73 0.100 - - -
Lymphocyte  3.03%+0.79 3.10%+0.67 6.76+£28.76 0.007* 0.863 0.059 0.005*
Hemoglobin 13.41£119 13.64%1.07 13.03%£1.80 0.189 - - -
MPV 9.18+1.64 9.06+1.66 8.42+2.15 0.053 - - -
Platelet 300.19+64.84 334.68+81.43 282.89+62.42 0.0001* 0.010* 0.536 0.001*
PLR 104.78£31.38 112.75+39.11 110.20%£39.35 0.353 - - -
NLR 1.66+0.81 1.52+0.69 1.72+1.26 0.295 - - -

MPV: Mean platelet volume, PLR: Platelet-lymphocyte ratio, NLR: Neutrophil-lymphocyte ratio

*Statistical significance was defined as a p value <0.05
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With the increasing prevalence of obesity, the incidence
of many health problems such as cardiovascular diseases,
hypertension, type 2 diabetes, and dyslipidemia is
gradually increasing (3). Dyslipidemia that accompanies
obesity is a significant risk factor for atherosclerotic
diseases in adulthood (18). Dyslipidemia observed in
obese children is explained by the lipolysis of visceral
fat cells and by the increase in fatty acids produced as a
result of this. In the study by Ozer et al. (19), dyslipidemia
was determined at a rate of 39%. Atabek et al. (20) found
the frequency of dyslipidemia to be 47.3%. In our study;,
the rate of dyslipidemia was determined to be 47.82% in
accordance with the literature.

In a community-based epidemiological study, people who
were lost due to accidents or suicides were evaluated, and
it was demonstrated that the fat lines were in 50% of the
children and 85% of the adults and the formation of fibrous
plaque increased with age (in 8% of the deceased children
and in 69% of adults), and the presence of these lesions was
found to be correlated with the elevation of total cholesterol,
LDL, TG level, blood pressure, and body mass index (21).
There is a close relationship between dyslipidemia and
insulin resistance since insulin plays a controlling role in
the elimination of blood TGs and the release of free fatty
acids from adipose tissue, by activating the lipoprotein
lipase (22). The incidence of hypertension in obese children
is significantly higher than in normal weight children (23).
In our study, we found out that SBP, DBP, and fasting insulin
levels were higher in obese individuals with dyslipidemia
compared to obese individuals without dyslipidemia.

Obesity itself is a chronic inflammatory process (24).
Inflammatory cells infiltrate the adipose tissue in obese
individuals, and these inflammatory cells and fat cells
cause a low level of chronic systemic inflammation by
producing cytokines (2,6,7). NLR, considered to be an
indicator of subclinical inflammation, is an indicator
which is calculated by using neutrophil and lymphocyte
values in the hemogram and of which popularity
is increasing with each passing day (25). Increased
inflammation and endothelial dysfunction play an
important role in the pathophysiology of atherosclerotic
cardiovascular diseases (26). Aydin et al. (27) found
out that NLR was higher in obese adolescents than the
healthy control group. In a study conducted on adult
obese individuals, the NLR was not found to be a good
indicator of inflammation (11). In our study, we did not
determine a relationship between dyslipidemia and the
NLR in obese children.

Apart from the antithrombotic effects of platelets, it is
believed that theylead to leukocyte migration and binding
to endothelial cells, by secreting proinflammatory
cytokines, and thus play an important role in
inflammation (28). The PLR is a parameter calculated by
using platelet and lymphocyte values in the hemogram,
and it is determined to be high in cardiovascular diseases
and in cases that increase the risk of cardiovascular
diseases (29). Aydin et al. (27) found out that the PLR
in obese adolescents was not different from the healthy
control group. In our study, we did not determine a
relationship between the PLR and dyslipidemia in obese
children.

Conclusion

In our study, in obese children there was no relationship
between the NLR and PLR and dyslipidemia respectively.
This may be related to the fact that our age group includes
children and in this period, metabolic and cardiovascular
complications and inflammation are less. The weak aspect
of our study is that it is a retrospective study. Therefore,
prospective studies involving more cases are required.
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Objective: A specific factor cannot be detected in approximately half
of recurrent pregnancy losses (RPL). The aim of the present study was
to investigate the role of a cytokine, granulocyte-macrophage colony
stimulating factor (GM-CSF), in the etiology of recurrent pregnancy
losses.

Method: A total of 50 patients who had been admitted to the gynecology
and obstetrics clinics of istanbul University Medical School between
January 1995 and September 2001 were included into the study and
allocated to five groups including control and study groups. The study
groups included 30 patients and the control groups included 20 patients.
There were 3 study groups including non-pregnant women who had
abortion (2 groups) and a spontaneous abortion group, which were
selected among the recurrent pregnancy loss (RPL) subjects with
unknown etiology. The spontaneous abortion, non-pregnant RPL group
and pregnant RPL group were accepted as study group). These groups
were compared with the control groups, which included pregnant and
non-pregnant healthy women.

Results: Moderate and severe GM-CSF activity was detected in the
decidua of all cases in fertile and elective termination groups. However
no significant difference was detected in the surface epithelium, gland
epithelium and stromal GCSF activities. Endometrial GM-CSF activity
was determined to decrease in spontaneous abortion and RPL cases.

Conclusion: Reduced GM-CSF activity in the decidua may have a role
in the etiology of RPL. Besides, the level and distribution of GM-CSF in
different compartments of the decidua may be a determinant factor in the
prognosis of pregnancy.

Keywords: Recurrent pregnancy loss, GM-CSF, endometrium

Amag: Bu calisma ile oncelikle implantasyon igin onemli bir role
sahip oldugu dislnllen GM-CSF'Un tekrarlayan gebelik kaybi (TGK)
etiyolojisindeki yerini aragtirmay amag edindik. implantasyon baslangici
ve devamliligi birgok karmasik olgunun bir senkronizasyon iginde seyrini
gerektirir. Tekrarlayan gebelik kayiplarinin ortalama yarisi agiklanamaz
durumda olup lokal immun faktorler ile iligkili olabilecegi ile ilgili calismalar
yogunluk kazanmaktadir. Digigun fizyopatolojisinde GM-CSF'nin bir
sitokin olarak rolti henlz arastirilmaktadir.

Yéntem: istanbul Tip Fakiiltesi Kadin Hastaliklarive Dogum Polikliniklerine
basvuran 50 olgudan kontrol ve ¢alisma gruplari olusturarak toplam bes
grup arastinlmistir. Calisma gruplart 30, kontrol gruplari ise 20 hasta
icermektedir. Calisma gruplar rutin TGK arastirmasi sonucu nedeni
bulunamayan olgular arasindan segilen, gebe olmayan ve dislk yapanlar
olmak Uzere olusturulan iki grup ile spontan dusik yapan bir bagka
grup beraber olmak Uzere toplam olarak ti¢ grup halinde ¢aligiimistir. Bu
gruplar, gebe olan ve olmayan saglikli kadinlardan olusturulan kontrol
gruplari ile mukayese edilmislerdir.

Bulgular: Bu galisma gostermistir ki spontan ya da TGK olgularinda
gebelikten bagimsiz olarak endometriumda GM-CSF azalmis dlzeyde
bulunmaktadir. S6z konusu durum gebeligin henlz gerceklesmedigi
preimplantasyon endometriumunda s6z konusu patolojinin bir devamlilik
gostererek duslk igin predispozisyon olusturdugu tezini destekler
gorlinmektedir. Calisma gruplarinda GM-CSF'ye iliskin boyanma kontrol
gruplarina kiyasla anlamli derecede azalmis bulunurken, ozellikle ylzey
epiteli ve glandler epitele ait farkliliklar dikkat geker nitelikte idi. Kontrol
gruplari arasinda farkli bir boyanma paterni izlemedi.

Sonug: GM-CSF'nin tekrarlayan gebelik kayiplarindaki rolt  immun
mediatorler ve sitokinler hakkindaki bilgilerin yogunlasmasi ile daha da agiklik
kazanacaktir. Bu tez galigmasinin immunodistrofik etkeninin arastirimasi
konusunda bir adim olarak kabul edilerek daha biiylk hasta gruplari ile ve
prospektif yeni, detayli ¢alismalara gereksinim oldugu diisiincesindeyiz.

Anahtar kelimeler: Tekrarlayan gebelik kaybi, GM-CSF, uterus mukozasi
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Introduction

Recurrent pregnancy loss (RPL) was defined as the loss of
three consecutive pregnancies independently from being
intrauterine pregnancies in 2006 (1,2). Later in 2013, loss
of two or more failed clinical pregnancies, which were
documented with ultrasonography and histopathological
examination, was accepted as RPL considering that every
sequential abortion would increase the likelihood of the
failure of the next pregnancy depending on prospective
studies (3). Early pregnancy loss is the most common
complication of pregnancy and seen in about 10-15% of
the clinical pregnancies under 20 weeks (4). Despite the
fact that the etiology is unclear in about half of the RPLs
although anatomical, hormonal and genetic factors have
been accounted for (5).

