e-I1SSN "

2667-8675 E E

Volume: 3 Issue: 3 o
December 2021

EJT

Eurasian Journal of Toxicology

www.dergipark.org.tr/ejtox

Case Reports
» Tianeptin (ilac Kotiiye) Kullanimina Badl Toksik Lokoense-

¥ A Rare Cause of Acute Ischemic Stroke: Herbal Chocolate falopati: Olgu Sunumu
Ayla Koksal, Cesareddin Dikmetas, Serkan Dogan, Ahmet Erdur lIknur Gacli Altun, Harika Koslik Garler, Banu Ozen Barut

b Steven Johnson Syndrome Due to Allopurinol Use » Retained Foreign Body After Stingray Injury; A Case Report
Evrim Kar, Abdullah Algin, Hatice Seyma Akca, Serdar Ozdemir, Seref Emre Atis, Bora Cekmen, Oner Bozan

Serkan Emre Eroglu

) EPAT

Emergency Physicians
Association of Turkey



Atf Bayramoglu

Department of Emergency Medicine, School of Medi-
cine, Atattirk University, Erzurum, Turkey

Sahin Colak

Department of Emergency Medicine, School of
Medicine, University of Health Sciences, Haydarpasa
Education and Research Hospital, istanbul, Turkey

Goksu Afacan

Department of Emergency Medicine,
Biruni University Hospital, Istanbul,
Turkey

Ali Ahiskalioglu

Department of Anesthesiology and
Reanimation, School of Medicine,
Atatiirk University, Erzurum, Turkey

ilker Akbas
Department of Emergency Medicine,
Bingél State Hospital, Bingél, Turkey

Ayhan Akoz

Department of Emergency Medicine,
School of Medicine, Adnan Menderes
University, Aydin Turkey

Abdullah Algin

Department of Emergency Medicine,
School of Medicine, University of
Health Sciences, Umraniye Traning and
Research Hospital, [stanbul, Turkey

Seref Emre Atis

Department of Emergency Medicine,
Mersin City Training and Research
Hospital, Mersin, Turkey

Ozlem Bilir

Department of Emergency Medicine,
School of Medicine, Recep Tayyip
Erdogan University, Rize, Turkey

Oguzhan Bol
Department of Emergency Medicine,
Kayseri City Hospital, Kayseri, Turkey

Bora Cekmen

Department of Emergency Medicine,
Karabiik University Training and
Research Hospital, Karablik, Turkey

Owner and
Responsible Manager

Basar Cander
Department of Emergency Medicine, School of Medicine,
University of Health Sciences,
Kanuni Sultan Siileyman Training and Research Hospital, istanbul, Turkey

Editors in Chief

Zeynep Gokcan Cakir
Department of Emergency Medicine, School of Medicine,
Atatiirk University, Erzurum, Turkey

Yunsur Cevik
Department of Emergency Medicine, School of Medicine,
University of Health Sciences,
Kegidren Training and Research Hospital, Ankara, Turkey

Editors

Emine Emektar

Department of Emergency Medicine, School of Medi-
cine, University of Health Sciences, Kegiéren Training

Abdullah Osman Kogak

and Research Hospital, Ankara, Turkey

Ahmet Hacimiiftiioglu

Department of Medical Pharmacology, Faculty of
Medicine, Atatiirk University, Erzurum, Turkey

Department of Emergency Medicine, School of Medi-
cine, Atattirk University, Erzurum, Turkey

Hakan Oguztiirk

Editorial Advisory Board

Giilsen Akcay Cigsar

Department of Emergency Medicine,
School of Medicine, University of Health
Sciences, Diskapi Yildinm Beyazit Traning
and Research Hospital, Ankara, Turkey

Seda Dagar

Department of Emergency Medicine,
School of Medicine, University of Health
Sciences, Kegiéren Training and Research
Hospital, Ankara, Turkey

Murat Das

Department of Emergency Medicine,
School of Medicine, Canakkale Onsekiz
Mart University, Canakkale, Turkey

Ahmet Demir

Department of Emergency Medicine,
School of Medicine, Mugla Sitki Kogman
University, Mugla, Turkey

Mehmet Demir

Department of Emergency Medicine,
Yiiksek Ihtisas Traning and Research
Hospital, Bursa, Turkey

Sinem Dogruyol
Department of Emergency Medicine,
Alasehir State Hospital, Manisa, Turkey

Ali Duman

Department of Emergency Medicine,
School of Medicine, Adnan Menderes
University, Aydin Turkey

Alev Eceviz
Department of Emergency Medicine,
Beykoz State Hospital, istanbul, Turkey

Gokhan Ersunan

Department of Emergency Medicine,
School of Medicine, Recep Tayyip
Erdogan University, Rize, Turkey

Zamir Kemal Ertiirk

Department of Emergency Medicine,
Etimesgut Sehit Sait Ertiirk State
Hospital, Ankara, Turkey

Togay Evrin

Department of Emergency Medicine,
Ufuk University School of Medicine,
Dr. Ridvan Ege Training and Research
Hospital, Ankara, Turkey

Mehmet Giil

Department of Emergency Medicine,
School of Medicine, Necmettin Erbakan
University, Konya, Turkey

