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Abstract

Objectives: Drug-drug interactions may occur when more than one drug is taken by the same patient. These interactions can result in increasing, decreas-
ing or preventing the effectiveness of drugs. In this study, prescriptions given by branch and emergency physicians were examined in terms of possible
drug interactions.

Materials and Methods: Patients over 65 years of age who received a prescription from both the emergency department and the internal medicine or
cardiology outpatient clinic were screened over a period of six months from July to December 2019. For the selected patients, information on the name
and number of drugs prescribed, age, and gender were recorded. Then, the interactions between the drugs included in the prescriptions were investigated
using Drug Interaction Checker-Medscape software.

Results: The study included 93 patients (57% females), with a mean age of 73.5 years. A total of eleven serious interactions, with the highest number belonging
to the interaction of aspirin-ramipril were observed in the prescriptions given by branch physicians. Comparing the prescriptions of the branch and emergency
physicians, 33 serious interactions, mostly that of ibuprofen-aspirin, were detected. Among the prescriptions of branch physicians, the majority of interactions
were observed between aspirin and B blockers. For the emergency physicians, the highest number of interactions were seen in NSAID-NSAIDs. In the compar-
ison of the prescriptions of the branch and emergency physicians, the highest number of interactions was 28, observed between NSAID and beta-blockers.

Conclusion: Emergency physicians should take a detailed history of elderly patients, especially concerning their regularly renewed prescriptions when
prescribing NSAID-group drugs.

Key words: emergency, aspirin, drug interaction, NSAIDs

Ozet

Amag: Ayni hasta tarafindan birden fazla ilag ayni anda alindiginda ilac-ilag etkilesimleri olusabilir. Bu etkilesimler ilaglarin etkinligini arttirma, azaltma veya
engelleme seklinde olabilirler. Bu calismada, brans ve acil hekimlerinin yazdigi receteler incelenerek olasi ilag etkilesimleri incelendi.

Gereg ve Yontem: Temmuz 2019 - Aralik 2019 arasini kapsayan 6 aylik stirede hem acil servisten hem de dahiliye veya kardiyoloji poliklinikten recete di-
zenlenen 65 yas Ustl hastalar belirlendi. Belirlenen hastalara, yazilan ilaglarin isimleri, ilag sayisi, hastalara ait yas, cinsiyet gibi bilgiler kaydedildi. Sonrasinda
Drug Interaction Checker- Medscape programi kullanarak yazilan regetelerdeki ilag etkilesimleri arastirildi.

Bulgular: Calismaya 93 hasta dahil edildi. Dahil edilen hastalarin yas ortalamasi 73,5 yildi. Hastalarin 57%/si kadindi. Brans hekimlerinin yazdigi recetelerde
aspirin-ramipril arasinda en yiksek sayida olmak tizere toplam 11 ciddi etkilesim goruldu. Acil ve brans hekimlerinin regeteleri arasinda en fazla ibupro-
fen-aspirin olmak tizere 33 ciddi diizeyde etkilesim tespit edildi. Brans hekimlerinin recetelerinde en fazla aspirin-B bloker arasinda etkilesim gortldi.
Acil hekimlerinin recetelerinde en fazla NSAID-NSAID arasinda etkilesim vardi. Acil ve brans hekimlerinin receteleri arasinda ise 28 etkilesim ile ne ylksek
NSAID-B bloker arasinda gortldi.

Sonug: Acil hekimleri, ileri yas hastalara ézellikle NSAID grubu ilaglari yazarken hastanin kullandigi raporlu ilaglarla ilgili ayrintili dyki almaldir.

Anahtar kelimeler: acil, aspirin, ilag etkilesimi, NSAID

Introduction in others. The most important reason for polypharmacy is

the need to prescribe drugs by more than one branch due to
Polypharmacy, which is defined as the simultaneous use of the increasing number of chronic problems with advancing
multiple drugs by an individual, refers to the use of two or  age, such as diabetes, coronary artery disease, and hyper-
more drugs in some definitions while four or more drugs tension. Another cause is the irregular and incorrect use of
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drugs due to the patient being elderly or negligent behavior
of caregivers!. In studies conducted, the rate of polypharma-
cy in prescriptions has been reported to be 29% in the USA,
mostly seen over the age of 75 years, 50% in Canada, and
53% in Italy®.