The presence of cytokines is required for communication
and synchronization besides oocyte, sperm, embryo, and
an appropriate endometrium for a successful pregnancy.
Cytokines and growth factors that are produced by
endometrial tissue and trophoblastic cells play a role in
regulation and differentiation of trophoblastic cell growth
and myometrial invasion of trophoblasts (6). Colony
stimulating factors (CSF) are glycoproteins, which affect the
cellular differentiation and proliferation through binding
to specific receptors in hematopoietic stem cells. Members
of the CSF family have different gene locations, structures
and receptors.

The aim of the present study was to investigate the role
of Granulocyte-macrophage colony stimulating factor
(GM-CSF), which is a member of the CSF family known
to have a role in continuity of pregnancy together with
ovulation and implantation in the etiology of recurrent
early pregnancy losses and implantation failure.

Material and Methods

A total of 50 patients aged between 18-40 years, who
were menstruating regularly, who knew the last date of
menstruation, who were pregnant with shorter than 20
weeks of gestation, who had experienced two or more
abortions and who had presented to the Istanbul University
Medical School Clinic of Gynecology and Obstetrics
between January 1995 and September 2001, were included
in the study, retrospectively.

A detailed anamnesis was obtained from all patients and
analyses were performed for complete blood count, urine
analysis, blood group, fasting plasma glucose (4-hour oral
glucose tolerance test with 100 gr glucose for risky patients),
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hysterosalpingograph (HSG), biopsy with endometrial
pipelle, thyroid stimulant hormone (TSH), prolactin,
aPTT, anti-cardiolipin antibody (aCL), IgM and IgG levels,
karyotype detection for the couples and genetic counseling
was given. The patients were recommended contraception
with the barrier method during the tests.

Fifty patients were allocated to five groups as the fertile
group (control 1 - group 1), the elective termination group
(control 2 - group II), the spontaneous abortion group
(group III), the non-pregnant RPL group (RPL 1- group
IV) and the pregnant RPL group (RPL 2 - group V) with 10
patients in each.

The patients who had at least one live and healthy child,
those who did not have an additional endometrial
pathology and those who had cervical polyps were
assigned to the “fertile group”; the patients who
met these criteria and who knew the date of the last
menstruation, those who had electively terminated their
singleton pregnancy, those who had at least one live and
healthy child were assigned to the “elective termination
group”. While endometrial biopsy was performed with
pipelle following cervical polyp extirpation during the
late secretory phase (between days 24-27 of the last
menstruation) in patients in the fertile group, curettage
material was obtained from the patients in the elective
termination group. The patients who had been diagnosed
with spontaneous abortion (impaired pregnancy, missed
abortion, non-embryonic pregnancy) within the recent 2
years, those who had a history of at least one pregnancy
above 20 weeks or those who had at least one live birth
previously were included in the “spontaneous pregnancy
group” and the curettage material of these patients were
analyzed. The first RPL group (RPL 1) was composed
of patients who previously had RPL with an unknown
etiology (anatomical, genetic, endocrinological and
autoimmune). sampling was
out with pipelle 2-3 days before the estimated day
of menstruation. The second RPL group (RPL 2) was
composed of patients who were pregnant and had
RPL with an unknown etiology (impaired pregnancy;,
non-embryonic pregnancy, missed abortion) and
abortion material was obtained.

Endometrial carried

The tissue samples were fixed within 4% (w/v) formalin
for 12-18 hours; they were dehydrated and embedded into
paraffin blocks. Tissue samples were cut into pieces 5 pm
in thickness and placed onto clean lams, deparaffinized
with xylene and alcohol, and washed with phosphate buffer
solution (PBS). The tissue sections were then mixed with
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3% (w/v) hydrogen peroxide for 45 min in order to block
endogenous peroxidase activity and treated with blocking
agent, Vectastain Elite ABC kit in order to block nonspecific
avidin-biotin binding. The tissue samples were incubated
with 10 pg/mL anti-GM-CSI, which was diluted with 0.1%
(w/v) bovine serum albumin at pH 7.4 for 2 hours.

The control samples were composed of sections that did
not contain primary antibody, which were incubated in
GM-CSF antibody pre-absorbed with GM-CSF purified
mice IgGl and GM-CSE Following the washing with PBS,
tissue samples were incubated with secondary antibody
against mice IgG was conjugated with peroxidase for one
hour, centrifuged with PBS for 5 min and incubated with
diaminobenzidine (DAB). The sections were dehydrated
and slides were prepared by using permanent. The results
were evaluated visually through comparing each positive
sample with its control.

Statistical Analysis

The endometrial surface, the endometrial gland epithelium,
and the endometrial stromal cells were evaluated separately.
The fields in which immunoreactivity was most widespread
and most intense were detected on small magnification
(X40, X100). The location and severity of immunoreactivity
were evaluated on high magnification (X250, X400). All
sections were scored between 0 and 4 according to the
severity of the reaction. The non-parametric statistical
analyses were performed using the Fischer’s chi-square
test and a p level of <0.05 was accepted as statistically
significant. The results were evaluated by comparing three
different compartments of decidual tissue.

Results

The fertile and the elective termination groups were
accepted as the control groups. The mean age was 29
in the control groups. The spontaneous abortion, the
non-pregnant RPL group and the pregnant RPL groups were
accepted as the study group. The mean age was 32 years in
the study group. The mean age was similar in the control
and the study groups. While six patients in non-pregnant
RPL group had 3 consecutive abortions, two patients had 4,
and the remaining two patients had five abortions.

Moderate-severe =~ GM-CSF  immunoreactivity

determined in the decidua of all cases in the fertile and

was

the elective termination groups. However, the surface
epithelium, the gland epithelium and the stromal GM-CSF
activity did not differ significantly in those healthy subjects
regardless of the presence of pregnancy. When compared
with the spontaneous abortion and the RPL groups, the
GM-CSF activity of the surface epithelium and gland
epithelium was found to be significantly higher in the fertile
and the elective termination groups (p<0.001).

Stromal cell GM-CSF immunoreactivity was found to be
statistically similar in all groups, although stromal cell
GM-CSF expression was determined to be high in the fertile
groups. Superficial, glandular epithelium and stromal
cell GM-CSF activity showed a significant difference in
the spontaneous abortion, the non-pregnant RPL and the
pregnant RPL groups. According to the results of our study;,
the GM-CSF expression was affected as the staining intensity
was lost in the presence of a history of spontaneous abortion
or RPL (Table 1); however, the presence or absence of
pregnancy did not affect the degree of staining loss (Table 1).

Table 1. Statistical comparison of recurrent pregnancy lose groups

Group Surface epithelium (p) Gland epithelium (p) Stroma (p)
Fertile group-elective termination group 0.8 0.8 0.9
Fertile group-spontaneous abortion group *0.0001 *0.0005 018
Fertile group-non-pregnant RPL group *0.04 *0.04 *0.04
Fertile group-pregnant RPL group *0.05 *0.01 0.4
Elective termination group-spontaneous abortion group *0.001 *0.001 0.8
Elective termination group-non-pregnant RPL group *0.05 *0.04 0.09
Elective termination group pregnant RPL group *0.004 *0.005 0.8
Spontaneous abortion group-non-pregnant RPL group 0.2 01 0.3
Spontaneous abortion group-pregnant RPL group 0.5 0.5 1
Non-pregnant RPL group-pregnant RPL group 0.8 0.8 0.4

p<0.05 (significant)

RPL: Recurrent pregnancy lose

All patients of fertile and elective termination groups have moderate-severe GM-CSF immunoreactivity. However, in healty patients there aren't any differences among

surface epithelial, gland epithelial and stromal immunoreactivity
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While the staining in the spontaneous abortion, pregnant
and the non-pregnant RPL groups was significantly
different from the staining in the fertile and the elective
termination groups, the staining features were similar in
the spontaneous abortion and RPL cases.

This finding suggests that abortion and GM-CSF pathology
have a synchrony without showing a quantity difference
regardless of the etiology.

Discussion

The CSF family is composed of three members including
CSF 1 (macrophage CSF/M-CSF), CSF 2 (GM-CSF), CSF 3
(Granulocyte CSF/G-CSF). The main role of the CSF family
is leukocyte proliferation and differentiation. They are
of glycoprotein structure. They are encoded on different
chromosomes despite belonging to the same family. While
G-CSF is encoded from the single gene on chromosome 17
(7), GM-CSF is encoded from chromosome 5 (8).

Cytokines have been known to have effects on the
reproductive system and known to be important for
maternal-fetal communication since the 1970s (9). The CSF
family has immune trophic, anti-apoptotic and immune
modulatory effects in early pregnancy (10). CSFs have
begun to be used for therapeutic purposes in assisted
reproductive technology for women who have implantation
failure and folliculogenesis problems due to their effect in
pregnancy formation and in the early period.

In 1991, CSFs (particularly GM-CSF) were shown by Croy
et al. to be present in the placenta, the decidua and the
endometrium besides ovary and follicles. (11)

CSFs play a role in a successful implantation through
creating a T-helper 2 dominant environment. Implantation
occurs in the early period through a local tolerance
development against the fetus. Although all CSFs show an
immune modulatory effect, GM-CSFs show a local effect
through regulating cytotoxicity of natural killer cells and
reducing the interleukin production. GM-CF plays the
main role in implantation (12). GM-CSF was also shown
by Clark et al. (13) to play a control role in uterine cell
cytotoxicity. In conclusion, while neutralizing, GM-CSF
increases the likelihood of spontaneous abortion, and the
chance for a successful pregnancy increases with GM-CSF
supplementation.