Siikrii Gurbiiz
Department of Emergency Medicine,
School of Medicine, Inénii University,
Malatya, Turkey

Giilsah Cikrikgi Isik

Department of Emergency Medicine,
School of Medicine, University of Health
Sciences, Kegi6ren Training and
Research Hospital, Ankara, Turkey

Esra Karaman

Department of Emergency Medicine,
School of Medicine, Maltepe University,
Istanbul, Turkey

Serhat Karaman

Department of Emergency Medicine,
School of Medicine, Gaziosmanpasa
University, Tokat, Turkey

Burak Katipoglu

Department of Emergency Medicine,
Ufuk University School of Medicine,
Dr. Ridvan Ege Training and Research
Hospital, Ankara, Turkey

Department of Emergency Medicine, Ankara City
Hospital, Ankara, Turkey

Cemil Kavala

Department of Emergency Medicine,
School of Medicine, University of Health
Sciences, Diskapi Yildirim Beyazit Traning
and Research Hospital, Ankara, Turkey

Eylem Kuday Kaygisiz
Department of Emergency Medicine,
Denizli State Hospital, Denizli, Turkey

Afsin Emre Kayipmaz
Department of Emergency Medicine,
Ankara City Hospital, Ankara, Turkey

Mehmet Okumus

Department of Emergency Medicine,
School of Medicine, University of Health
Sciences, Ankara Traning and Research
Hospital, Ankara, Turkey

Tuba Sariaydin

Department of Emergency Medicine,
Hitit University School of Medicine, Erol
Ol¢ok Training and Research Hospital,
Corum, Turkey

Ayhan Saritas
Department of Emergency Medicine,
Aksaray University, Aksaray, Turkey

Emel Erkus Sirkeci

Department of Emergency
Medicine,School of Medicine, Near East
University, Girne, Turkish Republic of
Northern Cyprus

Avni Uygar Seyhan

Department of Emergency Medicine,
School of Medicine, University of Health
Sciences, Kartal Dr. Liitfi Kirdar Traning
and Research Hospital, Istanbul, Turkey

Erdal Yavuz

Department of Emergency Medicine,
Adiyaman Traning and Research
Hospital, Adiyaman, Turkey




/,
& A\ Eurasian Journal of Toxicology

Editors in Chief
Zeynep Gokcan Cakir

Yunsur Cevik

Editors
Atif Bayramoglu
Sahin Colak
Emine Emektar
Ahmet Hacimuftioglu
Abdullah Osman Kogak

Hakan Oguzttirk

Advisory Board of This Issue
ilker Akbas
Gllsah Cikriker Isik
Sinem Dogruyol
Aycan Akgali
Bora Cekmen
Erdal Yavuz
Mustafa Sabak
Ozlem Bilir
Ozge Oztekin
SultanTuna Akgol Gur
Turgut Dolanbay
Levent Sahin

Graphics Department

Siyavuspasa Mh. Mustafa Kemal Pasa Cd.
Oguzhan Sok. No: 6 Daire: 4 / Bahgelievler / Istanbul
Telefon: 0553 199 95 59
info@puntodizgi.com
Www.puntoajans.com




Degerli Okuyucular,

Dergimizin, 2021 yilinin son sayisi toksikoloji ile ilgilenen tim okuyucularimiza katki
saglayacak sekilde hazirland.. ilgi cekici dért vaka sunumu dergimizin icerigini
olusturuyor. Dergimize katkida bulunan degerli yazarlara ve derginin hazirlanmasinda
emedi gecen tim paydaslarimiza, desteklerini esirgemeyen Acil Tip Uzmanlari Dernegi
(ATUDER) yonetim kuruluna ve baskanimiz Prof. Dr. Basar Cander’e tesekkiir ederiz.

Saygilarimizla.

Eurasian Journal of Toxicology Editorler Kurulu




Case Reports

1. A Rare Cause of Acute Ischemic Stroke: Herbal Chocolate
Ayla Koksal, Cesareddin Dikmetas, Serkan Dogan, Ahmet Erdur

Steven Johnson Syndrome Due to Allopurinol Use
Evrim Kar, Abdullah Algin, Hatice Seyma Akga, Serdar Ozdemir, Serkan Emre Eroglu

. Tianeptin (ilag K&tiiye) Kullanimina Bagh Toksik Lokoensefalopati: Olgu Sunumu
ilknur Giiglii Altun, Harika Késliik Giirler, Banu Ozen Barut

Retained Foreign Body After Stingray Injury; A Case Report
Seref Emre Atis, Bora Cekmen, Oner Bozan




Case Report

Eurasian Journal of Toxicology

A Rare Cause of Acute Ischemic Stroke: Herbal

Chocolate

© Ayla Koksal', Cesareddin Dikmetas', Serkan Dogan', Ahmet Erdur’

"Department of Emergency Medicine, Istanbul Health Sciences University Kanuni Sultan Stileyman Training and Research Hospital

Abstract

The frequency of use of many food supplements sold under the name of herbal products has increased today. As a result of easy access to the whole society
with tools such as television, radio and especially the internet, many such products sold uncontrolled and outside the control of physicians can cause seri-
ous health problems. Our case reports a 65-year-old male patient who was admitted to the emergency service with a headache and left arm numbness. In
the detailed history taken, it was learned that he used a herbal product without the recommendation and control of the physician in order to increase sexual
power. It was learned that he did not have any known disease, operation, and medicine used under the control of a physician. It is known that such herbal
products cause serious neurological events. The use of these products should be questioned, especially in patients who are admitted to the emergency
department with acute neurological complaints and have no apparent medical history.