Some patients need to use more than one drug at the
same time, even if it is undesirable. In such cases, interac-
tions between the two drugs can be seen. This interaction
can sometimes be in the form of increasing the effect of one
drug while at other times, a reduction or inhibition occurs.
As the number of drugs used increases, the probability of in-
teractions also increases. While the probability of develop-
ing an adverse effect is approximately 40% in patients using
five drugs at the same time, this risk reaches 80% in those
simultaneously taking seven or more drugs. In the literature,
these interactions have been classified as serious, moderate,
and minor. Being aware of these interactions in advance can
prevent adverse effects by adjusting the dose or changing
the drug if necessary>*,

In this study, drug-drug interactions were investigated
by examining the prescriptions given by physicians work-
ing in internal medicine, cardiology and emergency clinics.
Our aim was to raise awareness of drug-drug interactions
and prevent adverse effects in elderly populations in which
polypharmacy is frequently seen.

Materials and Methods

This retrospective study was carried out in the emergency
medicine clinic of a tertiary hospital. Patients over 65 years
of age who presented to our emergency department between
July and December 2019 and received a prescription from an
emergency physician for any reason were identified. Then,
the previous year prescriptions of these patients were exam-
ined from the hospital system, and it was investigated wheth-
er the same patients had been given any prescription report
by branch physicians in the internal medicine or cardiology
outpatient clinic. Thus, patients who received a prescription
from both the emergency department and an outpatient clinic
within the past year were identified. In Turkey, branch physi-
cians usually prepare prescription reports that cover a one to
two year period. In our study, we limited the history of drugs
prescribed for the duration of one year from the emergen-
cy presentation. In order to detect the interactions between
the drugs prescribed by two physicians, we assumed that the
patient was using the drugs that s/he had been given by the
branch physician at the time that the emergency physician
wrote a prescription for the same patient. Patients who were
given three or more drugs in the same prescription were in-
cluded in the study. Information on the names and numbers
of the drugs, and patient age and gender was recorded.

After the prescriptions given to the patients were com-
piled, the presence of interactions between the drugs was

investigated using Drug Interaction Checker, Medscape
software. First, the presence and levels of interaction were
investigated for each patient in the prescriptions written by
the branch physicians. Then, the prescriptions written by
emergency physicians were examined. Finally, all the drugs
prescribed by the branch and emergency physician were
entered into the software, and the number and level of in-
teractions between the prescriptions of the two physicians
were determined. In addition, drugs or drug groups that were
involved in the interaction were identified.

According to the results of the software, the interaction
levels were determined as serious, moderate (close fol-
low-up), and minor. According to the software, an exam-
ple of a serious drug-drug interaction is the use of aspirin
and ibuprofen at the same time. In this situation, ibuprofen
may increase the anticoagulant effect of aspirin and cause
bleeding. An example of a moderate interaction is the use of
candesartan-flurbiprofen, in which flurbiprofen may reduce
the effect of candesartan through pharmacological antago-
nism. Lastly, an example of a minor interaction is that of
diltiazem-aspirin, in which the former may increase the an-
tiaggregant effect of the latter.

Statistical Analysis

The study was carried out using SPSS v. 17.0. Descriptive
statistics were given as mean + standard deviation and per-
centages. For percentages, decimals were rounded to the
nearest whole number where necessary.

Results

In this study, it was determined that a prescription contain-
ing three or more drugs was prepared for 157 patients in the
emergency department over a period of six months. After
examining these patients through the hospital system, 93
were determined to have also been prescribed drugs from
the outpatient clinics within the past year, and thus were in-
cluded in the study. The mean age of the patients was 73.5
years, and the majority were female (n = 53). When the pre-
scriptions written by the branch physicians for these patients
were examined, it was observed that there were 11 serious
interactions in nine patients, 145 moderate interactions in
73 patients, 40 minor interactions in 17 patients, and no
interaction in 11 patients. The prescriptions written by the
emergency physicians revealed no serious interaction in any
of the patients, 21 moderate interactions in 21 patients, six
minor interactions in six patients, and no interaction in 66
patients. Examining the interactions of the drugs prescribed
by two physicians, it was determined that there were 33
different serious interactions in 27 patients, 109 moderate
interactions in 45 patients, and four minor interactions in
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four patients, while 29 patients did not have any drug-drug
interaction (Figure 1).

