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The print version of the journal is not available and it is only 
accessible at www.bezmialemscience.org. The manuscripts 
published on this web page can be read free of charge and files 
can be downloaded in PDF format. Four issues are released per 
year, in January, April, July and October. Publication language is 
Turkish and English.

Bezmialem Science indexed in Web of Science-Emerging Sources 
Citation Index, TUBITAK ULAKBIM TR Index, Ideal Online and 
EBSCO.

The target population of this journal includes medical 
academicians, specialists, assistants, and medical students. The 
aim of the journal is to publish high-ranking original reseaches 
in basic and clinical sciences, reviews covering contemporary 
literature about medical education and practice, reports of rare 
cases, and manuscripts that would contribute to continuous 
medical education.

Management of the editorial processes and pursued ethical 
policies are in accordance with the criteria of International 
Committee of Medical Journal Editors (ICMJE), World Association 
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the principle that making research freely available to the public 
supports a greater global exchange of knowledge.

Open Access Policy is based on the rules of the 
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budapestopenaccessinitiative.org/. By “open access” to peer-
reviewed research literature, we mean its free availability on the 
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distribute, print, search, or link to the full texts of these articles, 
crawl them for indexing, pass them as data to software, or use 
them for any other lawful purpose, without financial, legal, or 
technical barriers other than those inseparable from gaining 

access to the internet itself. The only constraint on reproduction 
and distribution, and the only role for copyright in this domain, 
should be to give authors control over the integrity of their work 
and the right to be properly acknowledged and cited.

All manuscripts should be submitted over the web page at www.
bezmialemscience.org. Instructions for authors, technical issues, 
and other necessary forms can be accessed over this web page. 
Authors are responsible for all content of the manuscripts.

All expenses of the Bezmialem Science are covered by Bezmialem 
Vakif University. Advertisements are welcomed for publication 
on the web page and all applications in this respect should be 
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format or as printed media.
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The journal Bezmialem Science is an international periodical 
published in electronic format in accordance with the principles 
of independent, unbiased, and double-blinded peer-review. Four 
issues are published per year, in January, April, July and October.

The print version of the journal is not available and it is only 
accessible at www.bezmialemscience.org. The manuscripts on 
this web page are accessible free of charge and full text PDF files 
can be downloaded.

Authors should submit manuscripts only to the web page at www.
bezmialemscience.org. Manuscripts sent by other means will not 
be evaluated. Full text of the manuscripts may be in Turkish or in 
English.

The title, abstract and Keywords in every manuscript should 
be written both in Turkish and English. However, manuscripts 
submitted by foreign authors outside of Turkey do not necessarily 
include Turkish title, abstract and keywords.

Preliminary conditions for the approval of the manuscripts 
include being original, having a high scientific value and having 
high citation potential.

Submitted manuscripts should not have been presented or 
published elsewhere in electronic or printed format. A statement 
should be included for previous submission to and rejection by 
another journal. Relaying previous reviewer evaluation reports 
would accelerate the evaluation process. Name, date and place 
of the event must be specified if the study has been previously 
presented at a meeting.

The authors transfer all copyrights of the manuscript relevant 
to the national and international regulations to the journal as 
of evaluation process. Copyright Transfer Form signed by all 
authors should be submitted to the journal while uploading the 
manuscript through submission system. All financial liability and 
legal responsibility associated with the copyright of the contained 
text, table, figure, picture, and all other sorts of content protected 
by national and international laws belong to the author.

Author Contribution Form should be completed by the 
corresponding author in order to protect authors’ rights and 
avoid ghost and honorary authorship issues.

All kinds of aids and support received from persons and 
institutions should be declared and ICMJE Uniform Disclosure 
Form for Potential Conflicts of Interest should be completed to 
clarify conflicts of interest issues.

The format of the manuscripts must conform to the journals 
instructions and to the standards of ICMJE-Recommendations for 
the Conduct, Reporting, Editing and Publication of Scholarly Work 
in Medical Journals (updated in December 2016 -http://www.
icmje.org/icmjerecommendations.pdf) and the presentation of 
the content must be in accordance with appropriate international 

guidelines. CONSORT should be used for the reporting of 
randomized trials, STROBE for observational studies, STARD 
for diagnostic studies, PRISMA for systematic reviews and 
meta-analyses, ARRIVE for animal studies, and TREND for non-
randomized behavior and public health intervention studies.

Ethics committee report prepared in accordance with “WMA 
Declaration of Helsinki-Ethical Principles for Medical Research 
Involving Human Subjects” and “Guide for the Care and Use of 
Laboratory Animals” is required for experimental and clinical 
studies, drug investigations and some case reports. The authors 
may be asked to submit ethics committee report or a substitute 
official report, if deemed necessary. In papers reporting the 
results of experimental studies, after explaining in detail all 
procedures that the volunteer subjects and patients underwent, 
a statement should be included in the text indicating that all 
subjects provided consent for the study. In animal studies, it 
should be clearly specified how the pain or discomfort has been 
relieved. Informed consents, name of the ethics committee, issue 
number and date of the approval document should be written in 
the Methods section of the main document.

All manuscripts are subject to preliminary evaluation by the 
Editors. The manuscripts are reviewed for possible plagiarism, 
replication and duplicated publication during this process. Our 
journal will impose sanctions in accordance with the guidelines 
of Committee on Publication Ethics (COPE) in conditions where 
such non-ethical issues may arise. Subsequently, manuscripts are 
forwarded to at least 2 independent referees for double-blinded 
peer-review. The reviewers are selected among independent 
experts with international publications and citations on the 
subject of the manuscript. Research articles, systematic reviews 
and meta-analyses are also evaluated by a statistician. Authors are 
deemed to have accepted that required revisions are to be made 
by the Editors provided that this will not make a comprehensive 
change in the original document.

Upon approval of the manuscript for publication, requests of 
addition to or removal from the author list or order change will 
not be accepted.

The manuscripts should be prepared with Microsoft Office Word 
and should comply with the following specifications.