In addition to its local immunological effects, the CSF
family is necessary for a successful pregnancy due to having
an angiogenic effect. The CSF family is required not only for
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the decidua, but also for placental development. GM-CSF
is a promoter for placental growth and enables trophoblast
migration (14,15).

GM-CSF may have an important role for endometrium’s
preparing to implantation. A healthy blastocyte,
apposition, adhesion and penetration should be
successful for achieving implantation. For this purpose,
GM-CSF activity should be sufficient, particularly in
decidual cells (16,17). The role of GM-CSF as a local
regulator is important, not only at the implantation
stage, but also for the healthy continuation of pregnancy
(18). GM-CSE which is produced at the fetomaternal
surface, contributes to placental functions and embryo
development through stimulating gonadotropin
production (15). The inflammatory reactions that develop
when pregnancy is formed lead to alterations in cytokine
concentration including GM-CSF through enabling
granulocyte migration to the field.

In the present study, we determined the presence of GM-
CSF glycoprotein in the surface epithelium, glandular
and stromal cells during the whole cycle in the fertile
and the elective termination groups. The results in both
groups have indicated the presence of similar amounts
of GM-CSE regardless of the presence of pregnancy
(Table 1). In other words, no change occurs in GM-CSF
expression in the pregnancy endometrium if there is no
clinical pathology. However, the staining features of the
cells have changed in the presence of a clinical pathology.
The presence of GM-CSF was different in pregnant RPL2
cases and spontaneous abortion cases when compared
to the elective termination group (Table 1). The cellular
staining characteristic in these groups is similar to that
of non-pregnant healthy RPL1 cases at all cellular levels
(Table 1). No significant change was detected in stromal
staining while superficial epithelium and glandular
staining showed significant differences (Table 1).

GM-CSF is a local factor, which is effective on the
distribution and rate of hematopoietic cells in the
endometrium. Macrophages were seen to be the most
effective cell group in the uterus in animal and human
studies. Macrophages are cells that interact with steroid
hormonelevels (19). Presence of macrophage, granulocyte,
and the peroxidase of some cytokines are known to be
effective in eosinophilic cell concentration (20).

In the present study, GM-CSF expression was negatively
affected at cellular level in patients diagnosed with RPL,
and endometrial staining did not change significantly
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independent from the presence of pregnancy. In fact,
endometrial GM-CSF pathology persists in a case diagnosed
with recurrent pregnancy loss with unknown etiology.

The present study has indicated that an insignificantly low
level of GM-CSEF in stromal cells is not significantly affected
by factors that lead to RPL. Moreover, protein expression in
the stromal cells of the study group similar to healthy cells
may indicate that GM-CSF may not necessarily be required
for implantation in the very early period of pregnancy.
Various mediators such as TNFa, DDFG, TGFB and IL-1
may stimulate the GM-CSF production when the embryo
passes the surface epithelium and invades the stroma
(21,22,23,24,25).

Much lower GM-CSF activity was shown in superficial and
glandular epithelial cells in group II, group III and group V
when compared to the control group (Table 1). As known,
apposition and adhesion procedures are arranged by the
decidual superficial epithelium and glandular elements.
Defective production of GM-CSF in the decidual epithelial
compartments leads to recurrent pregnancy losses through
the alterations described above.

Study Limitations

The limitations of the present study are its retrospective
design and the limited number of patients. Despite
the presence of studies investigating GM-CSE M-CSF
(CSF-1) and TNE they have not been studied in pre- and
post-pregnancy endometrium. Presence of different
concentrations of GM-CSF was investigated in this study
and significant reductions in semiquantitative GM-CSF
levels were determined.

Conclusion

Decidual GM-CSF activity may play a role in etiology of
recurrent pregnancy losses. The level and distribution of
GM-CSF in different compartments of the decidua may be
a determinant in the prognosis of pregnancy. The results
of the present study reveal that GM-CSF production is
negatively affected in spontaneous or recurrent abortions.
In other words, abnormal GM-CSF activity begins in the
superficial and glandular cells of the decidua regardless
of the clinical type of abortion. In addition, the abortion
procedure does not affect the stromal GM-CSF production;
the stromal GM-CSF production does not have a necessary
role in the survey of early pregnancy.

The role of GM-CSF as a cytokine is still being investigated
in the pathophysiology of abortion. The results of the

present study yield information about the location and
expression of GM-CSF in endometrial cells and also draw
attention to its role as a cytokine in recurrent pregnancy
losses with unknown etiology and indicate that further
studies should be performed on this issue.

According to the results of the study, the endometrial
GM-CSF level is reduced independently from pregnancy
in spontaneous or recurrent pregnancy losses contrary to
the intensive GM-CSF presence in endometrial layers in
healthy women. In presence of a pathological pregnancy,
and even in the presence of an etiology that could
accompany a pathological process, GM-CSF expression on
the endometrial surface and glandular epithelium decrease;
however, stromal expression does not change. More
comprehensive studies that would follow this preliminary
study would answer the questions whether the reduction in
GM-CSF expression is the etiology itself or a reflection, and
could render future supplemental treatments to contribute
to the clinical process.

The role of GM-CSF in recurrent pregnancy losses would
be clearer through accumulating data about immune
mediators and cytokines. We consider that the present
study would be accepted as a step for investigating the
immune dystrophic factor and further prospective studies
conducted with larger patient groups are required.
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Objective: Itis known that the acetylcholinergic afferents of the neocortex
from subcortical areas participate in learning and memory. Autopsy
studies in cases of Alzheimer's disease (AD) have shown that most of
the neurons of nucleus basalis magnocellularis (NBM) are atrophic or
decreased in number. In this study, we searched for whether or not it was
possible to improve the impaired learning and memory functions with
foetal neural tissue transplantation in an experimental model of AD.

Method: A total of thirty seven young adult male Wistar albino rats were
served as experimental subjects. NBM on the right side was destroyed
by the injection of kainic acid stereotactically so as to make a model of
AD. The grafts were obtained from 14-16 day foetuses of the same genus.
After the tissue with cholinergic neurons dissected from ventral forebrain
and tissue with non-cholinergic neurons dissected from telencephalic
vesicle, cell suspensions were prepared and injected stereotactically to
the ipsilateral frontal cortex. Spatial learning and memory functions were
tested by Morris’ water maze tasks.

Results: Spatial learning and memory functions in rats were impaired
by unilateral lesions of nucleus basalis magnocellularis. The impairment
observed during the early period partially improved by the time. It was
observed that this amelioration was accelerated with both cholinergic
and non-cholinergic foetal neural tissue implantation.

Amag: Subkortikal alanlardan neokortekse uzanan asetilkolinerjik
noronlarin 8grenme ve bellek sureglerinde rol aldigi bilinmektedir.
Alzheimer hastaliginda (AH) vyapilan otopsi incelemeleri bazal
magnoselller gekirdekteki noronlarda atrofi veya azalma oldugunu
gostermistir. Bu calismada deneysel AH modelinde bozuk 6grenme ve
bellek fonksiyonlarinin, fotal noral doku transplantasyonu ile diizelmesinin
muUmkin olup olmadigdi arastirildi.

Yontem: Deneysel galismada 37 adet Wistar albino cinsi geng erigkin
erkek sican kullanildi. AH modeli sag bazal magnoselller g¢ekirdege
stereotaktik yontemle verilen, norotoksik bir ajan olan kainik asit ile
olusturuldu. Greftler ayni cins sicanlarin 14-16 glnluk fetuslarindan alindi.
Kolinerjik noéronlari iceren doku ventral 6n beyinden, non-kolinerjik
noronlarin oldugu doku ise telensefalik vezikiilden elde edilerek, hiicre
suspansiyonu haline getirildi ve stereotaktik yontemle ipsilateral frontal
kortekse implante edildi. Hacimsel ogrenme ve bellek fonksiyonlari
Morris'in “water maze” testi ile degerlendirildi.

Bulgular: Tek tarafli bazal magnoseluler niikleus lezyonlar ile siganlarda
hacimsel 6grenme ve bellek fonksiyonlari bozuldu., Erken donemde
bozulan bu fonksiyonlar ge¢ dénemde kismen duzeldi. Hem kolinerjik
hem de non-kolinerjik fétal doku implantasyonu ile bu diizelmenin
hizlandigi saptand.
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Conclusion: In our study, improvement of spatial learning and memory
impairment with both cholinergic and non-cholinergic foetal neural
tissue implantation can be explained by re-establishment of impaired
connections via proliferation of limited number of surviving cholinergic
neurons creating new synapses, as a result of upregulation of endogenous
neural stem cells and activation of trophic mechanisms by implantation,
rather than creation of functional synapses between the graft and the
recipient tissue.