Figure 1. Number of patients receiving prescriptions according
to the working area of physicians
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The drug that caused the highest number of interactions
in the prescriptions written by the branch physicians was
aspirin (85 interactions), followed by beta-blockers (70 in-
teractions) and angiotensin II receptor blockers (ARBs) (35
interactions). In the prescriptions of emergency physicians,
flurbiprofen (n = 10), ibuprofen (n = 9) and etodolac (n = 3)
mostly caused interactions. Drug-drug pairs with the highest
number of interactions were aspirin-beta-blockers (n = 33)
among the branch physicians, NSAID-NSAIDs (non-steroi-
dal anti-inflamatory drug) (n = 15) among the emergency
physicians, and beta-blockers-NSAIDs (n = 28) and aspi-
rin-NSAIDs (n = 25) in the comparative evaluation of the
branch and one emergency physicians (Table 1).

Table 1. Drug groups with the highest number of interactions

Physician Number of interactions
Branch

Aspirin-Beta-blockers 33
Aspirin-Clopidogrel 16
Aspirin-ARBs 15
Emergency

NSAIDs-NSAIDs 15

Caffeine-Pseudoephedrine

Chlorpheniramine-Codeine

Brach + emergency

NSAIDs-Beta-blockers 28
NSAIDs-Aspirin 25
NSAIDs-ARBs 21

ARB= angiotensin II receptor blockers, NSAID= non-steroidal anti-in-
flammatory drug

Considering the drug groups that caused serious inter-
actions, aspirin-ramipril was the most common in the pre-
scriptions of the branch physicians, while there was no seri-
ous interaction in those of emergency physicians. When the

prescriptions of the branch and emergency physicians were
comparatively evaluated, it was seen that the most common
drug pair that created serious interactions was ibuprofen-as-
pirin (Table 2).

Table 2. Number of interactions for drug pairs causing seri-
ous interactions

Physician Number of interactions
Branch 11
Aspirin-ramipril 8
Valsartan-ramipril 3
Emergency + branch 33
Ibuprofen-aspirin 10

Ibuprofen-ramipril
Clarithromycin-clopidogrel
Ketoprofen-ramipril
Moxifloxacin-indapamide
Prednol-silodosin
Aspirin-ramipril

Clarithromycin-rosuvastatin

il \° 2 NS T VS B VS RV, e )

Clarithromycin-atorvastatin

Discussion

Drug-drug interactions and their side effects are important
reasons for hospital admission and mortality. Farooqui et al.
determined that an average of 4.6 drugs were given per pre-
scription, and most were prescribed for diabetes at a rate of
28.4%. In the literature, the results concerning the number
of drugs included in one prescription vary, with one study
reporting 7.8 drugs® while another observing 9 drugs’ per pre-
scription. In another study examining drug-drug interactions
among the elderly, it was determined that 39% of the pre-
scriptions written included 11 or more drugs®. In our study,
the number of drugs per prescription was 3.9 among the
branch physicians and 3.35 among the emergency physicians.

The geriatric population and patients with depression,
HIV positivity, diabetes and hypertension constitute the
groups in which polypharmacy is most commonly seen’. In
a study by Obreli-Neto et al., it was stated that drugs were
mostly prescribed due to hypertension and diabetes. In the
same study, the drugs that caused the highest number of
interactions were reported to be warfarin, NSAID, digox-
in, and diuretics '°. In another study, aspirin, NSAIDs, di-
uretics, and beta-blockers were identified as the drugs that
most caused interactions®. In our study, we observed that
aspirin, beta-blockers and the ARB-group drugs were most
commonly prescribed by branch physicians and the NSAID-
group drugs by emergency physician. Beta-blockers and
NSAID also had the highest number of adverse effects in the
prescriptions comparatively evaluated between the branch
and emergency physicians. It was also seen that most pre-
scriptions were for cardiovascular diseases.
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Limitations

In this study, only the information on the prescriptions was
used and it was assumed that the patients used all the pre-
scribed drugs. In addition, it was not investigated whether
the patients presented to the hospital again after an adverse
reaction and needed treatment. A multi-center study that will
cover all health institutions in a city and examine hospital ad-
mission after adverse effects can yield more valuable results.