Title Page
For each type of manuscript, title page should be uploaded 
through online submission system as a separate Microsoft Word 
document that includes Turkish and English title of the manuscript, 
names of the authors and latest academic degrees, name of the 
department and institution, city, and country. If the study has 
been conducted in more than one center, affiliation of each 
author must be specified using symbols. Correspondence address 
should include name of the corresponding author, postal address, 
e-mail address, phone and fax numbers. Name, date and place of 
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the meeting must be specified if the study has been presented in 
a previous meeting. Disclosure of Conflict of Interest, Disclosure 
of Institutional and Financial Support, Author Contribution and 
Acknowledgments should be included in this page.

Original Research: Abstract should be written in Turkish and 
English, and be structured with Objective, Methods, Results and 
Conclusion sections. Abstract should not exceed 250 words. 
Keywords must conform to Medical Subject Headings (MeSH) 
terms prepared by National Library of Medicine (NLM) and contain 
minimum 3 and maximum 6 items; keywords should be written 
in Turkish and English just below the abstract. Main text should 
contain Introduction, Methods, Results, Discussion, Limitations 
of the Study, Conclusion, References, Tables, Figures and Images, 
and should be limited to 5000 words excluding references. 
References not exceeding 50 would be acceptable.

Statistical analyses must be conducted in accordance with the 
international statistical reporting standards (Altman DG, Gore SM, 
Gardner MJ, Pocock SJ. Statistical guidelines for contributors to 
medical journals.Br Med J 1983: 7; 1489-93). Statistical analyses 
should be written as a subheading under the Methods section 
and statistical software must certainly be specified. Data must be 
expressed as mean±standard deviation when parametric tests are 
used to compare continuous variables. Data must be expressed 
as median (minimummaximum) and percentiles (25th and 75th 
percentiles) when nonparametric tests are used. In advanced and 
complicated statistical analyses, relative risk (RR), odds ratio (OR) 
and hazard ratio (HR) must be supported by confidence intervals 
(CI) and p values.

Editorial Comments: Editorial comments aim at providing brief 
critical commentary by the reviewers having expertise or with 
high reputation on the topic of the research article published 
in the journal. Authors are selected and invited by the journal. 
Abstract, Keywords, Tables, Figures, Images and other media are 
not included. Main text should not include subheadings and be 
limited to maximum 1500 words; references should be limited to 
15.

Review: Reviews which are prepared by authors who have 
extensive knowledge on a particular field and whose scientific 
background has been translated into high volume of publication 
and higher citation potential are taken under review. The authors 
may be invited by the journal. Reviews should be describing, 
discussing and evaluating the current level of knowledge or topic 
used in the clinical practice and shoul guide future studies. The 
manuscript contains unstructured abstract not exceeding 250 
words. The manuscript should include minimum 3 and maximum 
6 keywords which conform to Medical Subject Headings (MeSH) 
terms prepared by National Library of Medicine (NLM). Main text 
should contain Introduction, Clinical and Research Consequences 
and Conclusion sections. Main text should not exceed 5000 words 
and the references should be limited to 50.

The originality of the visual media contained in the reviews should 
be confirmed by submitting a letter to the journal. The original 
versions of the printed or electronic copies of the images adapted 
from a published source should be cited properly and the written 
permission obtained from the copyright holder (publisher, journal 
or authors) should be forwarded to the journal.

Case Report: There is limited space for case reports in the 
journal and reports on rare cases or conditions that constitute 
challenges in the diagnosis and treatment, those offering new 
therapies or revealing knowledge not included in the books, 
and interesting and educative case reports are accepted for 
publication. The abstract should be unstructured and should not 
exceed 250 words. The manuscript should include minimum 3 
and maximum 6 keywords which conform to Medical Subject 
Headings (MeSH) terms prepared by National Library of 
Medicine (NLM). The text should include Introduction, Case 
Report, Discussion, Conclusion, References, Tables, Figures and 
Images sections, and should be limited to 700 words. References 
should be limited to 10.

Letter to the Editor: Includes manuscripts discussing important 
parts, overlooked aspects or lacking parts of a previously 
published article. Articles on the subjects within the scope of 
the journal that might attract the readers’ attention, particularly 
educative cases can also be submitted in the form of “Letter to 
the Editor”. Readers can also present their comments on the 
published manuscripts in the form of “Letter to the Editor”. 
Abstract, Keywords, Tables, Figures, Images and other media are 
not included. The text should be unstructured and should not 
exceed 500 words; references are limited to 5. Volume, year, issue, 
page numbers, and title of the manuscript being commented on, 
as well as the name of the authors should be clearly specified, 
should be listed in the references and cited within the text.

Images in Clinical Practices: Our journal accepts original high 
quality images related to the cases which we have come across in 
clinical practices, that cites the importance or infrequency of the 
topic, makes the visual quality stand out and present important 
information that should be shared in academic platforms. Titles of 
the images should not exceed 10 words and should be provided 
both in English and Turkish. Images can be signed by no more 
than 3 authors. Figure legends are limited to 200 words and the 
number of figures are limited to 3. Video submissions will not be 
considered.

Special Considerations
Names of the corresponding author and other authors, 
affiliations, and other information on the study centers should 
not be included in any part of the manuscript or images in order 
to allow double-binded peer-review. Such information should be 
uploaded to the relevant section of the online submission system 
and separately added to the title page.
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All tables, figures, graphs and other visual media must be 
numbered in order of citation within the text and must not 
disclose the names of the patients, doctors or institutions. 
Tables must be prepared in a Microsoft Office Word document 
using “Insert Table” command and be placed at the end of the 
references section in the main document. Tables should not be 
submitted in JPEG, TIFF or other visual formats. In microscopic 
images, magnification and staining techniques must be specified 
in addition to figure captions. All images should be in high 
resolution with minimum 300 dpi. Lines in the graphs must be in 
adequate thickness. Therefore, loss of details would be minimal 
if reduction is needed during press. Width must be 9 cm or 18 
cm. It would be more appropriate if the drawings are prepared 
by the professionals. Gray color should be avoided. Abbreviations 
must be explained in alphabetical order at the bottom. Roman 
numerals should be avoided while numbering the Tables and 
Figures, or while citing the tables in the text. Decimal points in the 
text, tables and figures should be separated by comma in Turkish 
sections and by dots in English sections. Particularly, tables should 
be explanatory for the text and should not duplicate the data 
given in the text.