Keywords: Alzheimer's disease, neural transplantation, nucleus basalis
magnocellularis, spatial learning and memory

Sonug: Calismamizda hem kolinerjik hem de non-kolinerjik fotal noral
doku implantasyonu ile hacimsel 6grenme ve bellek fonksiyonlarinin
duzelmesi, greftin alici doku ile fonksiyonel sinapslar olusturmasindan
ziyade, implantasyonun endojen noral kok hucrelerini reglile etmesi ve
trofik mekanizmalari harekete gegirmesi sonucu, sag kalan az sayidaki
kolinerjik noronlarin ¢cogalmasi ve yeni sinapslar olusturarak bozulmus
baglantilari yeniden kurmasi ile agiklanabilir.

Anahtar kelimeler: Alzheimer hastaligi, noral transplantasyon, nikleus
basalis magnoseliiler, hacimsel 6grenme ve bellek

Introduction

Many investigations have emphasized that some of
non-myelinated and scarcely myelinated neurons
in mammalian central nervous system (CNS) have
regeneration capacity since the late 19th century (1-10).
Inspired by these studies, fetal tissue graft models have
been studied for the restoration of damaged circuits in the
treatment of degenerative disorders. (4,6,7,10-24).

Neuroanatomy and neurophysiology of learning and
memory functions have not been clearly defined yet.
It is believed that they are regulated by a complex
system including anatomic associations and chemical
pathways (25,26). It has been shown that nucleus basalis
magnocellularis (NBM), which was first microscopically
defined by Meynert in 1872, and located in both anatomic
and chemical pathways, plays an important role in learning
and memory functions by acting as a bridge between cortex
and limbic system (25-27). Autopsy studies performed on
neurodegenerative diseases progressing with Alzheimer
disease (AD) and dementia indicated that there was atrophy
or decrease in neurons in NBM (28-32). Decreases were
determined in cortical cholinesterase (ChAT), acetylcholine
esterase (AchE) activities with acetylcholine (Ach) levels in
these patients, and it was shown that these were directly
correlated with the damage in NBM (28-33). As the result
of histological, pharmacological, and biochemical studies,
it is believed that clinical picture of dementia in AD is due
to decreased acetylcholinergic inputs in cortex which is
commonly associated to the degeneration in cholinergic
neurons in nucleus of Meynert (25,30,31). In experimental
animals, neurotoxic or electrolytic lesions in NBM causes 70-
80% decrease in neocortical ChAT, and AchE activities along
with similar learning and memory disorders in subjects
with AD model (19,20). Both histological and biochemical
studies have documented that Ach-rich ventral forebrain
(VF) grafts can set up functional synaptic connections with
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host neurons in the neocortex. Besides, it was determined
that clinical picture in sensorimotor and learning tests
were recovered (19,20). The aim of the present study was to
establish an experimental AD model by disrupting learning
and memory functions by a unilateral NBM lesion in rats,
and to investigate effects of fetal neural grafts on spatial
learning and memory functions in this experimental model
of AD.

Material and Methods

Experimental study was performed at Istanbul University,
Center for Experimental Medical Research and Application
(DETAM). Animal rights were followed according to
Helsinki Declaration, and handling and use of laboratory
animals were managed according to institution and
national guidelines. The study was approved by the Local
Ethics Committee (DETAM project number: 1990/31).

A total of 37 young adult male Wistar albino rats, which
were grown up at DETAM and weighing about 200-300 g
at time of surgery served as experimental subjects. Grafts
were obtained from 14-16-day old fetuses of the same
genus (Figure 1). Coordinates in stereotactic interventions
were calculated by using Pellegrino’s rat stereotaxis map.

v

L™

Figure 1. Location of grafts obtained in 14-16 days old
fetus

VF: Ventral forebrain, TV: Telencephalic vesicle
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Atwo-staged experiment was performed in the investigation
(Table 1). Eighteen rats were used in the first experiment.
Four ofthemhad no surgicalintervention and were included
in the normal rat group. Neurotoxic lesions with kainic acid
were induced stereotactically in the right NBM in 11 rats. In
three rats, Hamilton needle was introduced into NBM, but
no lesion was performed, so they were defined as the sham-
operated (self help and actualization movement) group.
Ten days after NBM lesion, spatial learning and memory
functions were assessed by Morris’ water maze tasks. At the
end of this test, six out of 11 rats with NBM lesions received
stereotaxic injections of cell suspensions containing tissue
dissected from VF area of fetuses into the ipsilateral frontal
cortex. At day 100 after NBM lesion, water maze tasks were
repeated in all groups.

In the second experiment performed after the first one, 19
rats were used. Of them, four constituted normal group,
whereas three formed the sham-operated group. In 12 rats,
neurotoxic lesions of NBM with kainic acid were made
stereotactically. Ten days after the NBM lesion, spatial
learning and memory functions were assessed by Morris’
water maze tasks. At the end of this test, cholinergic cell
suspensions prepared from tissue obtained from VF area of
fetuses were implanted stereotactically into the ipsilateral
frontal cortex in five out of 12 rats with NBM lesions. In four
out of 12 lesioned rats, cell suspensions prepared from the
tissue dissected from the telencephalic vesicle (TV) of the
same fetuses, which did not contain cholinergic neurons,
were implanted stereotactically into the ipsilateral frontal
cortex. At day 100 after NBM lesion, water maze tasks were
repeated in all groups.

At the baseline, every rat was given a number by marking
their tails. Procedures during surgical interventions were
recorded for each rat. Until the end of the study, all rats
were kept together in big rat cages located at the floor of
experimental animals in DETAM. Subjects performing
Morris’ water maze tasks were blinded for groups of rats
while performing the test.

Graft preparation: For each experiment, a total of four
fetuses 14 to 16 day-old (crown-rump leng 12-16 mm)
were dissected out by caeserian section from a deeply

anesthetized pregnant rat under aseptic conditions. After
a fetus was removed from the uterus, the brain tissue was
submerged in 0.6% glucose-saline solution on a glass
slide, and the area of interest was dissected, 2x2x2mm
in size, under a operating microscope using a pair of
iridectomy scissors and watchmaker’s forceps. To prepare
a cell suspension, the dissected regions were cut into
smaller pieces and transferred to a test tube containing a
trypsin-glucose-saline solution (0.1% trypsin, Sigma crude
type II and 6% d-glucose in sterile saline) for 20 minutes
incubation at 37 °C. Following the enzyme incubation, the
trypsin solution was then rinsed off by 4-5 times with the
glucose-saline solution. A cell suspension was made by
mechanical dissociation, which was performed by gentle
pipetting 15 times using a Pasteur pipette. A total of 3 pL.
cell suspension was injected through Hamilton needle no
24 with a speed of 1 p/L/minute.

Morris’ water maze test: A cylindrical tank, 100 cm in
diameter and a depth of 40 cm, was filled to a depth up to 30
cm, and the water was made turbid by using milk powder.
The pool was divided four equal imaginary quadrants. In
the middle of a fixed quadrant, a glass platform with 10x10
cm was placed 1 cm under the water level, so that rats could
not see the platform. The pool was placed in a fixed place in
the experiment room with fixed objects such as wall, mirror,
or hanger around. Rats, facing to borders of the pool, were
placed in the water from four corners twice a day for 4 days
with 24-hour intervals and their time to find the platform
within 120 seconds was calculated by using a chronometer.
In order to observe the surroundings, rats were kept on the
platform for 30 seconds after each trial. A total of 32 trials
were performed within 4 days. The platform was removed
on the 5th day, and rats were placed in the pool from four
different corners. Time spent in the place where platform
was previously located was measured within 60 seconds.

Statistical Analysis

Results were assessed by using ANOVA statistically
analysis program for Macintosh, repeated one-way
variation analysis was used for each graphic, and the level
of significance was determined at p<0.05.

Table 1. Study groups in two-staged experiments

A B C D E Total
Normal Sham-operated NBM lesions VF grafts TV grafts
Experiment 1 4 3 6 - 18
Experiment 2 4 3 5 4 19

NBM: Nucleus basalis magnocellularis, VF: Ventral forebrain, TV: Telencephalic vesicle
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Results

Experiment 1

Figure 2 shows the graphic of arithmetic means of the
results of 8 trials in 4 consecutive days starting 10 days after
lesion surgery. There was no significant difference between
groups A (normal) and B (Sham-operated), whereas
group C (NBM lesion) statistically differed from the others
(p<0.001). Similar results were determined in assessment of
day 5 results (p<0.05) (Figure 3).

The results of the first four days of the tasks performed
100 days after NBM lesions are shown in Figure 4. The
statistically analyzes between all groups (A-normal,
B-sham-operated, C- NBM lesion, D- VF implantation)
revealed no difference between groups A and B, A and D, B
and D; but significant difference was determined between
groups A and C; B and C; C and D (p<0.0001). At the 5th day,
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Figure 2. The results of the first 4 days of water maze tasks
10 days after lesion surgery. A: Normal, B: Sham-operated,

C: NBM lesion

NBM: Nucleus basalis magnocellularis

the results between the same groups were again significant
(Figure 5) (p<0.001).

The results of water maze tasks performed on lesioned
rats 10 (group C1 n=11) and 100 days after lesion surgery
(group C2 n=5) and on implanted rats 100 days after lesion
surgery (group D n=6) were compared (Figure 6). The time-
to-find the platform was shorter at day 100 than at day 10
among lesioned rats, but it was observed that learning was
slower than the rats receiving implantation. Statistically
significant differences were determined in this assessment
between groups C1 and C2; C1 and D; C2 and D (p<0.0001).