Conclusion

It was determined that the prescriptions of branch physicians
had more drug-drug interactions than those of emergency phy-
sicians. The drug that caused the highest number of interactions
was aspirin among the branch physicians and NSAIDs among
the emergency physicians. Before prescribing NSAID-group
drugs to patients on regularly renewed prescriptions, emergen-
cy physicians should investigate possible drug-drug interac-
tions to significantly reduce the number of adverse effects.
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Abstract

Objectives: Tricyclic antidepressant (TCA) intoxication can affect various systems including cardiovascular system. In recent years, the transmiyocardial
repolarization parameters including T peak-Tend (Tp-Te) interval, Tp-Te dispersion and Tp-Te/QT have been shown to be associated with increased cardiac
arrhythmia risk. The aim of this study was to evaluate the effect of TCA intoxication on transmyocardial repolarization parameters.

Materials and Methods: This study was a cross-sectional study including 124 patients (43 male and 81 female) who were followed up and treated for TCA
intoxication and 37 volunteer controls. At admission, 6th hour and 24th hour, the electrocardiogram of the patients were evaluated and Tp-Te and QT inter-
val were measured manually and Tp-Te/QT ratio was calculated.

Results: The mean age of the study group was 27.95+7.72. There were statistically significant difference in terms of Tp-Te (p<0.001), Tp-Te mean (p<0,05)
and dispersion (p <0,05) in V2-6 derivations between patient and control groups. There were significant difference in the Tp-Te/QT values in V2-5 derivations
(p<0,05). We found a statistically significant difference in maximum and minimum QT values, prolonged QTc, prolonged QTc dispersion and prolonged
mean Tp-Te/QT values between patient and control groups (p <0.05); prolonged mean Tp-Te values were similar between groups (p = 0,117). In the ROC
analysis performed to investigate the diagnostic value of Tp-Te and Tp-Te/QT data in predicting disease, we found that all leads except V2 derivation were
diagnostic (p <0.05).

Conclusion: TCA intoxication significantly increased the transmiyocardial repolarization parameters compared to the healthy population.

Key words: tricyclic antidepressant intoxication, Tp-Te interval, QT interval, Tp-Te/QT ratio, electrocardiography

Ozet

Giris: Trisiklik antidepresan (TSA) zehirlenmesi, kardiyovaskiiler sistem dahil olmak tizere cesitli sistemleri etkileyebilir. Son yillarda, Tp-Te araligi, Tp-Te dis-
persiyonu ve Tp-Te / QT gibi transmiyokardiyal repolarizasyon parametrelerinin artmis kardiyak aritmi riski ile iliskili oldugu gosterilmistir. Bu calismanin
amaci, TSA intoksikasyonunun transmiyokardiyal repolarizasyon parametreleri tizerindeki etkisini degerlendirmektir.

Gereg ve Yontem: Bu calisma, TSA intoksikasyonu icin izlenen ve tedavi edilen 124 hasta (43 erkek ve 81 kadin) ve 37 goniilli kontroli iceren kesitsel bir
calismadir. Basvuru aninda, 6. saat ve 24. saatte hastalarin elektrokardiyogramlari degerlendirilerek Tp-Te ve QT intervali manuel olarak 6lctilerek Tp-Te / QT
orani hesaplandi.

Bulgular: Calisma grubunun yas ortalamasi 27.95 + 7.72 idi. Hasta ve kontrol gruplari arasinda V2-6 derivasyonlarinda Tp-Te (p <0.001), Tp-Te ortalamasi (p
<0,05) ve dagilimi (p <0,05) agisindan istatistiksel olarak anlamli fark vardi. V2-5 derivasyonlarinda Tp-Te / QT degerlerinde anlamli farklilik vardi (p <0,05).
Hasta ve kontrol gruplari arasinda maksimum ve minimum QT degerleri, uzamis QTc, uzamis QTc dispersiyonu ve uzamis ortalama Tp-Te / QT degerlerinde
istatistiksel olarak anlamli fark bulundu (p <0,05); uzamis ortalama Tp-Te degerleri gruplar arasinda benzerdi (p = 0,117). Tp-Te ve Tp-Te / QT verilerinin has-
taligi 6ngérmedeki tanisal degerini arastirmak icin yapilan ROC analizinde V2 derivasyonu disindaki tiim derivasyonlarin tanisal oldugunu bulduk (p <0.05).