Pharmaceuticals should be specified with their generic names, 
and medical products and devices should be identified with brand 
name and company name, city and country.

References
References should be numbered in the order they are cited. 
Only published data or manuscripts accepted for publication and 
recent data should be included. Inaccessible data sources and 
those not indexed in any database should be omitted. Titles of 
journals should be abbreviated in accordance with Index Medicus-
NLM Style (Patrias K. Citing medicine: the NLM style guide for 
authors, editors, and publishers [Internet]. 2nd ed. Wendling DL, 
technical editor. Bethesda (MD): National Library of Medicine 
(US); 2007 - [updated 2011 Sep 15; cited Year Month Day] (http://
www.nlm.nih.gov/citingmedicine). All authors should be listed if 
an article has six or less authors; if an article has more than six 
authors, first six authors are listed and the rest is represented 
by “ve ark.” in Turkish articles and by “et al.” in English articles. 
Reference format and punctuation should be as in the following 
examples.
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EDITORIAL

Dear Colleagues,

We meet you again in the first issue of the Bezmialem Science Journal in 2019. I would like to inform you that our publisher has 
changed in this issue. I thank to our previous publisher for their support in getting our journal to this level. We are always looking for 
how to go one step further, how to create a better quality journal and how to create a journal that reaches more scientists, and includes 
their work. We are in the hope that our new publisher will make us reach this goal in a shorter time. In addition to the additional issue 
that involves the abstracts of the presentations presented at the university’s student congress in the last year; we intend to publish 
two special issues by experts in our publication plan. We look forward to the suggestions and support of our esteemed scientists on 
this subject.

In this issue, the articles entitled “Interleukins As a Marker of Inflammation in Diabetic Foot Syndrome and Type 2 Diabetes Mellitus” by 
KALELİ et al., “Ultrasonographic Evaluation of Shoulder in Patients with Diabetes Mellitus” by ÇAĞLAR OKUR et al., “Effects of Different 
Fluoride-containing Toothpastes on In Vitro Enamel Remineralization” by HATİPOGLU et al, “May Biochemical Variables and Pleural Fluid Cell 
Count Be Used in the Benign-Malign Differentiation of Pleural Effusions Associated with Lung Cancer?” by DENİZ et al. can be introduced as 
articles in the foreground.

I would like to welcome the new associate editors and esteemed scientists who have joined to the editorial board from abroad. 
Contribution to both the scientific world and to our journal of our growing team will please us. 

I would like to thank to all our authors, referees, editorial board and new publisher who contributed to this issue.

Goodbye until we meet in the next issue.

Prof. Dr. Adem AKÇAKAYA
Chief Editor
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Arpağ et al. Asthma and Desquamative Interstitial Pneumonia

and transbronchial biopsy were performed but it was not for 
diagnostic purpose. Lung wedge resection was performed via 
video assisted thoracic surgery. Histopathologically; interstitial 
fibrosis and thickening, lymphocytic and plasmacytic infiltrates 
and accumulation of macrophages and giant cells were detected 
in alveolar lumen (Figure 2). Final pathology was reported as 
DIP based on that histopathologic signs. We administered 
methylprednisolone treatment (1 mg/kg) to patient with diagnosis 
of occupational asthma with DIP. After 6 months from steroid 
therapy, clinical and radiological improvement were achieved 
in patient and corticosteroid treatment was discontinued. The 
patient was followed without treatment. Here, we presented this 
rare association.

Discussion
DIP is a rare type of interstitial lung disease. DIP was first 
described by Liebow et al. (7) in 1965. DIP is a restrictive 
disorder. Radiologically it is characterised by diffuse infiltration. 
Histopathologically, intraalveolar diffuse macrophage 
accumulation is seen (7). Although etiology of DIP is unknown, 
usually it is detected in smoker individuals. Other accused 
factors in etiology of DIP are; environmental-occupational 
exposure, drug related reactions, viral infections, rheumatologic 
and autoimmune diseases, solder fumes, copper dust, fire 
extinguisher powder, diesel fumes, inhalation of nylon fibers and 
marijuana habit (2,3,6). Our patient was non-smoker but he had 
been a welder for 10 years so we linked the cause of DIP of him 
to this condition. Usually DIP is seen in the middle age and male 
population (1). The age and gender of our patient (31-year-old 
and male) were also consistent with the literature. 

Common symptoms of DIP are cough and shortness of breath. 
Our patient’s complaints were cough, dyspnea and chest 
tightness. Inspiratory velcro rales and clubbing can be detected 
on physical examination in the cases of DIP (8). But end-
inspiratory rhonchi and prolonged expiration and no rales and 
no clubbing were found in our patient. We thought the cause 
of rhonchi was coexisting asthma. Radiologically, chest X-ray 
may be normal or increased reticular traces, ground glass patchy 
opacities may be detected on thorax computed tomography 
(CT) or high-resolution CT (9). Findings of thorax CT of our 
case was coherent with literature.

DIP can lead to restrictive type deterioration in pulmonary 
function tests (2,7,10). But, pulmonary function tests of our 
patient showed obstructive pattern and there was no restriction. 
We linked this condition to the accompanying asthma. 