Keywords: chocolate herbal product,stroke.

Introduction

Today, the use of herbal products has increased all over the
world. Many people can easily obtain these products from
various stores that are not audited with tools that facilitate
access and promotion to all segments of the society such
as television, radio and especially the internet. In promo-
tions made through all means, these products may cause a
false perception that these products are natural and harm-
less. There is no detailed research on the actual ingredients,
active metabolites and side effects of these products. Ph-
ytochemicals included in the composition of the products
can affect especially the fibrinolytic system with its phar-
macokinetic and pharmacodynamic mechanism. As a result,
unwanted coagulation and bleeding disorders may occur in
people who use it'3.

Sexual dysfunctions are among the most common prob-
lems worldwide. Many studies in the literature reveal that,
regardless of gender, at least one out of every 3 people expe-
rience at least one sexual dysfunction in any period of their
lives*. Reduced sexual desire, orgasm disorder and vagi-
nismus in women, erectile dysfunction in men, premature
ejaculation and lack of sexual desire are among the most
common problems>®,

Psychological problems that can lead to loss of self-con-
fidence, decrease in quality of life and even depression can
be seen frequently in individuals with sexual dysfunction’.

The frequency of referral to physicians with sexual disor-
ders is low, especially due to cultural and social factors. For
this reason, these herbal products, which are presented as
advertising products and are easy to access, are tried to be
solved in secret, and the unconscious use of these produ-
cts causes serious events®. In this case report, we wanted to
talk about the ischemic stroke patient that occurred after the
herbal product used to increase sexual performance and his
management in the emergency room.

Case Report

A 65-year-old male patient was admitted to the emergen-
cy department with complaints of neck pain and left arm
numbness in the last 2 hours after a headache that persis-
ted for 2 days. The patient’s history was unremarkable. The
patient was in good general condition, conscious and co-
operatively oriented, and the blood pressure arteriole was
190/100 mmHg and other vital signs were stable. The pa-
tient’s neurological examination revealed hemihypoesthesia
in the left upper extremity and hypoactivity in the deep ten-
don reflexes. The patient was taken to the emergency de-
partment critical examination area and radiological imaging
and laboratory tests were requested. In the cranial computed
tomography of the patient, hypodense area in the right parie-
tooccipital region, hyperintensity in the right parietooccipi-
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Picture 1: Brain Tomography and MR image of the patient

tal region in diffusion-weighted cranial magnetic resonance
imaging, and hypointense appearance in the diffusion coef-
ficient map of the same region (Picture 1).

Except for the patient’s high blood sugar (287 mg/dl),
no obvious pathology was found. There was no pathology
in the electrocardiogram of the patient. Ischemic stroke was
considered in the patient. Anticoagulant therapy, antiagg-
regant and antihypertensive therapy were initiated in the
patient, who was consulted with neurology. It was learned
that the patient, who had no problem in his history, had used
a product containing cocoa butter, ginseng, cocoa powder,
cinnamon, lechithin, sesame, hazelnut, and vanilla flavoring
3-5 times a day for the last 3 days when his history of stroke
was deepened. It was learned that he last took it before going
to bed at night. It was learned that this product used by the
patient was a herbal product and was used to increase sexual
performance. The patient was admitted to the neurology ser-
vice for follow-up and treatment. It was learned that she was
discharged after neurology follow-ups, after being advised
to come to the polyclinic controls.

Discussion

Sexual dysfunctions are very common in society. One in th-
ree men experiences sexual dysfunction at least in their life.
However, treatment is less under the control of a physician.
Among the sexual dysfunctions, sexual anorexia, erectile
dysfunction are the most common and the third most com-
mon sexual dysfunction’.

Premature ejaculation is a common disorder at a rate
of 20-30%". Psychological and medical therapy should be
combined in treatment. The medical treatment uses topi-
cal creams, selective serotonin reuptake inhibitors (SSRI),
phosphodiesterase 5 (PDE-5) and tramadol'®!". Due to cul-
tural and social factors, solutions for treatment are sought
without consulting a physician. For this reason, products
claimed to be harmless herbal products are preferred in eas-
y-to-reach internet, television and similar media.

Rapor yzzimasi gereki

The drugs used in medical treatment are approved for use
in the market after passing many tests. Side effects and pos-
sible drug interactions of herbal products are not routinely
carried out. In our country, licensing and various regulations
are carried out by the ministry of health and the ministry of
agriculture and food in herbal products. Nevertheless, it is
known that after licensing, some manufacturers can apply
methods in which various chemical substances are added to
increase production efficiency. The active substance sildena-
fil was detected in the product used by our patient, and this
substance was included in the banned products list in 20192,

Cerebrovascular diseases (CVD), defined as stroke, are
among the leading diseases that cause serious mortality and
morbidity. Ischemic strokes constitute 80-85% of SVH!.
When etiological risk factors are examined, unchangeable
(age, gender, race, genetic) and changeable risk factors (hy-
pertension, diabetes mellitus, heart diseases, atrial fibrilla-
tion, hyperlipidemia, etc.) can be detected. Except that our
patient is 65 years old and male, any cardiac, metabolic, ge-
netic, etc. There was no risk factor.