Sonug: TSA intoksikasyonu, transmiyokardiyal repolarizasyon parametrelerini saglkli poptilasyona gére anlamli olarak artirmaktadir.

Anahtar kelimeler: Trisiklik antidepresan zehirlenmesi, Tp-Te araligi, QT aralidi, Tp-Te / QT orani, elektrokardiyografi

Introduction notic, antipsychotic drugs (11.2%) and antidepressant drugs
with a rate of 6.2%. In the same report, sedative, hypnotic

Intoxication cases are among the most common reasons for ~and antipsychotic drugs were the most common with 14.2%

admission to emergency services. In USA, the most com- and antidepressant drugs were the fifth reason with 6.5% for

mon reason for drug intoxication at the age of 20 and above  drug intoxication-related deaths'.

were analgesic drugs (13.1%), followed by sedative, hyp- Tricyclic antidepressants (TCAs) show their therapeutic
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effects as negative allosteric modulators of neurotransmitter
(serotonin and noradrenaline) reuptake?®. It is reported that
deaths caused by TCAs are most commonly seen with dotie-
pin and amitriptyline**. In Turkey, one of the most preferred
TCA is amitriptyline (40-58%)°.According to a review con-
ducted in England and Wales death rate per 100.000 for all
TCAs is 0.33 and for amitriptyline is 0,12°. TCAs are the
most commonly prescribed antidepressants in the US af-
ter selective serotonin reuptake inhibitors and according to
the report of the American Association for Poison Control
Centers in 2003, among 12710 TCA intoxications, 0.6 % of
them resulted in death while 64.7% of the patients had to be
hospitalized’.

The rate of life-threatening arrhythmia in TCA intoxica-
tions is known as 2.3% to 6% [8]. In these cases, electrocar-
diography (ECG) changes lead us to determine the severity
of intoxication’. It has been reported that most patients de-
velop major signs of TCA intoxication within 3 hours and
severe rhythm disorders are seen in the first 6 hours!®. The
most common ECG change in these patients is sinus tachy-
cardia. Also PR, QRS and QT prolongation, right axis de-
viation, right bundle branch block, AV blocks, changes that
mimic acute myocardial infarction and Brugada syndrome,
supraventricular tachycardia, premature ventricular ext-
rasistoles, ventricular tachycardia, ventricular fibrillation,
nonspecific ST-T changes and bradyarrhythmias can be seen
in these patients'!. T wave is the ECG finding of ventricular
repolarization. In recent studies, transmyocardial repolar-
ization parameters including T peak-Tend interval, Tp-Te
dispersion and Tp-Te / QT ratio have been shown to be asso-
ciated with increased risk of cardiac arrhythmias'.

The aim of this study was to evaluate the effect of TCA
intoxication on transmyocardial repolarization parameters
and whether there is a relationship between these parameters
and cardiac damage.

Materials and Methods

One hundred and twenty four patients who were admitted to
our hospital between September 2011 and November 2015
and followed up and treated with TSA poisoning and thirty
seven healthy control patients without any history of drug
use were included to the study. The study was a cross-sec-
tional clinical study.

Pregnant women, lactating women, those who were under
18 years of age, those with known or detected cardiac disease
and those with additional diseases, those with electrolyte disor-
der, those with chronic medication use, patients whom the mul-
tidrug test was not performed were excluded from the study.
Informed consent was taken from all study population. Ethical
approval was obtained from the local ethics committee.

Age, gender, pulse, blood pressure, Glasgow coma scale
(GCS), urea, creatinine, lactate and ECGs of all patients at the

6th and 24th hours were evaluated. In ECGs; QRS distance,
ST elevation, ST depression, at aVR derivation R wave pos-
itivity, QT interval and corrected QT interval were measured
and Tp-Te and Tp-Te/QT ratios were calculated. ECG record-
ings were measured by two experts who were completely
blind about the condition of the patients. Prolonged QRS du-
ration was defined as >100 msec. Tp-Te interval was mea-
sured by the tail method in the precordial leads. According to
this method, the distance between the projection of the peak
point of T wave on the isoelectric line and the point where
the T wave ends was measured and defined as Tp-Te time.
The QT interval was measured from the beginning of the
QRS complex to the end of the T wave. In addition, corrected
QT interval was calculated with the Bazett formula when the
heart rate was not within normal range. In this way, abnormal-
ities in heart rate were prevented from affecting the Tp-Te/QT
ratio. The Tp-Te/QT ratio was calculated in the lead at which
the Tp-Te interval was measured.