Histopathologically, intra alveolar accumulation of pigmented 
macrophages and mild interstitial fibrosis are seen in DIP 
(6). Similarly interstitial fibrosis and thickening, lymphocytic 
and plasmacytic infiltrates and accumulation of intra alveolar 
macrophage and giant cells were detected in histopathologic 
examination of our patient. Removing the etiological factors 
such as smoking, occupational or environmental exposure, drug 
reaction etc. is the main factor of treatment of DIP. Additionally 
corticosteroid and even immunosuppressive treatments may be 
needed in some patients (5,7,10). We recommended to him 
change his welding job and started to corticosteroid treatment. 
Almost complete clinical and radiological recovery was achieved 
in our patient for 6 months. 

Consequently, we reported here that DIP due to occupational 
exposure may occur in non-smoker individuals and occupational 
asthma may accompany to this entity. 

Ethics 

Informed Consent: It was obtained.

Peer-review: Externally peer-reviewed.

Figure 1. Radiologically; increase of pleuroparenchymal 
density, patchy ground glass located peripheral regions and 
increase of reticular density are seen in the bilateral lung 
fields

Figure 2. Large eosinophilic cytoplasmic alveolar 
macrophages and giant cells filling the alveoli are seen 
(hematoxylin and eosin, 200x magnification)
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Introduction
Ectopic liver is a rare developmental abnormality and its incidence 
is 0.24%-0.48% (1). The first case was published in 1922. Ectopic 
liver is thought to develop due to aberrant migration occurred 
during embryological development (2). Although there are many 
different locations such as hepatic ligaments, falciform, omentum, 
diaphragm where it can locate; most oftenly it is located on the 
gallbladder (3). It can not be diagnosed by radiological imaging 
methodsand is usually seen during the operation. Although we 
have much knowledge about the ectopic liver the associated 
pathologies, treatment approaches, and complications should 
be known. Ectopic liver has been shown to have potential for 
hepatocellular cancer development (4). For this reason, removal 
of the ectopic liver is necessary. We present a patient in whom an 
ectopic liver on the gallbladder was detected during laparoscopic 
cholecystectomy performed due to cholelithiasis.

Case Report
A 34-year-old female patient had abdominal pain that was 
intermittent for about 1 year. It was associated with meals and 
sometimes was accompanied by nausea and vomiting. The 
patient had no comorbidities and physical examination showed 

minimal sensitivity on the right upper side and there was no 
defense or rebound. The patient did not use any drug. There 
was no significant feature in family history. In the preoperative 
laboratory tests; alanine aminotransferase: 49 U/L, aspartate 
aminotransferase: 27 U/L, alkaline phosphatase: 134 U/L, total 
bilirubin: 1 mg/dL, direct bilirubin: 0.5 mg/dL, white blood 
cells: 9.58*103, hemoglobin: 12.7. There was no pathology in the 
chest X-ray. Preoperative hepatobiliary ultrasonography showed 
millimetric stones in the gallbladder and the wall thickness of the 
gallbladder was shown to be increased. The patient was evaluated 
as ASA1 by the anesthetistand the patient was operated. During 
laparoscopic cholecystectomy, on the medial side of the free face 
of the gallbladder fundus, a liver-like brown tissue was observed 
that was not associated with the liver. It was totally removed with 
the gallbladder (Figure 1). The patient was discharged on the 
first postoperative day without any complications. The patient 
did not have any complaints at follow ups. Chronic cholecystitis, 
cholelithiasis and ectopic liver tissue of 1.7 cm in diameter 
adhered to the gallbladder and microscopically; ectopic liver 
tissue with normal liver histology with bile ducts were reported in 
the pathology report (Figures 2 and 3). Written informed consent 
was obtained from patient.

ABSTRACT

Ectopic liver tissue is a rare developmental abnormality and is thought to be caused by aberrant migration in the embryological development of 
the liver. A 34-year-old female patient underwent laparoscopic cholecystectomy and ectopic liver tissue was found on the gallbaldder. Ectopic 
liver tissue was removed during cholecystectomy. Pathology was reported as normal liver tissue with the gallbladder tissue. Ectopic liver tissue is 
incidentally detected with no preoperative diagnosis. Ectopic liver tissue should be removed due to malignancy potential.
Keywords: Laparoscopy, gallbladder, ectopic liver tissue
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Discussion

The ectopic liver can be found in the abdomen or in the thorax, 
but most commonly on the gallbladder. The incidence is 
between 0.24% and 0.48% (1). Hepatobiliary system originates 
from foregut at the 4th week of embryological development. 
Development of ectopic liver is thought to be caused by aberrant 
migration during the embryological development of the liver 
(2). Ectopic liver is frequently encountered incidentally during 
surgery (5). Patients often do not have symptoms. Symptoms 
may be due to torsion, necrosis, compression, or malignant 
transformation. However, it may cause cholelithiasis and 

cholecystitis (6). Ectopic liver may rarely be associated with 
some abnormalities. Ectopic liver can be seen rarely with cardiac 
abnormalities, biliary atresia, omphalocele and biliary duct cysts 
(7). 

Ectopic liver tissue is generally not diagnosed, preoperatively. By 
ultrasound imaging, ectopic liver on the gallbladder can be seen 
and can be diagnosed with biopsy but biopsy should notbe done 
due to risk of bleeding and malignant spread.

In general, the pathology is reported as normal liver histology. 
Sometimes bile or portal vascular system may not develop. 
Although not fully proven, several publications have shown that 
ectopic liver increases the risk of hepatocellular cancer. This is 
thought to be caused by insufficient bile drainage and low arterial 
feeding (8). 

Ectopic liver tissue should be removed because of the risk of 
malignancy. Ectopic liver tissue on the gallbladder should be 
resected together with the gallbladder. The vascular component 
of ectopic liver tissue is not seen, oftenly. If the liver has a vascular 
component, it is necessary to dissect the vascular component 
before separating the gallbladder from the liver bed. In this way, 
unwanted bleeding can be avoided.