Experiment 2

In Figure 7, the mean of groups within the first four days of
water maze tasks performed on day 10-14 after NBM lesion
is shown. Amongrats in normal (A), sham-operated (B), and
with NBM lesions (C), no significant difference between
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Figure 4. The results of the first 4 days of water maze tasks
100 days after lesion surgery. A: Normal, B: Sham-operated,
C: NBM lesion, D: VF implantation

NBM: Nucleus basalis magnocellularis, VF: Ventral forebrain
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Figure 3. The results of the 5th day of water maze tasks 10
days after lesion surgery. A: Normal, B: Sham-operated, C:
NBM lesion

NBM: Nucleus basalis magnocellularis
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Figure 5. The results of the 5th day of water maze tasks 10
days after lesion surgery. A: Normal, B: Sham-operated, C:

NBM lesion, D: VF implantation

NBM: Nucleus basalis magnocellularis, VF: Ventral forebrain



Bagcilar Medical Bulletin,
Volume 4, Number 3, September 2019

Can and Barlas
Alzheimer’s Disease and Neuronal Grafts

group A and B was found, but significance was determined
in results between groups A and C; B and C (p<0.01). The
results were similar in the assessment of 5th day (p<0.001)
(Figure 8).

The means of water maze tasks in the first four days, which
was performed between days 100 and 104 after formation
of the NBM lesions, are shown in Figure 9. Among rats in
normal group (A), sham-operated group (B), group with
NBM lesion (C), group transplanted with VF grafts (D) and
group transplanted with TV grafts (E), there were statistically
significant differences between group C and other groups
(p<0.001). The same results were determined in assessment
of the 5th day’s test results (p<0.01) (Figure 10).

Results of the test done on 10 days after NBM lesion were
evaluated within the group (Cl, n=12). Results of water
maze test, which was repeated 100 days after the lesion
were evaluated within the group (C2, n=3). Results of rats
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Figure 6. C1: NBM lesion (10th day), C2: NBM lesion (100th
day), D: VF implantation (100th day)

NBM: Nucleus basalis magnocellularis, VF: Ventral forebrain
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Figure 7. The results of the first 4 days of water maze tasks
10 days after lesion surgery. A: Normal, B: Sham-operated,
C: NBM lesion

NBM: Nucleus basalis magnocellularis

transplanted with VFGs (D, n=5), and transplanted with
TVG (E, n=4) were also evaluated within their groups (Figure
11). Rats with lesion found the platform on day 100 (C2) in
a shorter period of time than on the 10th day (C1). However,
the learning among them was slower than the rats in
groups D and E. For this assessment, there were statistically
significant differences between C1 and C2 (p<0.05); C1 and
D, E (p<0.001); C2 and D, E (p<0.001).

Discussion

It is believed that impairments of learning and memory
functions in AD and other neurodegenerative diseases
progressed with dementia are mainly due to decreased
Ach, serotonin, and noradrenalin levels in the cortex
in association with damage in the basal nuclei (25,28-
30,32). AH-like learning and memory dysfunctions may
be established in experimental animals by forming NBM
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Figure 8. The results of the 5th day of water maze tasks 10
days after lesion surgery. A: Normal, B: Sham-operated, C:
NBM lesion

NBM: Nucleus basalis magnocellularis
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Figure 9. The results of the first 4 days of water maze tasks
100 days after lesion surgery. A: Normal, B: Sham-operated,
C: NBM lesion, D: VF implantation, E: TV implantation

NBM: Nucleus basalis magnocellularis, VF: Ventral forebrain, TV:

Telencephalic vesicle
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or medial septal area lesions (34,35). In the present study,
NBM lesion is selected, because it is the most debatable
method.

Lesion should be extensive as neurons in NBM are
scattered, and this may damage the adjacent structure.
Surrounding fasciculi are also damaged along with
neurons in electrolytic lesions formed by radiofrequency.
Therefore, neurotoxic lesion is selected in the present
study. To form neurotoxic lesions, different excitotoxic
amino acids are used (27). Kainic acid, used in the present
study, is the analogue of glutamic acid, which is an
excitatory amino acid. In intraparenchymal injection, it
binds nonspecifically to receptors on dendrites of neurons
carrying excitatory amino acids, and it ruptures cell body
and dendrites without damaging axons by overstimulation.
As it is nonspecific, it ruptures other neurons along with
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Figure 10. The results of the 5th day of water maze tasks 10
days after lesion surgery. A: Normal, B: Sham-operated, C:
NBM lesion, D: VF implantation, E: TV implantation

NBM: Nucleus basalis magnocellularis, VF: Ventral forebrain, TV:
Telencephalic vesicle
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Figure 11. C1: NBM lesion (10th day), C2: NBM lesion (100th
day), D: VF implantation (100th day), TV implantation
(100th day)

NBM: Nucleus basalis magnocellularis, VF: Ventral forebrain, TV:
Telencephalic vesicle
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cholinergic neurons. In lesions formed by using kainic acid,
medial globus pallidus, hippocampus, and ventrolateral
thalamus are also partially damaged other than NBM.
Since these areas are determined as partially damaged in
AD, it is preferred to establish the model (33). In previous
preliminary studies, bilateral NBM formation caused
problems in water drinking, feeding, and related survival
issues, unilateral lesion was formed in the present study.
Since the right hemisphere is dominant in spatial learning
(36), the lesion is formed on the right side.

Water maze test, which was originally created by Morris et
al. (34), is excellent to assess spatial learning and memory
performance in experimental animal models. In this test,
the ability of rats to learn and remember the location of
the hidden platform in a fixed quadrant by using the fixed
surrounding objects is investigated. During the first 4 days
normal rat learns to find the hidden platform quickly and
directly by using the fixed cues around the tank. The rat
spends more time in the same quadrant on the 5th day
when the platform is removed. This reflects its ability to
learn and remember the location of the platform.

Solid grafts and cell suspensions are used in transplantation
studies. In studies by Bjorklund et al. (14,18), it was
demonstrated that cell suspensions provided better results
when compared to solid grafts. In studies by Plunnkett
(37,38), it was observed that cells did not rupture if the
suspension was given at 1 micro/min rate by using no 22-
26 Hamilton needle. Administration of cell suspension by
using stereotactic method eliminates neural tissue damage
and high infection risks, which may be encountered during
craniotomy, and it provides easy implantation.

It was observed that basocortical cholinergic system
regenerated in unilateral lesions after 3-6 months (20).
Therefore, Water maze test was performed 10 days later
lesion formation, and it was repeated within the first 3
months after implantation.

In the first experiment, learning and memory functions,
which were damaged after NBM lesion formation, were
recovered after cholinergic neuron implantation. It was
thought that primarily the graft survived, and might provide
basocortical cholinergic system reconstruction by making
functional synapses with recipient neural tissue. In the
second experiment, which was conducted to investigate
whether or not functional improvement resulted from
cholinergic neuron reinnervation by the graft; similar
recovery was observed in rats with noncholinergic neuron
implantation as well as rats with cholinergic neuron
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implantation. In both experiments, rats with lesion
recovered partially in the late phase.

Underlying causes of functional recovery after neural
tissue transplantation has not been clearly defined yet.
Researches indicate four probable mechanisms.

The first mechanism is that graft tissue survives, and
functions as a store releasing deficient neurotransmitters.
Partial recovery observed in sensorimotor and behavioral
disorders after adrenal medulla grafts in Parkinson disease
(PD) model, and peripheral cholinergic ganglion grafts in
AD model reinforces these mechanisms (39-54).

Thesecond possibilityisthatneuronsremainalive, and make
functional synapses with recipient neural tissue, thus re-
establishing the severed circuit. In studies with experimental
animals, dopaminergic and cholinergic synapses were
determined after transplantation in PD and AD models,
respectively (5,10-13,15,16,19,20,23,41,46,52,55-59). It was
observed that learning and memory functions were better
in older rats after intrahippocampal fetal cholinergic grafts,
and axons extending from the graft tissue to hippocampus
were determined in histochemical studies (8,60).

It was postulated that locomotor activity recovery after
adrenal medulla and fetal mesencephalon grafts used in
PD model was associated to dopamine, norepinephrine,
and epinephrine secreted from the graft in the early
phase. The recovery was associated to dopaminergic
connections, which were built up between the graft and
striatum, in the late phase (21,41,42,47,48,50,54,61).
Although partial recovery was detected in clinical
picture in some Parkinson patients after adrenal medulla
transplantation, few living cells or necrosis was observed
in autopsy examination of these patients (53,62). In some
studies, conducted on experimental animals, limited
number of synapses was observed between the graft
and recipient neural tissue in subjects with functional
recovery (63). In the autopsy study of a patient, who
received adrenal medulla transplantation in the striatum,
and had poor recovery, it was determined that graft tissue
remained alive and formed synapses (64).

It is thought provoking that bilateral response is gained
with unilateral transplantation in Parkinson disease, and
experimental PD models (65). If recovery is associated to
functional synapses between the graft and striatum, then
the response should have been unilateral. If the graft acts as
a store secreting dopamine, then it should not be liable for
bilateral recovery, because dopamine diffusion is limited to
a few millimeters in the tissue (66).