In the statistical evaluation, Chi-square or Fisher (in cas-
es where the values observed in the cells did not provide the
Chi-square test assumptions) was used. In the comparison of
normal scattered numerical data between patient and control
group, Student t test was used and Mann-Whitney U test was
used for non-normal distribution. The change in rates in the
data collected at the arrival, 6th and 24th hours was compared
using the Cochran’s Q test. Diagnostic characteristics of Tp-
Te value and Tp-Te / QT ratio in chest leads were evaluated
by ROC curve analysis. Sensitivity, specificity, positive pre-
dictive and negative predictive values of these limits was cal-
culated in the presence of significant limit values. In the eval-
uation of the area under the curve, the cases with Type-1 error
level below 5% were interpreted as statistically significant.

Results

The study included 124 patients who were followed up with
TSA intoxication and 37 healthy volunteers as the control group.
The mean age of the patients was 27.95 + 7.72 years and
the mean age of the control group was 29.65 + 6.76 years.
There was no statistically significant difference between
the age of the patients and the control group (p = 0.230). 43
(34.7%) of the males were in the patient group and 17 (45.9%)
were in the control group. 81 (65.3%) of the females were in
the patient group and 20 (54.1%) were in the control group.
There was no statistically significant difference in terms of
gender between the patient and control groups (p = 0.213).
The median GCS at the arrival of the patients was 15.
The most common used drug was amitriptyline and fol-
lowed by opipramol, imipramine and clomipramine, in
the specified order. The median amount of drug taken by
the patients was determined as 500 mg. The most common
symptom was nausea and vomiting. The other commons
symptoms were tachycardia, agitation, confusion, secretion,
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Table 1. Comparison of mean arterial pressure, pulse, pH and lactate values of the patient group with the 6th hour and 24th hour data

Admission 6th hour 24th hour P
MAP,mean+SD, mmHg 83.19+13.64 81.03+12.69 84.40+10.75 0.009
Pulse, mean+SD 100.5+28.78 90.98+12.73 83.69+8.83 <0.001
pH, mean+SD 7.372+0.458 7.394+0.032 7.390+0.018 <0.001
Lactate,median(IQR) 1.15(0.93) 0.91(0.34) 0.85(0.49) <0.001

Abb. IQR, interquartile range; MAP, mean arterial pressure; SD, standart deviation

dry mouth, hypertension, hypotension, tremor, mydriasis,
seizure, delirium, coma, and myositis, respectively. All pa-
tients underwent gastric lavage, activated charcoal and fluid
treatment. 79 (63.7%) patients underwent NaHCO3 treat-
ment and 26 (20.9%) patients underwent other treatments.
Median duration of hospitalization was 2 days. 121 (97.6%)
patients were discharged with cure, 3 (2.4%) patients were
transferred to another service and no patient died.

Mean arterial pressure, pulse, pH and lactate parameters
were recorded at admission, the 6th hour and 24th hours.
There was a statistically significant difference in the fol-
low-up values of mean arterial pressure, pulse, pH and lac-
tate values of the patients (p <0.05). (Table 1)

ECG findings were recorded at admission, the 6th hour
and 24th hours. There was a statistically significant differ-
ence in the follow-up of the ratio of ECG parameters like
normal sinus rhythm, sinus tachycardia, QRS complex
enlargement, R wave at aVR derivation, supraventricular
tachycardia, ST segment changes and ventricular extra sys-
tole (p <0.05). There was no statistically significant differ-
ence in QTc prolongation, right bundle branch block, right
axis deviation, first degree atrioventricular block, Wolf Par-
kinson White and Brugada syndrome findings (p> 0.05).

There was no statistically significant difference between
the Tp-Te values at V1 derivations at admission, the 6th hour
and 24th hours of ECG (p = 0.289); There was a statistically
significant difference in Tp-Te values in V2-6 derivations (p
<0.001). There was also a statistically significant difference in
the mean and dispersion of Tp-Te values (p <0.05) (Figure 1).