As a result, ectopic liver is very rare and it is incidentally seen 
during surgery. It is most commonly found on the gallbladder. 
Ectopic liver is removed when it is seen because of risk of 
hemorrhage, pressure, rupture, necrosis and hepatic cancer.
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Figure 3. Histopathologic view of ectopic liver tissue
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Introduction

Benign essential blepharospasm (BEB) is the second most 
common focal dystonia after cervical dystonia which is caused 
by involuntary contraction of orbicularis oculi, procerus and 
neighbouring corrugator muscles (1,2). The excessive activity of 
these muscles causes the eye to open and close too frequently or 
too vigorous to increase the blink frequency or cause functional 
blindness (2). Pathogenesis of the disease, as of all dystonias, 
is unknown; although it is thought to develop as a result of 
dysfunction in cortico-striato-thalamo-cortical circuits (3). 
Rarely, it may start unilaterally or asymmetrically, but almost 
always involves involuntary closure of both eyes (1). In patients 
who do not have typical onset or course, the diagnosis and 
treatment process may be delayed due to misdiagnosis. In this 
article; a patient with BEB who started unilaterally and still went 
on asimetrically for long years was reported with literature review.

Case Report

A 51-year-old female was admitted to the neurology outpatient 
clinic for contraction and closure of eyelids which started in the 
left side 11 years ago and spread to the right side 1 year later. 
The patient stated that especially in bright areas, the contraction 
and closure of eyelids increased significantly, and that from time 
to time the left eye was completely closed and therefore she 
had to open left eye with her hands, frequently. In neurologic 
examination, left eyelid was nearly completely closed and right 
eyelid was minimally closed. There was no contraction at the 
edges of the mouth. Especially while speaking, it was observed 
that the eyelids of the patient could remain open. The patient 
was trying to keep her eyelids open with her eyebrows raised. 
There was no history of illness, medication use or operation in 
her medical history. She had no history of disease in her family 
history. Routine blood tests (hemogram, biochemical tests, 
thyroid funtion tests) were normal. Cranial magnetic resonance 
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Asymmetric Blepharospasm Treated with Botulinum Toxin-A: 
Case Report

Benign essential blepharospasm (BEB) is a focal dystonia that causes involuntary occlusion of the eyelids as result of bilateral contraction of 
orbicularis oculi muscle. A 51-year-old female patient evaluated at the outpatient clinic with complaints of contraction and closure of the left eye 
for about 11 years and the same complaints of right eye for 10 years. Cranial magnetic resonance imaging was normal and blepharospasm was 
diagnosed based on the clinical and neurological evaluation. The patient underwent a botulinum toxin-A injection and was called for control 2 
weeks later. BEB is a disease that seriously affects the quality of life of the patient, sometimes it can cause functional blindness. The time between 
diagnosis and treatment may be delayed in atypical cases. For this reason; differential diagnoses of atypical cases should be done well.
Keywords: Asymmetric, blepharospasm, focal, dystonia, botulinum toxin-A
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and cranial magnetic resonance angiography imagings were 
normal. Diagnosis of blepharospasm was considered based 
on the anamnesis and neurologic examination findings and 
botulinum toxin-A injection was planned (Figure 1). Botulinum 
toxin (Botox®) was diluted with 2 mL 0,9% sodium chloride 
and subcutaneously injected as 5 units into 5 different points in 
the pretarsal section of the orbicularis oculi muscle. Also 5 units 
were injected into the corrugator muscle. At 2 weeks follow-up, 
complaints of the patient improved almost completely (Figure 2). 

Informed consent for using the patient’s pictures was taken from 
the patient.

Discussion
BEB is a focal dystonia that causes the eyelids to involuntarily close 
as a result of two-sided contraction of the orbicularis oculi muscle 
(2). The main symptoms of BEB are involuntary contractions of 
eyelids and increased blink reflex resulting in chronic involuntary 
contractions that ultimately affect both eyes. BEB usually begins 
with the increase in the frequency of eye blinking. Spasm follows 
the increase in the frequency of eye blinking over time. Some 
patients develop functional blindness as a result of these spasms. 
A sensory trick in the form of stretching eyebrows and eyelids 
is often seen. Spasm starts bilateral in approximately 88% of 
cases (4,5). Oftenly, diagnosis and pre-treatment processes can 
be prolonged. According to Jankovic and Orman (4), symptoms 
start 4-10 years before diagnosis in 50% of the patients and 
more than 10 years in 20% of the patients. We found out that 
our patient was followed up from an ophthalmology outpatient 
clinic for a while after the onset of the complaints and then from 
a neurology outpatient clinic with the diagnosis of hemifasial 
spasm because of the spasms being very asymmetrical. In about 
78% of the patients with BEB, which is a progressive disease, 
dystonia can be seen in the lower face or neck region (Meige 
syndrome, orofacial dystonia or oromandibular dystonia) or in 
other parts out of the facial nerve region (6). The complaints 
of our patient started unilaterally, and in a short period of 
time spread to the other side as reported in the literature, but 
the patient had always distinctly asymmetric course. Several 
oral medications were used to treat BEB. These include 
anticholinergics (trihexyphenidyl, benztropine), GABAergic 
drugs (clonazepam, baclofen), antidopaminergics (tetrabenazine) 
and mexiteline. Because of side effects and low efficacy in 
evidence-based studies, oral agents are often not preferred in 
clinical practice. Aproclonidine, an alpha-2-adrenergic agonist, 
produces a lid elevation by sympathetic stimulation of the Muller 
muscle, but its therapeutic use is limited due to tachyphylaxis 
(7-12). Chemodenervation with botulinum toxin injection is 
an effective first step treatment in BEB. There are two main 
serotypes of botulinum toxin commercially available: Botulinum 
toxin-A and Botulinum toxin-B. Botulinum toxin-A is more 
commonly used and contains onabotulinum toxin-A (ONA), 
abobotulinum toxin-A (ABO) and incobotulinum toxin-A 
(INC) (13). In the 2016 update, “Report of the therapeutical and 
Technology Assessment Subcommittee of the American Academy 
of Neurology”, ONA and INC was considered as evidence level 
B, ABO was considered as evidence level C as treatment options 
(14). More than 90% of motor symptoms have been observed 
to improve after botulinum toxin treatment in BEB (15). 
Therefore, we preferred to use onabotulinum toxin (Botox®) in 
our patient. Spontaneous remission rates in BEB were reported 
in a wide range of 1.2-11.4% (16,17). In the first or second 
degree relatives of approximately one third of the patients, the 
presence of at least one of the disorders including BEB, Meige 
syndrome, Parkinson’s disease, or essential tremor suggests that 
some patients have a genetic predisposition (5). However, most 
patients with BEB are sporadic and the causing gene has not 
been identified. A history of a movement disorder was not found 
in the first and second degree relatives of our patient.