In the present study;, it has been shown that the recovery of
learning and memory functions with both cholinergic and
noncholinergic grafts cannot be explained by providing
deficient neurotransmitters or cholinergic synapse
formation from the graft to recipient neural tissue that are
proposed in both mechanisms for functional recovery.

The third probability is stimulation of neurotrophic
mechanisms. In recent 40 years, various neurotrophic
factors, which prevent death of damaged neurons, and
facilitate reinnervation of damaged circuits in CNS, have
been defined (67-74). Nerve growth factor (NGF) is the most
studied of all. It was reported that NGF pump implantation
together with adrenal medulla implantation into putamen
improved clinical recovery partially (75). It was observed in
in vivo and in vitro studies that NGF prevented cell death
in central cholinergic neurons and peripheral sympathetic
ganglions, and also accelerated axonal growth (70,74).
It was observed in tissue culture that NGF increased
proliferation and differentiation of fetal basal forebrain
neurons (76). In autopsy study on Alzheimer patients,
Mufson et al. (77) observed in NGF-immunoperoxidase
examinations carrying NGF receptor,
especially in NBM, were quite decreased in basal forebrain
neurons. Nieto-Sampedro et al. (78) showed that the graft
tissue was alive 3-6 days after the lesion, and an NGF-like
liquid, stimulating multiplication, accumulated in the
cavity opening to the cortex. Korfali et al. (79) reported that
neurotrophic factors provided by gelfoam implantation in
the cavitation ensured survival of adrenal medulla grafts
implantation. In solid graft transplantations, grafts that
were implanted after cavitation had better outcomes,
and this was explained by activation of lesion-related
trophic mechanisms (80,81). In the study performed with
hemiparkinsonism model in monkeys, Bankiewicz et al.
(23) reported that locomotor activity was recovered by both
cavitations opened in caudate nucleus and dopaminergic
and nondopaminergic tissue transplantations. In the study,
dopaminergic axons extending from recipient neural tissue
to the graft and cavity were detected (46,51,80). These
findings indicated that functional recovery was obtained as
the result of recipient neural tissue, itself, started to build
up the damaged connections by using trophic mechanisms
stimulated by cavitation and implantation. Bohn and
Kanuicki (65) determined macrophages intensely around
adrenal medulla grafts, and some of other investigators
also reported similar findings. They proposed that recipient
neural tissue developed an immunologic response against
the graft, and macrophages secreted substances such as
interleukins, which activated neurotrophic mechanisms

that neurons
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(46,65,80,82). It is believed that bilateral recovery after
unilateral implantation may occur through this mechanism
(54). Transplantation results are better in young
experimental animals and young Parkinson patients, and it
is explained by less trophic activity in elderly people (9,54).

The fourth probability is activation of neurogenesis
by stimulation of endogenous stem cells. Stem cell
is defined as cells, which can regenerate and have
the potential to differentiate into different cell types.
Stem cells do not have any predefined functions, and
they provide in vivo functional reconstruction of a
specific tissue by differentiating into different cell types
according to signals they receive. They are classified as
embryonic and adult according to their origin. Since the
first embryonic stem cell growth in culture medium in
1998, experimental studies and investigations related
to stem cell treatment have been conducted on many
neurological degenerative disorders mainly spinal cord
injuries, cerebral infarct, Parkinson disease, AD (83-
91). Mainly two stem cell types are used: pluripotent
stem cell/induced pluripotent stem cell originated from
embryonic stem cell, and adult stem cells (neuronal stem
cells, hematopoietic stem cells, mesenchymal stem cells).
Neural stem cells are primarily located in hippocampal
dental gyrus and subventricular zone in CNS (83-85,89).
These cells are activated during conditions such as
cerebral infarct, and facilitate recovery. However, their
effects are limited, because of their inadequate number
and gliosis. Therefore, administration from outside
is considered as the suitable option. It was designated
that neural stem cells decreased with age; hippocampal
neurogenesis rate was slowed down with age; and there
was progressive and diffuse cell death in these areas
in AD (89). It was indicated that endogenous neural
stem cells were regulated by various chemical agents
and growth factors (89,90). In recent years, studies
about prevention of death of neurons and glial cells,
produced by the stem cells by the stimulation and
regulation of primarily endogenous neural stem cells,
have been performed (89,90). It is a known fact that in
case of damage, endogenous neural stem cells prevent
apoptosis in damaged cells by producing and secreting
various trophic factors (90). In AD, experimental study
findings indicated that neural stem cell transplantations,
and neural progenitors might stimulate endogenous
neural precursors and sinaptogenezis; and damaged
cells might be rescued by secreted local neurotrophic
and neuroprotective factors; and also, amyloid beta
and tau protein accumulations might be diminished
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by therapeutic gene transfers (89,90). It is believed that
symptoms and signs associated to cognitive disorders in
AD may be improved by using these treatments.

The partial recovery in the late phase among rats with
lesion may be explained as multiplication of limited
number of alive cholinergic neurons as a result of lesion-
related trophic mechanisms, and endogenous stem cell
stimulation; thus, partial reconstruction of basocortical
cholinergic system by re-establishing new axonal
connections. Amelioration of spatial learning and memory
impairments by both cholinergic and noncholinergic
fetal neural tissue implantations may reflect that lesion
stimulated trophic mechanisms and endogenous neural
stem cells, namely hippocampal neurogenesis, become
active after transplantation leading to acceleration of

reconstruction.

When mechanisms playing a role in functional recovery are
explained more clearly by anatomical and histochemical
examinations, studies associated to neurogenesis
activation will be a candidate treatment for many CNS

disease involvements.

Conclusion

In rats, experimental AD model may be set up by
performing unilateral NBM lesion, and damaging cortical
cholinergic innervation, which leads to deterioration of
learning and memory functions. Impaired learning and
memory functions in the early phase can recover in the
late phase, which indicates that trophic mechanisms and
hippocampal neurogenesis are stimulated due to the lesion
itself. It is determined that improvement is accelerated
both with cholinergic and noncholinergic fetal neural
tissue implantations. Rather than functional synapses
between the graft and recipient tissue, this condition can
be explained by multiplication of limited number of living
cholinergic neurons, and re-establishment of damaged
connections by forming new synapses, as a result of
endogenous neural stem cell regulation and activation of
trophic mechanisms after implantation.
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Objective: Cerebral contusion (CC) is vital because it is one of the
most common traumatic brain injury (TBI) types and can lead to lifelong
physical, cognitive, and psychological disorders. As with all other types of
craniocerebral trauma, the correlation of prognosis with specific criteria
in CC can provide more effective treatment methods with objective
approaches.

Method: The results of 105 patients who were hospitalized in the
emergency clinic with the diagnosis of CC and whose lesion did not
require surgical intervention were evaluated. The demographic variables,
Glasgow coma scale (GCS) score, radiographic findings, coexisting
traumas and, type, number, and the midline shift of the contusions
detected in computerized tomography (CT) were evaluated as a guide in
determining the prognosis in one month.

Results: Twenty-five patients were female, and 80 were male, and the
mean age was 37 years. The traffic accident was the most common cause
of head injury. It was seen that while advancing age had a significant
effect on mortality, sex factor had no impact on prognosis. Motor posture
in GCS score, pupil light reactions, the number of contusions, and
presence of accompanying subdural hemorrhage (SDH) on cranial CT
were found to be substantial prognostic indicators. The presence of a
cranial fracture and the degree of midline shift did not affect prognosis.

Conclusion: Advanced age, low GCS score, abnormal motor response,
abnormal pupil light reaction, presence of other system traumas, multiple
contusions, and accompanying SDH affected the prognosis of the cases
adversely.

Keywords: Cerebral contusion, head injury, computerized tomography,
Glasgow coma scale, intraparenchymal hemorrhage, prognosis, trauma,
traumatic brain injury

Amag: Kontlzyo serebri, en sik karsilagilan travmatik beyin yaralanmasi
olmasi ve émir boyu slren fiziksel, biligsel ve psikolojik bozukluklara
yol agabilmesi nedeniyle 6nem tagimaktadir. Diger tim kraniyoserebral
travma tiplerinde oldugu gibi kontlizyon serebride de prognozun belli
kriterlere baglanmasi objektif yaklagimlarla vakit gegirmeden daha efektif
tedavi yontemlerinin belirlenmesini saglayabilir.

Yontem: Acil poliklinikte kontlizyon serebri saptanilarak yatirilan,
lezyonu cerrahi midahale gerektirmeyen 105 olgu arastirildi. Demografik
degiskenler, Glasgow koma skalasi (GKS) skoru, radyografik bulgular,
eslik eden travmalar, kraniyal bilgisayarli tomografide (BT) saptanilan
kontlzyonlarin tipi, sayisi, ile olusturdugu orta hat siftine gore sonuglari
bir aylik donemde prognoz tayininde yol gosterici olarak degerlendirildi.