Although there are many risk factors in the etiology of
ischemic stroke, these common causes may not be common
in some patients. In such cases, it should be questioned
whether there is any medicine or a herbal product used by
the patients. As in our patient, herbal products can be used,
especially with unknown and prohibited substances. With
the use of these products, our patients can apply to hospitals
with neurological problems as in the example.

As a result, we can say that questioning herbal products
that can be used unconsciously for various purposes in pa-
tients with acute neurological complaints, apart from major
risk factors, is of great importance in terms of rapid diagno-
sis and treatment of patients.
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Abstract

Steven Johnson syndrome is a severe cutaneous adverse reaction that develops especially against drugs and has an increasing incidence. The mortality
rate in the elderly population is quite high compared to other age groups. Rapid diagnosis, early recognition, and discontinuation of the responsible drug
reduce the mortality rate in patients admitted to the emergency department. The most important step in treatment is supportive treatment.

We present a 70-year-old woman with a history of hypertension, coronary artery disease, known renal failure, and adrenal insufficiency. Steven Johnson syn-
drome developed. We emphasized that the use of allopurinol due to known renal failure and hyperuricemia increased the mortality rate by causing acute
kidney damage, and after its rapid diagnosis and treatment, it positively affected mortality. The patient was admitted to the internal medicine service with
a pre-diagnosis of Steven Johnson syndrome in the emergency department and was discharged with recommendations after 26 days of hospitalization.

Because of the rapid spread and rapid deterioration of the general condition in severe cutaneous reactions such as Steven Johnson, mortality is important
to make a rapid diagnosis, to determine the etiology, and to start treatment early.

Keywords: steven johnson syndrome, allopurinol, drug adverse effect.

Introduction

Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TEN) are diseases mentioned together in the
literature and are severe cutancous adverse reactions char-
acterized by extensive separation of the epidermis and mu-
cous membrane erosions'. The most basic feature that dis-
tinguishes SJS from TEN is that it goes with less than 10%
body surface area involvement, with an annual incidence of
1.5-1.8 / 1.000.000%; It is considered a small form of tox-
ic epidermal necrolysis with an average mortality rate of
1-5%3. At least 50% of the cases occur due to drugs'. Vari-
ous antiepileptic drugs, sulfonamide antibiotics, allopurinol,
antiretroviral drugs and oxicam analgesics have been identi-
fied as triggers of SJS*.

The clinic begins with fever, sore throat, runny nose,
and myalgia. Subsequently, painful rash lesions that spread
rapidly occur. The prognosis depends on the degree of skin
peeling and the development of secondary bacterial infec-
tions. In uncomplicated cases, lesions heal within 1-2 weeks
without any sequelae’. The first- and third-day measure-
ments named “scorten”, which consists of age, malignan-
cy, blood urea nitrogen, glucose, pulse, serum bicarbonate
level, and body level, developed by Bastuji-Garin et al. used
as>¢ Identifying the causative drug and discontinuing it early

is very important for the survival of patients with SJS”. This
situation shows the importance of rapid clinical diagnosis in
patients admitted to the emergency department.

In this case report, it is aimed to present a patient with
SJScaused by allopurinol and discuss it in the light of cur-
rent literature.

Case Report

A 74-year-old female patient was admitted to the emergen-
cy department with the complaint of diffuse maculopapular
erythematous, itchy rashes that started from the trunk, back
and progressed to the palmar faces of the hands and feet,
and swallowing difficulties, keeping less than 10% of the
total body surface area. It was learned that the patient, who
did not have a history of allergy, used allopurinol, which
was initiated 14 days ago due to hyperuricemia, amlodipine
10 mg for hypertension, atorvastatin 40 mg for coronary ar-
tery disease and hyperlipidemia, and warfarin 5 mg due to
a history of arrhythmia. On physical examination, his gen-
eral condition was moderate, and his GlasgowComa Scale
was 14. In vital parameter analysis; blood pressure: 100/50
mmHg, Sa0,: 97%, heart rate: 95 /minute, fever: 37.8°C.
In the tachypneic patient, bilateral respiratory sounds were
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Table 1. Initial Laboratory Findings of Patient

Albumin: 23 g/dL

Leukocyte: 3.59 u/L
Neutrophil: 2.15 U/L
Eosinophil: 0 U/L

Hemoglobin: 10.5 g/dL
Hematocrit: 31.2%

Platelet: 116 U/L

Creatinine: 1.89 mg/dL

Blood urea nitrogen: 143 mg/dL
Uric acid: 10.5 mg/dL

Lipase: 42 U/L

Amylase: 88 U/L

Gamma glutamyl transferase: 203 U/L
Sodium: 132 mEq/L

Potassium: 4.3 mEq/L

Chlorine: 114 mEq/L

Calcium: 6.7 mg/dL

Corrected Calcium: 8

C-Reactive Protein: 3.9 mg/dL

pH: 7.27

INR: 1.32

Prothrombin time: 17.4 seconds
Lactate dehydrogenase: 462 U/L,
Alanine transaminase: 38 U/L

Aspartate transaminase: 52 U/L

pCO,: 29.8 mmHg
HCO,: 13.5 mmol/L
Lactate: 1.9 mmol/L

Base minus: -11.9 mmol/L

decreased, and basal rales were present. There was minimal
tenderness in the abdomen. There were dry oropharynx,
hemorrhagic ulcerated crusts on the oral mucosa and wide-
spread erythematous squamous rashes on the body. The Ni-
kolsky sign was positive.