Baran et al. Asymmetric Blepharospasm

Figure 1. Before botulinum toxin-A injection 

Figure 2. After botulinum toxin-A injection
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Some disorders should be considered in differential diagnosis 
of BEB. If contraction affects one side of the face, hemifacial 
spasm should be considered as diagnosis but it should be noted 
that BEB rarely presents unilateral initially. Hemifacial spasm 
remains unilateral in its course, but BEB always becomes 
bilateral although it can present unilateral initially (6). If spasm 
affects one group of fibers in the orbicularis oculi muscle, the 
diagnosis is probably ocular myokymia. If bilateral eyelid spasms 
are associated with twitching or spasms in one part of the face, 
the most accurate diagnosis is Meige syndrome or idiopathic 
cranial-cervical dystonia. Antidepressants, antihistaminics, 
sympathomimetics, dopamine blocking or stimulating drugs 
and decongestants should be investigated as possible triggers of 
BEB (6). Other diseases that need to be considered in differential 
diagnosis are apraxia of eyelid opening which is characterized by 
difficulty in voluntary opening of eyelid without spasm in the 
orbicularis oculi muscle, reflex blepharospasm and blepharitis 
(6,18).

BEB is a disease that disrupts the quality of life of patients by 
even causing functional blindness. The time between diagnosis 
and initiation of treatment can be delayed, especially in 
patients with atypical onset course. Presenting with unilateral 
twitching of eyelids and continuing its course as significantly 
asymmetric, lack of symptoms in other parts of the face except 
eyelids, stretching eyebrows as a sensory trick and good response 
to botulinum toxin-A injection suggest a diagnosis of BEB. 
Therefore, it is important to note that in patients who do not 
have a typical onset or course, it may interfere with other diseases 
in the differential diagnosis.
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Introduction
Niemann-Pick disease (NPD) is an autosomal recessive 
disorder caused by pathogenic mutations in SMPD1 gene. It 
is characterized by lysosomal acid sphingomyelinase (ASM) 
deficiency causing accumulation of cholesterol and sphingomyelin 
in various organs, intercellular space, central nervous system and 
especially in reticuloendothelial system cells (1). Type A and B 
exhibit defective ASM activity in 0-1% and 1-10% of the healthy 
individuals, respectively. Patients with type C cannot metabolize 
cholesterol and other lipids properly which cause accumulation in 
tissues (2). Patients with NPD may present with cerebellar ataxia, 
dysphagia, dysarthria, progressive neurodegeneration, dementia, 
mental retardation, seizures, impaired motor development, 
hepatosplenomegaly, thrombocytopenia, interstitial pulmonary 
disease and cardiac symptoms which are of significance in 
anesthesia procedures (1). Diagnosis is based on tissue biopsy 
showing characteristic foamy histiocytes or ASM enzyme 
analysis in leucocytes (2). Thrombocytopenia secondary to 
hypersplenism is a significant factor that leads to difficulties in 

dental management in these patients (3). We, hereby presented 
two children with NPD type B who underwent dental treatment 
with general anesthesia (GA) and their post-operative follow-ups 
in pediatric intensive care unit (PICU). 

Case Reports

Case 1

A four-year-old boy was referred for dental treatment due 
to numerous caries by the ear nose throat specialist who was 
planning adenoidectomy for obstructive sleep apnea and adenoid 
hypertrophy. Offspring of a consanguineous marriage, the child 
was diagnosed with NPD type B and had undergone a bone 
marrow transplant at the age of two. Intraoral exam that was 
performed with the assistance of father due to child’s limited 
ability to hold the head erect and keep the mouth open revealed 
chronic odontogenic abscesses and deep dentinal caries. Dental 
radiographs could not be taken because diagnostically valid images 
could not be obtained. Restorations and extractions were planned 

ABSTRACT

Niemann-Pick disease (NPD) is an autosomal recessive lysosomal lipid storage disorder with accompanying symptoms including 
hepatosplenomegaly and thrombocytopenia. Delayed or extensive dental treatment may need to be delivered under general anesthesia and the 
management of such treatments in these children may require advanced medical support including intensive care (IC). Two children with NPD 
type B who underwent dental treatment with general anesthesia and their post-operative follow-ups requiring in IC are were presented. Patients 
with NPD may present with fragile blood clots in extracted tooth socket and should be subjected to strict bleeding control standards; especially 
the ones that may require further respiratory assistance since oral intubation is an invasive application to the oral surgical site.
Keywords: Niemann-Pick disease, general anesthesia, hemostasis 

Cite this article as: Kaya MS, Bakkal M, Yeşiltaş S. Dental Treatment of Two Children with Niemann Pick 
Disease Type B Under General Anesthesia: Case Reports. Bezmialem Science 2019;7(1):74-6.