Bulgular: Calismadaki olgularin 25'i kadin, 80'i erkek olup ortalama yas
37 idi. Trafik kazalarinin kontlizyon serebri olusumunda ilk siray aldidi
dikkati gekti. ilerleyen yasin mortalite tizerinde belirgin etkisi oldugu, cins
faktorlinlin ise prognoza etkisinin olmadigi gorildu. GKS skorunda yer
alan motor postur, pupil 1sik reaksiyonu, kraniyal BT'deki kontlizyonun
sayisl ve eslik eden subdural hematom (SDH) prognostik agidan yol
gosterici idi. Kranial frakturiin ve orta hat siftinin prognoza etkisinin
olmadigi gordldu.

Sonug: ileri yas, diisiik GKS skoru, anormal motor cevap, anormal pupil
1stk reaksiyonu, birlikte diger sistem travmalarinin bulunmasi, konttzyonun
multipl olmasi ve beraberinde SDH bulunmasi olgularin prognozunu kéti
yonde etkilemekteydi.

Anahtar kelimeler: Serebral kontizyon, kafa travmasi, bilgisayarli
tomografi, Glasgow koma skalasi, intraparankimal kanama, prognoz,
travma, travmatik beyin yaralanmasi
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Introduction

In economically developing countries, most of the
traumatic brain injury (TBI) is caused by motor vehicles
and continues to be the fearful dream of today’s technology
age because it cause not only of disability and loss of life but
also of financial losses (1-12).

Inpatientswith trauma, ahemorrhagic contusionis the most
common lesion detected on computerized tomography
(CT), and in many series, account for approximately 13-35
% of traumas (2,6,12-15).

When the literature is examined, it is seen that many
criteria were evaluated for the prognosis of TBI cases. The
heterogeneity of TBI is the major obstacle to determining
effective treatment and linking prognosis to specific criteria
will provide objective approaches and effective treatment
methods.

We aimed to evaluate the cases with CC and to determine
the possible prognostic factors such as age, sex, brainstem
findings (pupil reactions and motor postures), Glasgow
coma scale (GCS) score, accompanying traumas, cranial
CT findings, and presence of fracture images in the
radiographic examination. When the Turkish and English
literature were examined, no other study was seen to
determine the prognosis of CC using all these criteria
together.

Material and Methods

Including and Excluding Criteria

In this study, the head trauma cases with CC admitted to
our emergency clinic within two years and treated with
medical treatment were evaluated retrospectively. The
exclusion criteria were as follows: Diffuse periorbital
edema, ecchymosis, and lacerations to prevent eye-
opening, facial fracture to avoid speech, spinal pathologies
to prevent movements of limbs and immobilization due to
fractures and alcohol intoxication were excluded from the
study because of difficulties in GCS interpretation. Since it
would be difficult to assess the consciousness because of
the pharmacological sedation or muscle relaxants used for
intubation, the patients who were prehospital intubated
were not included in the study. Also, the patients with
unilateral pupillary response disorder were not included
in the survey as this may be due to direct trauma to the
eye. In the radiological evaluation, all other fractures were
included in the study except patients with open or closed
depressed skull fractures. The patients required surgical

intervention, and the patients with diffuse axonal injury
(DAI) were not included in the study. Total of 105 cases was
included in the study.

Demographic Data

The patients were introduced into 2-decade groups that as
0-20, 21-40, 41-60, 61-80, and =81 (Table 1). The effects of
the patients’ age and gender on one-month prognosis were
evaluated.

Associated Traumas

Other system traumas of the patients were recorded, and
their effects on the prognosis were evaluated.

Neurological Evaluation

The initial state of consciousness was evaluated according
to the GCS score. The patients were divided into four
groups according to their GCS score: GCS 3-5, GCS
6-8, GCS 9-11, and GCS 12-15. Direct and indirect light
responses of both eyes were taken into consideration in the
pupillary examination. In the motor system examination,
response to a painful stimulus was evaluated separately
from GCS. Patients with uni- and bilateral decorticated,
uni- and bilateral decerebrated, or bilateral flask posture
were compared with those without abnormal posture to
determine the prognosis.

Radiological Findings

The prognosis was determined according to the type,
number, and midline shift of the first cranial CT scans
taken on the day of hospitalization. In the determination
of contusion type, the classification defined by Lobato et al.
(16) was used (Appendix 1).

Appendix 1. Lobato classification
Type 1. Pure extracerebral hematoma

Type 2. Extracerebral hematoma + Acute hemispheric
swelling

Type 3. Single brain contusion +/- Extracerebral
hematoma

Type 4. Multiple unilateral brain contusion +/- Subdural
hematoma

Type 5. Multiple bilateral brain contusion

Type 6. General brain swelling +/- Small extracerebral
hematoma

Type 7. Diffuse axonal injury

Type 8. Normal CT scans
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The amount of shift caused by contusion was determined
by measuring the distance between the inner tabulae and
septum pellucidum in sections where septum pellucidum
was seen.

For output status, the terms of recovery, disability, or dead
were used, and these parameters were evaluated as a guide
in determining the prognosis in the one month.

Statistical Analysis

The data were analyzed by SPSS (Statistical Package for
Social Sciences) 15 package program, and the results were
tested by chi-square test. Number and % were used as
descriptive statistics in the evaluation of the data. A p value
of less than 0.05 was considered significant, and a p value
less than 0.005 was considered highly significant.

Results

Of the 105 cases in our study group, 24% were female, and
76% were male. Their ages ranged from 1.5 to 86, and the
mean age was 37 (Table 1).

Relationship Between Data and

Prognosis

Demographic

Ageisastatistically significant factor affecting the prognosis.
Increasing age caused worse prognosis and higher mortality
rate (Figure 1). This relationship was highly significant. The
only exception was in the 61-80 age group, but this did
not change significance (x2=22.010; p<0.005). When the
relationship between sex and prognosis was examined, it
was observed that 28% of 25 female patients and 15% of
80 male patients died. The relationship between gender
and prognosis was not statistically significant (x2=3.373;
p>0.05) (Figure 2).

Causes of Trauma

The causes of the trauma of the patients were summarized
in Table 2. According to this, the most frequent cause was
pedestrian traffic accidents (32.4%) followed by motor

Table 1. Age and gender distribution of the patients

Year Total Female Male
n % n % n %
0-20 30 28.6 8 32 22 275
21-40 30 28.6 4 16 26 325
41-60 28 26.7 4 16 24 30
61-80 14 13.3 8 32 6 75
81- 3 2.8 1 4 2 25
Total 105 100 25 100 80 100

vehicle traffic accidents (21.9%) and fall from height
(20%).

The Effects of Associated Traumas

It was found that long bone fractures were most
commonly associated with CC (58%) followed by chest
trauma (21%), abdominal trauma (13%) and pelvic
trauma (8%), respectively (Table 2). While the mortality
rate was 11% in the case of TBI alone, the mortality rate
increased to 42% in the presence of other system traumas
(Figure 3). The effect of associated injuries on mortality
was found to be statistically significant (x2=12.313;
P<0.005).

The Effects of Neurological Status on Prognosis

Relationship between GCS and prognosis was found to be
statistically significant (x2=47.462; p<0.005). It was seen
that the healing rate was 0% in score between 3-5 and 62.2
% in those with a score of 12-15. While the mortality rates
are 100 % in patients with scores 3-5, the rate is 3% in score
12-15 patients (Table 3).

120
100 —
80
60 W Recovery
40 —m Disability
20 . ' Dead
0 4
0-20 ‘ 21-40 ‘ 41-60 61-80 81-
Year

Figure 1. The relationship between age and prognosis
Table 2. Types of trauma and additional injuries

Types of trauma n %

Pedestrian traffic accidents 34 324
Motor vehicle traffic accidents 23 219
Fall from height 21 20

Fall from stairs 10 9.5
Assault 9 8.6
Head hitting against hard objects 1 0.9
Falls on the same level 7 6.7
Additional Injuries n %

Long bone fractures 14 58.3
Chest trauma 5 209
Abdominal trauma 3 12.5
Pelvic trauma 2 8.3

n: Number of the patients

80

n: Number of the patients
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The relationships between abnormal motor response and
prognosis, and between the bilateral response of pupils to
light were also statistically significant (x2=18.822; p<0.005,
and %2=18 822; p<0.005, respectively). The mortality rate
was 100% in patients with abnormal posture response
to painful stimuli (Table 3). While the recovery was 0% in
patients with bilateral abnormal (decreased or lost) pupil
reaction, the mortality rate was found to be only 15% in
patients with a normal response (Figure 4).

The Effects of Radiological Findings

Presence of cranial fracture did not affect the one-month
prognosis (x2=1.171; p>0.05) (Table 4). While the mortality
rate was 50% in cases with midline shift in cranial CT,
it decreased to 16.8% in cases without shift (Table 4).
However, the relationship between the degree of midline
shift and the prognosis was not statistically significant
(x2=2.914; p>0.05).

The relationship between contusion type and prognosis
was statistically significant (x2=9.808; p<0.05) (Table 4).
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Figure 2. The relationship between gender and prognosis

The highest mortality rate was found in type 4 of Lobato
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Figure 3. The relationship between trauma types and
prognosis

classification (multiple unilateral CC +/- Subdural
hematoma) (38.5%), which was 4 times higher than the
mortality rate in type 3 (Single CC +/- Extra cerebral
hematoma) (10%). The relationship between the number of
contusions and prognosis was also statistically significant
(2=6.111; p<0.05). If the number of contusions detected on
cranial CT was more than one, the mortality rate (28.6%)
was two times higher than that of single ones (11.1%)
(Table 4).