There was no abnormality other than atrial fibrillation on
electrocardiography. Initial laboratory findings are shown in
table 1.

Patient was hospitalized with diagnosis of SIS secondary
to allopurinol.In medical treatment allopurinol was stopped,
fluid replacement planned, and broad-spectrum antibiotics
as ciprofloxacin 400 mg twice a dayfor 5 days and deltacor-
tril5 mg once a day for 5 days was started. During follow-up,
growth of methicillin-resistant Staphylococcus aureus in
blood culture and growth of Pseudomonas and Enterobacter
in urine culture were observed. Daptomycin 1 x 10 mg/kg/
day and teicoplanin 400 mg twice a dayas loading dose and
400 mg once a day as maintenance dose were started orally.
The patient’s initial SCORTEN scale value was 3, and the
probable mortality rate was 35.3. Although no examination
regarding the histopathology results of the skin biopsy for
the definitive diagnosis of the disease was obtained, the clin-
ical diagnosis was a priority disease and the patient received
a response to the treatment, even the SCORTEN scale value
was 2on the 3% day and the possible mortality rate decreased
to 12.1. The patient was discharged on the 26" day without
any complication.

Discussion

SJS is a rare severe epidermolysis adverse cutaneous re-
action associated with drug use’. Its frequency is higher in
women than men, and it occurs at all ages, but its frequency
increases with age®. In our study, we aimed to present a case
in which squamous erythematous rashes on the skin of an
elderly female patient, thought to be secondary to drug reac-
tion, regressed with allopurinol discontinuation.

Allopurinol is used to reduce serum uric acid levels in
patients with gout and hyperuricemia’. Although the clin-
ical process is usually within 1-3 weeks after drug intake,
the disease usually occurs within the first 2 months'®. In our
case, there was a clinical course with painful lesions with
rash after fever and myalgia, which occurred after the use
of allopurinol 14 days ago. In a retrospective cohort study
by Kim et al. in which 65,625 patients using allopurinol, 45
of whom were hospitalized for severe, cutaneous adverse
reactions, using the drug data analysis system, the risk of de-
veloping SJS in allopurinol users was 10 times higher than
in those who did not use allopurinol. found that"'. Frey et al.
found that the risk of SJS increased in allopurinol users in
a case-control study created by matching SJS patients with
and without allopurinol in a 1: 4 manner, which was previ-
ously validated by SJS'2.

Although adverse reactions seen with allopurinol are
rare, the mortality rate of SJS cases caused by allopurinol
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is 25%."3 Various scoring systems are used to predict mor-
tality in patients diagnosed with SJS. SCORTEN, ALDEN,
ICNARC, APACHE are some of the scales used in predict-
ing mortality. In a study by Lerch et al. Dated 2018, they
concluded that the “SCORTEN” mortality severity scale in
SJS is superior to other scoring systems such as ALDEN,
APACHE II and ICNARC® In our patient, the SCORTEN
scale was used to predict mortality, and the initial mortal-
ity While the rate was 35.3%, the 3-day mortality rate was
12.1%.

Sepsis and multiple organ failure are the most import-
ant causes of death!*. The aim of treatment is to prevent
the development of these complications. The most import-
ant step is early diagnosis and discontinuation of suspected
drug or drugs. Providing fluid and electrolyte balance and
nutritional support, protection from infection, respiratory
support, adjustment of external temperature, pain and anxi-
ety management, skin and wound care are the other steps of
treatment's. Our patient was discharged after 26 days with
drug discontinuation and fluid, antibiotics, and supportive
therapy.

As a result; although we do not deal with the diseases
with skin reaction in the emergency service as seriously as
the care of other patients with hemodynamic instability, we
think that this case report will create an important awareness
in the literature on behalf of the emergency department man-
agement perspective in order to recognize patients with such
drug reactions and with high mortality.
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Abstract

Beyin manyetik rezonans gortintileme (MRG) ile beyaz cevherin detayli goriintiilenmesi sonucu I6kotoksik sendromlar ayrintili tanimlanabilmistir. Toksik
lokoensefalopati (TL), I6kotoksik ajanlara baglh serebral beyaz cevher bozuklugudur ve klinik spektrumu oldukgca genistir. Bircok ajanin bu tabloya neden
olabilecedi bildirilmistir. Literatlirde de benzer 6rnegi olan tianeptin kullanimi sonucu olusan geng yasta toksik Iokoensefalopati tablosu sunulmustur.