Received: 12.04.2017
Accepted: 11.09.2017

Address for Correspondence: Mustafa Sarp KAYA, Bezmialem Vakıf University Faculty of Dentistry, 
Department of Pedodontics, İstanbul, Turkey
E-mail: mkaya3@bezmialem.edu.tr ORCID ID: orcid.org/0000-0003-4482-9040

1Bezmialem Vakıf University Faculty of Dentistry, Department of Pedodontics, İstanbul, Turkey
2Bezmialem Vakıf University Faculty of Medicine, Department of Anaesthesiology and Reanimation, İstanbul, Turkey

 Mustafa Sarp KAYA1,  Meltem BAKKAL1,   Serdar YEŞİLTAŞ2

Dental Treatment of Two Children with Niemann Pick 
Disease Type B Under General Anesthesia: Case Reports

DOI: 10.14235/bas.galenos.2017.1872 
Bezmialem Science 2019;7(1):74-6



75

Bezmialem Science 2019;7(1):74-6

under GA in the same session with and before adenoidectomy 
(Table 1). Pre-operative blood panel was shown in Table 2; 
consulting hematologist recommended regular hemostatic 
precautions and observation in PICU. Written parental informed 
consent was taken before the operation.  

In GA procedure, an intravenous midazolam premedication 
(0.5 mg/kg) was administered 15 minutes before taken to 
operating room. Non-invasive blood pressure, echocardiogram 
and peripheral pulse oximetry were used for standard anesthesia 
monitorization. Intravenous line using 24 gauge catheter was 
placed and saline infusion was administered. After 5 minutes of 
stabilization, patient’s heart rate, systolic/diastolic arterial pressure 
and average arterial pressure were recorded as basal vitals.  Before 
the induction, 6 L/min 100% oxygen insufflation was achieved. 
Following preoxygenation, 1 mcg/kg of fentanyl and 3.5 mg/
kg of propofol doses were administered intravenous. Following 
the disappearance of eyelash reflex patient was ventilated with 
airway mask breathing unit and 0.5 mg/kg recuronium bromide 
was administered. Patient was intubated orally using (spiral) 
endotracheal tube. For the maintenance of anesthesia, 50% 
nitrous oxide/oxygen and sevofluorane (2%) were used. 

Antisepsis of the oral cavity was performed with 0.12% 
chlorhexidine swabbing. Ferric sulfate pulpotomy and 
composite restorations were performed in all second primary 
molars, maxillary and mandibular canines were also restored 
with composite. All primary first molars and maxillary incisors 
were extracted with local anesthesia (articaine and epinephrine) 
injection (Table 1). Hemostasis was achieved with gauze pressure 
and suturing was not necessary in these minor wound sites with 
closed extractions of roots. 

Following dental treatment, adenoidectomy was performed using 
curette and nasopharynx was packed with gauze for three minutes 
until bleeding was controlled. Excised tissue was sent for biopsy 
and foamy histiocyte appearance was detected. Operation site 
was irrigated with sterile saline nasally and orally and hemostasis 
was observed. At the end of the operation patient was extubated 
and transferred to PICU as planned preoperatively. 

Patient’s oxygen saturation declined four hours after the operation 
and was decided to be reintubated. Oral intubation preparations 
dislodged the blood clots leading to hemorrhage from anterior 
extraction site which had to be sutured after hemostatic agent 
(Gelfoam, Pfizer, USA) was packed into the sockets before the 
intubation. Patient received intravenous tranexaminic acid 
(10 mg/kg/day) for four days and post-operative bleeding 
from extraction sites was stopped in 72 hours. Patient was 
kept intubated for two days, monitored in PICU for further 
respiratory distress and discharged on day 11 following surgery.

Case 2
A nine-year-old boy was admitted for dental treatments before 
bone marrow transplant to eliminate any possible oral infection 
focus. Offspring of a consanguineous marriage, child was 
diagnosed with NPD type B. Intraoral exam revealed multiple 
carious and infected deciduous and permanent teeth (Figure 

1).  Restorations and extractions were planned under GA due 
to child’s poor rapport (Table 1). Before the dental operation, 
an anesthesiologist examined the child with pre-operative blood 
panel that was shown in Table 2. Consulting hematologist 
suggested regular hemostatic precautions. Written parental 
informed consent was taken before the operation and the same 
GA procedure was followed as in case 1 described above. Indirect 
pulp capping with mineral trioxide aggregate in two maxillary 
first permanent molars were performed and restored with 
composite. Two mandibular first permanent molars and both 
primary canines were restored with composite. Ten primary teeth 
were extracted after local anesthesia. Hemostasis was achieved 
with gauze pressure and suturing was not necessary in these 
minor wound sites with closed extractions of roots. Patient was 
extubated and referred to PICU for overnight observation and 
discharged the next day uneventfully. 

Discussion
Children with special health care needs often present high 
caries risk and high caries activity and oral cavity has frequently 
been documented as the leading source of sepsis in medically 
compromised patients (4,5). According to the American 
Academy of Pediatric Dentistry, GA is indicated in patients with 
cooperation problems due to physical/medical disability and 

Table 2. The preoperative blood panels of 2 cases

International 
normalizing 
ratio

Prothrombin 
time (second)

Activity 
(%)

Thrombocyte 
count (103 

cells/mL)

Case 1 1.53 47.5 56.7 116

Case 2 1.66 20.9 55.8 449

Table 1. Dental treatments of the cases

Teeth extractions Restorations
Pulpal 
treatments

Case 1 51, 52, 61, 62, 64, 74, 84 53, 63, 73, 83 55, 65, 75, 85

Case 2
51, 52, 53, 54, 55, 63, 
64, 65, 74, 75

36, 46, 73, 83 16, 26

Teeth were numbered according to International Dental Federation 
Classification

Figure 1. Preoperative radiography of case 2
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children in need of immediate, comprehensive oral/dental care 
among others (6). In patients with NPD without severe physical 
disability and mental retardation, treatment on an outpatient basis 
may be less costly and encourage the family to be involved in their 
child’s oral health and motivate for follow-ups (2). Although that 
is not an ideal scenario, unachievable volume of work has been 
reported as a reason for dental treatment indication under GA 
(7). Both cases presented were in need of comprehensive dental 
treatment due to delayed oral care. Since elimination of both the 
present and possible odontogenic infections was intended in a 
single-session GA procedure, mostly extractions were preferred. 
But extractions in these patients may cause unstable blood clots 
over the course of healing and may cause post-op hemorrhage. 
Thrombocytopenia may present secondary to hypersplenism in 
patients with NPD as in case 1, although this has been reported 
as clinically insignificant in the literature (8,9). According to 
the American Academy of Pediatric Dentistry guideline, platelet 
count below 75000 cells/mlis recommended to be checked 24 
hours before and after the surgery and hemorrhage control can 
be provided with application of local hemostatic agents, pressure 
packs (10). Our patient was above this level and local bleeding 
control and hemostasis were provided with gauze pressure as 
suggested by consulting hematologist. But respiratory distress 
requiring intervention to the oral wound site disorganized blood 
clots and necessitated impromptu hemostatic control need. 