Length of Hospitalization

The length of hospitalization of the patients ranged from
1 to 23 days, and the mean duration of hospitalization
was nine days. The hospitalization period of our deceased
patients was between 1-18 (mean 7.5 days), and 53% of the
cases who died was lost between 1-10 days (Table 5).

Discussion

The presence of CC is a factor affecting the outcome of the
patients with a head injury. In the literature, mortality in CC
was reported as 34% (17), and this rate was found to be 18%
in our series. There are some studies evaluating the factors
affecting the mortality in these cases. Age is one of these
factors. The mean age of the patients with CC was reported
to be 27 to 38 in the studies of Lobato et al. and Miller et al.
(16,17). In the series of Miller et al. (17) was consisting of
non-operated 225 cases, 72% of the cases were between 0
and 40 years of age.

Similarly, Narayan et al. (18) reported that the rate of
cases in the 0-40 age group was 72%. The mean age of our
patients was 37, and the majority (57%) were composed of
male patients aged 0-40 years. At the end of the study, it was
seen that age had a significant effect on mortality. While
mortality was 10% in the 0-20 age group, it reached 100% in
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Figure 4. The relationship between pupillary responses
and prognosis
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Table 3. Initial GCS, motor responses and prognosis relationships

Total Recovery Disability Dead

% n % n % n %
GCS 3-5 4 3.8 0 0 0 31.8 4 100

6-8 15 14.3 2 13.3 4 26.7 9 60

9-1 20 19 9 45 7 35 4 20

12-15 66 62.9 4 62.2 23 34.8 2 3

Motor response Postured 101 96.2 52 51.5 34 337 15 14.8
W/O postured 4 3.8 0 0 0 0 4 100

GCS: Glasgow coma scale, n: Number of the patients, W/O: Without

Table 4. Prognosis according to the radiographic findings

Total Recovery Disability Dead

n % n % n % n %
Skull fracture Present 65 61.9 32 49.3 23 35.3 10 15.4
Absent 40 381 20 50 M 275 9 22,5

CC types in CT-scans Type 3 62 59 36 58 20 32.3 6 9.7
Type 4 13 12.4 3 23 5 38.5 5 38.5
Type 5 30 28.6 13 43.3 9 30 8 26.7

CC number in CT-scans Single 63 60 36 571 20 31.8 7 11
Multiple 42 40 16 381 14 33.3 12 28.6

Midline shift in CT-scan Present 4 3.8 1 25 1 25 2 50
Absent 101 96.2 51 50.5 33 32.7 17 16.8

CT: Computered tomography, CC: Cerebral contusion, n: Number of the patients

Table 5. Hospitalization period of the dead cases

n %
0-1day 4 211
1- 10 day 10 52.6
11day and P 5 26.3
Total 19 100

n: Number of the patients

the group over 81 years. In the literature, it is also seen that
mortality increases with increasing age (8,17-22).

The gender was also evaluated for its effect on mortality
in our study. 24% of our cases were female, and 76% were
male. We found no relationship between gender and the
prognosis. In the literature also, although the incidence of
TBI in men is higher than in women, there is no significant
relationship between gender and prognosis (3,17,20).

It was reported that the leading cause of TBI is traffic
accidents in underdeveloped countries. Since improved
road safety, falls is in the first place in developed countries
(4,12,15). When our patients were ranked according to the
type of trauma they were exposed to, traffic accidents were
at the forefront (54%).
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In 23% of our cases, CC was accompanied by other system
traumas, and the mortality rate was 11% in pure TBI, but
when poly-trauma added mortality was seen raised to 42%. In
the literature, the presence of significant extracranial injury
has been reported to be one of the important prognostic
indicators in TBIs (8,19,23). In our study, the most common
systemic traumas were long bone fractures (58%), followed by
chest trauma (21%), abdominal trauma (13%), pelvic trauma
(8%), respectively. In Miller et al. ‘s series, 48% of patients had
multi-system trauma, and as in our series, extremity injuries
were reported to be the most common (17).

Although there are many methods in neurological
evaluation, GCS has been reported to be the easiest method
ofrapid assessment of the patient and predicting the correct
outcome early (24,25).

Rimel and Jane (26) divided head trauma into three groups
according to GCS, and GCS value 3-8 was accepted as
severe, 9-12 as moderate, and 13-15 as mild head trauma.
In our study, we found a statistically significant relationship
between GCS scores and prognosis (27). As the GCS score
increased, the recovery rate increased, and the mortality
rate gradually decreased. Similarly, it has been reported in
the literature that mortality rates are inversely proportional
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to GCS scores. Moreover, in cases with GCS score 9 or
higher, mortality or morbidity may occur in the presence
of advanced age or other additional complications
(2,8,17,18,22,24,28-30). However, it was noteworthy that
there were differences between the rates in the literature.
The reasons for the differences where they had included
the cases requiring operation in their studies, and also, they
had formed GCS groups at different levels.

In our study, it was found that motor posture on the
coma scale was an additional parameter in prognosis
determination, and high rates of mortality were observed in
patients with abnormal motor posture. Similarly, it has been
reported in the literature that the neurological status is one
of the well-established prognostic factors (8,17,18,20,22).

The effect of both pupils’ reactions to light on prognosis was
also investigated statistically. According to our results, the
mortalityrate was 100% in patients with a bilateral abnormal
pupillary response and 15% in patients with a normal
pupillary response. When different series were examined, it
was seen that there was a significant relationship between
pupillary light response and prognosis (8,17,18).

In our study, the skull fracture rate was 61.9%. However,
the effect of the presence of fracture on prognosis was
not significant. There was not any data on this issue in the
literature.

It was reported in 1977 by Koo and La Roque (6) that
neuropathological changes in hemorrhagic contusion
can be visualized by CT. Currently, cranial CT is the ideal
method for the diagnosis of CC in the first 24 hours after
trauma (12,16,31-35). It was reported that the increase in
the volume of traumatic cerebral hemorrhage occurs in the
first few hours after the trauma in 38 to 59% of the cases.
Also, the findings in the first non-contrast cranial CT taken
after the injury were related to the quality of life score at 12
months after the accident (14,36-38). In our study, cranial CT
was found to be helpful in the determination of short-term
prognosis in CC. In particular, the relationship between the
type of contusion and the outcome was remarkable. We
found that mortality was the lowest in type 3 of Lobato CC
classification (10%), and was the highest in type 4 (39%).
The higher mortality in Lobato type 4 can be explained by
the fact that acute hemispheric swelling in the case of SDH
is much more than EDH. It was reported in the literature
that the prognosis is negatively affected when acute
SDH is added to the traumatic intracerebral hemorrhage
(13,21,22,36). It was shown that increases in intracranial
pressure in multiple bilateral CCs could be tolerated longer

than in multiple unilateral contusions, which may explain
the low mortality rate in type 5 compared with type 4 (7)
as to be in our study also. These rates found in our study
are in line with Lobato et al.’s study (16). Mortality rates
in Lobato’ s series are twice that of our series. However,
when the series was examined, it was observed that most
of the cases had advanced shift and accompanying diffuse
hemorrhage requiring surgical intervention, which explains
the rate differences. We excluded the cases requiring
surgical intervention in our series. Another factor guiding
the prognosis in cranial CT was the number of contusions.
In our series, 60% of cases had single, and 40% had multiple
contusions. The mortality rate was 11% in single contusions,
and 29% in multiple contusions. There are also studies in
the literature showing that multiple contusions are not
associated with poor prognosis (30). The results show why
the mortality rate in Lobato’s type 5 is lower in the literature
to be in our study (39).

Contusionslocated in the deep gray matter, corpus callosum
and internal capsule are among the criteria considered to
be a poor prognostic marker in cranial CT today. Gennarelli
et al. (40) and Adams et al. (39) were described these types
of contusions as DAI In our study, DAI cases were excluded
from the study. Because DAI is not clearly and adequately
diagnosed by CT, and the diagnosis is usually made by
pathological anatomical studies or in patients who are
unconscious after two weeks or by magnetic resonance
examination (33).

It was emphasized in many studies that the presence of
a midline shift was one of the poor prognostic factors on
CT image (5,8,16,25,34). However, Raj et al. (41) reported
that midline shift was not very important in determining
prognosis. In our series, in only four cases, midline shift
was detected, and two of these cases died. Since the
number of cases was not sufficient, a statistically significant
relationship was not determined.

The limitation of our study was that it was a retrospective
study, the number of cases was low, and it was performed
in a broad range age group. Since the clarification of the
prognostic factors in CCs will determine the treatment
protocols, prospective studies evaluating the late prognosis
with a large number of cases are needed.

Conclusion

Advanced age, low GCS score, abnormal motor response,
abnormal pupil light response, presence of other system
traumas, multiple contusions and accompanying SDH had
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anegative effect on the in one-month prognosis in the head
injury cases with CC.
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