Anahtar sozciikler: Lokoensefalopati, tianeptin, toksik
Giris

Toksik l6koensefalopati (TL), 1okotoksik ajanlara maruz
kalmanin neden oldugu serebral beyaz cevher bozuk-
lugudur. Beyin manyetik rezonans goriintileme (MRG)
oncesinde beyinde toksik bozukluklar ndropatolojik olarak
tanimlanirdi. MRG ile beyaz cevherin detayli goriintiilen-
mesi bir dizi 16kotoksik sendromu ortaya ¢ikardi. TL hafif,
gegici bilissel islev bozuklugundan konflizyon, koma ve
oliime kadar giden genis klinik cesitliligi igerir ve maruzi-
yet meydana geldikten ¢ok sonra ortaya ¢ikabilir!.

Akut toksik lokoensefalopati (ATL), tedaviden sonra
veya hastalik seyrinin erken déneminde toksinin kesilmesi-
nin ardindan diizelebilen potansiyel olarak geri doniigiimlii
bir durumdur; MRG’de, ATL degisken olarak FLAIR / T2WI
lizerinde anormal sinyale sahiptir, ancak anormallikler tip-
ik olarak normal goriinen beyaz maddeye (NAWM) gére
DWTI’de hiperintensite ve eslik eden ADC haritalarinda
hipointensite olarak goriilebilir. ATL tipik olarak periven-
trikiiler beyaz cevherden subkortikal beyaz cevhere uzanan
yollar1 yaygin olarak simetrik bir dagilimda etkiler. Vakalarin
az bir kisminda, atipik tutulum alanlar1 bazal gangliyonlar,
talamus, beyin sapi, kapsula interna ve serebellumu igerir?.

ATL’nin kesin patofizyolojik mekanizmast bilinmem-
ekle birlikte, on histolojik kanitlar, ¢esitli endotel hasar-
larinin daha sonra ve genellikle intramiyelinik 6demle
sonuglandigimi gostermektedir®*. Yetiskinlerde ATL’nin en
yaygin nedenleri arasinda kemoterapdtik ajanlar, immiino-
supresan tedavi, yasa disi ila¢ kullanimi ve 6zellikle opioid
asir1 kullanimindan kaynaklanan asir1 ila¢ kullanimi yer alir.

Benzodiazepin ve bazi antidepresanlarin asir1 ve kotiye
kullanimimin toksik I6koensefalopatiye neden oldugu lit-
eratiirde bildirilmistir. Burada geng¢ yasta tianeptin kotiiye
kullanimu ile iligkili ATL oldugu diisiiniilen bir olgu pay-
lagtlmistr.

Olgu Sunumu

23 yasinda kadin hasta 2020 Haziran’inda biling kaybi
nedeniyle acil servise getirildi. Hastanin yakinlarindan;
odasindan ¢ikmamasi ve siirekli uyumasi {izerine yani-
na gidildiginde agzindan kopiik geldigi, morardigl ve uy-
andirilamadigr 6grenildi. Hastanin tibbi gegmisinde intihar
Oykiistinlin oldugu, diizensiz bir sekilde ne kadar siire ve
ne kadar dozda oldugu tam 6grenilemeyen pregabalin, mir-
tazapine ve tianeptin kullaniminin oldugu 6grenildi. Alkol
ya da madde kullanimi bildirilmedi.

Acile bagvurdugunda hastanin bilinci kapali, solunu-
mu zay1f ve oksijen saturasyonu diisiik oldugundan entiibe
edilerek yogun bakim {initesine yatirildi. Hastanin pupilleri
izokorik, bilateral 1sik refleksi ve okulosefalik refleksi
alintyordu. Agrili uyarana yanit ve patolojik refleksi yoktu.

Hastanin ciddi aspirasyon pndmonisi saptandi ve yogun
bakimda entiibe olarak takip edildi. Biyokimyasal parame-
trelerinde Glukoz:203mg/dl iire:23 mg/dl kreatinin:0.23
mg/dl AST:83 U/L ALT:74 U/L Na:144 mmol/L K: 3.7
mmol/L  Ca:7.7 mg/dl vardi, kan tablosunda lokosit ve
CRP yiiksekligi hakimdi. Hastada toksikoloji c¢aligmast
yapilamadi. Beyin goriintiilemesinde kranial BT ‘sinde yay-
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gin 6dem gozlendi. Yatak basi EEG’sinde jeneralize 2-3 hz
delta frekansinda yavas dalga aktivitesi izlendi, zemin akti-
vitesi izlenmedi. (Figiir 1) Hastanin genel durumu nedeniyle
MRG yapilamadigindan diizenli EEG takipleriyle kontrolii
yapildi. Daha sonra hastanin kliniginde gozlerinin saga devi-
ye oldugu sol kolunda klonik atimlarin eslik ettigi fokal
baslangich bilateral tonik-klonik ndbetlerin eslik etmesi
tizerine levetirasetam yiikleme ve idame tedavisi baslandi.
Hastanin EEG ‘leri non konvulzif status epileptikus kriter-
lerini tam olarak karsilamamakla birlikte nobetlerinin sik
tekrarlamasi iizerine status dozunda sedasyon yapildi ve
kontrol EEG’sinde zemin aktivitesinin diizeldigi gorildii.
(Figiir 3) Hastanin tagikardi ve ajitasyonu nedeniyle tedavis-
ine klonazepam eklendi. Genel durumunda biraz diizelme
saptanan ve uyaniklig1i saglanan hastanin cekilen beyin
MRG sonucu toksik 16koensefalopatinin karakteristik beyaz
cevher hasarini gosterdi. (Figilir 2) Yaklagik 3 aylik yogun
bakim takibinin sonunda hastanin noérolojik muayenesinde
uyanik, sozel iletisime girdigi, tetraparezik, derin tendon re-
flekslerinin canli oldugu tespit edildi. Trakeostomi ile takip
edilen hastanin halen fizik tedavi ve rehabilitasyon siireci
devam etmektedir.