Comprehensive dental treatment under GA in patients with NPD 
may carry risks due to unforeseeable complications. Dental caries 
may be prevented or treated earlier by referral to the dental team 
by their primary physicians as part of their medical management 
plan. This approach may avoid unnecessary advanced procedures 
or prevent delay to critical treatments.

Patients with NPD may present with unstable blood clots and 
should be subjected to strict bleeding control standards; especially 
the ones that may require further respiratory assistance since oral 
intubation is an invasive application to the oral surgical site. 
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Introduction
Idiopathic parafoveal telangiectasia (IPT) is characterized by 
abnormal dilated or ectatic retinal capillaries with exudation 
in one or both eyes. The term IPT was first used by Gass and 
Oyakawa (1) in 1982. The classification of the disease was 
established by Gass and Blodi (2) according to clinical and fundus 
fluorescein angiography findings. In following years, macular hole 
or pseudohole was demonstrated in patients with IPT in many 
studies (3,4). However, only one case with the coexistence of IPT 
and epiretinal membrane (ERM) formation was reported before 
(5). In this case report, we presented ERM formation and related 
retinal alterations in a patient with IPT.

Case Report
A 82-year-old male was admitted with blurred vision of left eye for 
2 months. He expressed that his right eye was blind due to a blunt 
trauma. The corrected best visual acuity in the examination of the 
patient who did not undergo any intraocular surgery was at the 

level of 6/10 in the left eye and he could only see hand movement 
in the right eye. Severe corneal leukoma and vascularization were 
observed in examination of the anterior segment in the patient 
who had no systemic disease except hypertension. Lens could not 
be visualized due to leukoma. Nucleocortical lens opacification 
was observed in the left eye. Intraocular pressure was measured as 
12 mmHg in the right eye and 16 mmHg in the left eye. Fundus 
examination could not be performed in the right eye. In the left 
eye, telengiectasias and small retinal hemorrhages were observed 
in the white-grey region, which was about 1.5 disc diameter in 
temporal area of the fovea. It was observed that the retinal vessels 
in the macula and in the described white-grey region were slightly 
pulled due to ERM (Figure 1). A hyperreflective band refers to 
ERM, diffuse thickening and increased reflectance of inner retinal 
layers and cystic spaces in the inner nuclear layer of the retina 
were detected in horizontal optic coherence tomography [(OCT), 
Spectralis, Heidelberg Engineering)] images of left eye. Due to 
the thickening of the inner retinal layers, foveal depression was 
lost (Figure 2). There was no full-thickness or partial-thickness 
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retinal tissue defect in any OCT scan. It was observed in 
fundus fluorescein angiography that telengiectasias appearing in 
temporal area of the fovea in the left eye in the early period caused 
leakage in the late period. No choroidal neovascularization was 
observed (Figure 3).

Written and oral informed consents were taken from the patient. 
Written consent could not be attached because it was lost. 

Discussion

The pathophysiology of IPT is not fully understood. In the early 
studies, it was thought that retinal capillaries were primarily 
responsible for the disease, and in the subsequent studies, it was 
suggested that chronic liquid leakage could lead to metabolic 
deterioration and cell death, especially in Muller cells and 
photoreceptors (6). It was also suggested that chronic retinal 
ischemia may play role in Muller cell destruction (6). Muller 
cells have an astrocyte-like function; supporting nerve cells in the 
retina capillary endothelium and surrounding nerve cells, and 
extend from the photoresporter cell layer to the inner limiting 
membrane. Destruction of Muller cells in IPT is known to lead to 
the development of macular hole or pseudohole. There are many 
studies in the literature showing development of full-thickness 
or partial-thickness retinal tissue defects as well as macular holes 
or pseudoholes in patients with IPT (3). It was reported that 
in some of those patients, ERM accompanied macular hole or 
pseudohole. Diffuse retinal thickening was described in primary 
ERM before and it was described in ERM due to IPT only in one 
patient. In the article by Gomes et al., (5) a 46-year-old female 
patient with IPT was reported to have ERM and diffuse retinal 
thickening in both eyes and it was emphasized that their patient 
was the first patient with diffuse retinal thickening and ERM 
due to IPT reported in the literature. In that patient, diffuse 
thickening of the inner layers of the retina due to ERM in both 
eyes and large hyporeflective cavitation in the outer layers of the 
retina which suggested serous macular detachment were observed. 
In our patient, ERM and diffuse retinal thickening without any 
retinal tissue defect were observed. However, unlike in the patient 
reported by Gomes et al., (5) cystic cavities were detected in the 
inner nuclear layer of the retina in our patient. This is not usual 
in primary ERM. Probably, leakage from telangiectasic vessels 
caused cystic formations. It should also be kept in mind that, due 
to the patient’s age, epiretinal membrane might not be secondary. 
The presence of cystic cavities that are not seen in patients with 
primary ERM and the presence of ERM, especially in the region 
of telangiectasic vessels support the relationship between ERM 
and IPT. But, only one patient reported in this case report is a 
limitation. Similar case series or studies with larger number of 
patients will provide more information.
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Figure 1. Colored fundus figure of the patient’s left eye 

Figure 2. Horizontal optic coherence tomography image of 
the patient’s left eye 

Figure 3. Fundus fluorescein angiography images of the 
patient’s left eye in the early (A) and late (B) phases
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