Tartisma

Radyolojik olarak kraniyal MRG ile toksik l6koensefalopa-
ti tanist alan bu olguda hastanin kullandigr ilaglardan yola
c¢ikarak bu klinige en olasi neden olabilecek ajanin tianeptin
oldugu diistinilmiistiir®.

Tianeptin, serotonin alimini artiran, dopamin sinyalini
artiran, glutamat sinyalini modiile eden ve mu ( p ) ve delta®
opioid reseptorlerini uyaran atipik bir trisiklik antidepre-
sandir®"$,

I EEG

Tianeptin anksiyolitik ve &forik etkileri nedeniyle de kul-
lanilabilmektedir®. Tianeptin bagimhihigi ve anksiyete, ter-
leme, miyalji, titreme ve depresyondan olusan bir yoksunluk
sendromu tanimlanmistir. Tianeptin asir1 doz 6liimleri, 4.000
ila 18.000 ng / mL arasinda degisen serum konsantrasyonlari
ile iligkilidir'.

Literatiirde benzer bir vakanin tianeptin diizeyinin asir
yliksek saptandigi ve hastanin kabuliinden 19 giin sonra
oldiigi bildirilmistir!. Bu olguda oldugu gibi biling kaybi
tablosu ile bagvurmustur ve kranial goriintilemede supra-
tentoryal simetrik beyaz madde tutulumu izlenmistir. Her
iki olgunun klinik ve kranial goriintiileme bulgular1 ben-
zerdir, literatiirdeki olgudan farkli olarak bu olguda toksi-
kolojik ¢alisma yapilamamistir ve hastanin prognozu daha
iyl seyretmistir.

Bu olguda tianeptinin uzun siire, yiikksek doz kul-
lanimina; pregabalin ve mirtazapinin eklenmesiyle biling
kaybr gelisen ve epileptik ndbetler ile seyreden klinik
tabloya dikkat cekilmistir. Bu vakada toksikoloji paneli
calisilamadigindan nedensellik tam olarak ortaya konamasa
da, olgunun literaturdeki vaka ile benzerligi tianeptine bagli
toksik 16koensefalopati tanisini desteklemektedir. Hastanin
GABA iizerinden etki eden pregabalin ve SSRI olan mir-
tazapin kullanimimin toksik etkiyi pekistirmis olabilecegi
diistiniilmiistir.

Toksik l6koensefalopati hipoksiye bagli 16koensefalopa-
ti ile karisabilse de nérogoriintileme bulgular: ile ayirt
edilebilir. Geri dondiiriilebilir bilesenlerden bagimsiz olarak
difiizyon tizerindeki anormalliklerin dagilimini FLAIR
iizerindeki dagilimla karsilastirarak hipoksik iskemik en-
sefalapati (HIE) ve toksik 16koensefalopatinin ayirt edile-
bilecegi gosterilmistir. Ayrica FLAIR iizerindeki kortikal
hiperintensiteler HIE’yi akut toksik ldkoensefalopatinin
sadece periventrikiiler beyaz cevher bulgularindan ayirir.
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Figure 1. EEG'de jeneralize 2-3 hz delta frekansinda yavas dalga aktivitesi izlendi, zemin aktivitesi izlenmedi. (01.07.2020)
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Figiir 2: Kontrol EEG'de 5-6 Hz teta aktiivitesinden olusmus zemin aktivitesi izlendi. (12.07.2020)

Figiir 3: Beyin MRG toksik lokoensefalopatinin karakteristik
beyaz cevher hasarini géstermektedir.
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Diger geri dondiiriilebilir tablo olan posterior reversibl
ensefalopati sendromunda tipik olarak FLAIR’de korteks
veya subkortikal beyaz madde etkilenir ve nadiren azalmis
difiizyon igerir, toksik lokoensefalopatide ise periven-
trikiiler beyaz maddenin simetrik tutulumu sézkonusudur
Tianeptin, depresif sendromlarin tedavisi i¢in 25 ilkede
onaylanmuis atipik bir antidepresandir. Toplumdaki ve yatan
hasta servislerinde psikiyatri hastalari arasinda Tianeptin
kotiiye kullanimi son yillarda giderek artan bir sekilde rapor
edilmektedir. Literatiirde cinsiyet ve yas aralig1 acisindan
degisik bulgular bildirilmekle birlikte 6liimle sonuglanan
vakalar nadir degildir. Tianeptin kotliye kullanimi1 ve bagim-
liligr ile iliskili en belirgin fenomen, daha fazla ilag kotiiye
kullanimin siirdiiren, belirgin 6fori ve ¢ekilme semptom-
laridir’®,

Eroin gibi yasadis1 toksik maddeler, opioid gibi birgok
ila¢c ve kemoterapi ajanlar1 akut toksik 16koensefalopati ile
iligskilendirilmistir. Klinik agidan toksik 16koensefalopatiden
stiphelenildiginde kranial goriintiilemenin tan1 degeri 6nem-
lidir. Tianeptin, kotiiye kullanim ve bagimlilik potansiyeli
olan bir ilagtir. Onceden madde kétiiye kullanimi dykiisii
olan hastalara tianeptin regetesi yazilirken dikkatli olunma-
lidir ve tedavi siiresince ilag kotiiye kullanimi igin yakindan
izlenmelidir.Bu olgu tianeptin ve diger antidepresanlarin
kétiiye kullanimina bir halk sagligi sorunu olarak dikkat
¢ekmek istenmistir.
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Abstract

Stingray is a demersal sea fish that causes widespread injury around the world. Stingray envenomation may cause local tissue injury as well as systemic
effects. Although immersion of the injured area in hot water is effective in the treatment, this treatment does not provide complete relief in cases where
there is a foreign body in the tissue. We presented about a case of a 22-year-old male patient with stingray tail detected in x-ray images taken after complete

relief was not provided after treatment.

Keywords: stingray,injuries,foreign objects,envenomation

Introduction

Sea stingray is a deep fish species that is common in the
world and has a variable number of stings on its tail and
venomous glands'. The injury is caused by the mechanical
effect of the tail, as well as the serotonin, phosphodiesterase
containing poison in the gland. Serotonin content is respon-
sible for pain in individuals, and phosphodiesterase deriva-
tives are responsible for local tissue destruction?. Injury may
remain local or systematic symptoms could be seen such as
nausea, vomiting, diarrhea, rabdomyolysis, cardiac injury®.
Injury is mostly related to foot or lower extremity*. We pres-
ent a case report who was brought to our emergency depart-
ment after a marine stingray injury and afterwards a retained
stingray fragment was found.

Case Report

A 22-year-old male patient, who has no known disease, was
admitted to the emergency room after stingray envenom-
ation from his foot while cleaning the fishing net. He had
no history of allergy and his vital signs were stable when
he arrived. The patient had regional edema and an approxi-
mately 1 cm laceration in the dorsolateral region of the right
foot and a bullous injury approximately 3 cm size above the
laceration (Picture 1). There was no motor or sensory loss
in the right foot. Initially hot water immersion treatment
performed but when the pain was remaining, opioid-derived

painkillers added for analgesia. He complained of severe
pain again after a while during the follow-up. A radiopaque
foreign body (stingray tail) was found near the 5th meta-
carpal bone in the x-ray radiographs of the patient (Picture
2). In laboratory creatine kinase was 377 U/L (normal range
60-300 U/L), aspartate aminotransferase was 139 U/L, ala-
nine aminotransferase was 160 U/L (normal values 15-42,
15-50 U/L, respectively) and other values were in the nor-
mal range. The patient was consulted with Orthopedics. The
foreign body in the foot was removed with local anesthesia,
and the surrounding tissue was debrided. The patient was
hospitalized for follow-up and antibiotic treatment, was dis-
charged 3 days later with full recovery.

Discussion

Although stingray envenomation can occur anywhere on the
body depending on the area of contact, it is mostly seen in
lower extremities. In a prospective study of 22 patients, the
injury site was mostly determined as the plantar foot region’,
but in our case the dorsolateral area of the foot was injured.
In the treatment of stingray envenomation, immersion the
injured area in hot water near 30-90 minutes neutralizes the
effects of the labil poison and provides relief of symptoms?.
In addition to immersion in hot water, we added an opioid
analgesic, as the patient’s pain was not fully resolved. In a
retrospective study of Clark et al. there was no stingray part
was found in the foot on the imaging performed after injury.
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Picture 1. The patient had regional edema and an approximate-
ly 1 cm laceration in the dorsolateral region of the right foot and
a bullous injury approximately 3 cm size above the laceration

Suspicious imaging was provided in only one case, and no
structure other than sand was detected in the wound explora-
tion. In the same study, symptomatic reprieve was observed
in all patients by immersing the affected limb in hot water
and some patients with additional painkillers®. In another pro-
spective study of 22 patients, no foreign body was detected
after the envenomation and all patients’ pain were relieved
by hot water treatment or hot water plus povidin iodine ap-
plication’. In the literature, there are only few cases which
reported positive radiological imaging.®’. In our case, the tail
of the stingray was detected on x-ray imaging, which is rare in
the literature, and this foreign body was removed and wound
was debrided. Evans et al. was stated that the foreign body
embedded in the wound site caused the absence of symptom-
atic relief and tissue necrosis®. In our case, pain relief was not
achieved after the treatment and a tail part of the stingray was
found close to the entrance with imaging techniques.

In envenomation of stingray, which is a common marine
vertebrae in the coastal areas, patients who cannot be relieved
by conventional treatment, retained foreign body (especially
the part of the stingray tail) should be suspected and local tissue
exploration with diagnostic imaging techniques are required.
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