There was a statistically significant difference in Tp-Te
/ QT values in V1-5 derivations at admission, the 6th hour

Figure 1. Tpeak - Tend intervals of the patient group at admissi-
on, 6th hour and 24th hours
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Figure 2. Tpeak - Tend / QT ratio of the patient group at admis-
sion, 6th hours and 24th hours
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and 24th hour ECGs of the patients (p <0.05). There was no
statistically significant difference in the follow-up of Tp-Te
/ QT at V6 derivation (p = 0.163) (Figure 2).

There was a statistically significant difference in the max-
imum and minimum QT values of the patients’ ECGs at ad-
mission, the 6th hour and 24th hours (p <0.001); There was no
statistically significant difference in QT dispersion, maximum
and minimum QTc, QTc dispersion values (p> 0.05).

There was a statistically significant difference between pro-
longed QTc, prolonged QTc dispersion and prolonged mean
Tp-Te / QT values between the patient and the control groups (p
<0.05). There was no statistically significant difference between
prolonged mean Tp-Te values between the groups (p =0,117).

The patients were divided into 4 groups according to the
active ingredient of the drugs they received. Prolonged QTc
was seen in 66 (71.7%) patients, prolonged QTc dispersion
in 45 (48.9%), prolonged mean Tp-Te in 8 (8.7%) and pro-
longed mean Tp-Te / QT was seen in 26 (28.3%) patients re-
ceiving amitriptyline. Prolonged QTc was seen in 18 (100%)
patients, prolonged QTc dispersion in 13 (72.2%) patients,
prolonged mean Tp-Te / QT was seen in 2 (11.1%) patients
receiving opipramol. No prolonged mean Tp-Te / QT were
detected in opipramol patients. Prolonged QTc was detect-
ed in 12 (100%) patients, prolonged QTc dispersion in 10
(83.3%), prolonged mean Tp-Te / QT in 3 (25%) patients
and prolonged mean Tp-Te was seen in none of the patients
who received imipramine. Prolonged QTc and prolonged
mean Tp-Te / QT were detected in 2 (100%) patients receiv-
ing clomipramine. No prolonged QTc dispersion and pro-
longed mean Tp-Te was detected in clomipramine patients.

According to the comparison of the chest derivations of
the ECGs taken at admission, the 6th hour and 24th hours;
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there was a statistically significant difference in Tp-Te, the
mean Tp-Te, the Tp-Te dispersion and the Tp-Te / QT (ex-
cept the value of Tp-Te / QT at V3 derivation at the 24"
hour) values between patient and control groups (p <0.05).
Only in V3 derivation at 24™ hour, there was no statistically
significant difference between the Tp-Te / QT values of the
patient and control groups (p = 0.236).

In the ROC analysis performed to investigate the diag-
nostic value of Tp-Te data in chest derivations, all deriva-
tions except V2 were found to be diagnostic for predicting
the pathology (p <0.05). The highest AUC value was present
in V4 derivation. The cut-off value for V4 derivation was >
73.5 msec, the sensitivity 83.1% specificity was 78.4%, the
positive predictive value was 92.8% and the negative pre-
dictive value was 58% (Figure 3).

In the ROC analysis performed to investigate the diag-
nostic value of T peak-T end / QT data in chest derivations,
all derivations except V2 were considered to be diagnostic
for predicting the pathology (p <0.05). The highest AUC
value was present in lead V6. The cut-off value for the V6
diversion was > 0,216, the sensitivity was 71.8%, the spec-
ificity was 86.5%, the positive predictive value was 94.7%
and the negative predictive value was 47.8% (Figure 4).

Discussion

Intoxication is one of the most common causes of emergen-
cy service admissions and it constitutes 0.07-0.7 % of all
patients admitted to emergency clinics'®. The studies con-
ducted in Turkey showed this ratio to be in the range from
0.7 to 1.5%'""7. GCS is widely used to determine the se-
verity of the patient’s condition during the initial evaluation
and follow-up of patients brought for intoxication. Arranto
et al."”® reported that they had an average GCS score of 11
in antidepressant intoxications. In another study, the mean
GCS of patients was found to be 14". In our study, GCS

Figure 3. ROC curve of Tpeak-Tend data at chest derivations
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median was 15.

In the USA, amitriptyline (40%) is the most common
cause of intoxications with TCAs. Imipramine second and
doxepin have been reported in the third place'. In our study,
it was found that most common cause for TCA intoxications
were amitriptyline (74.2%), the second most frequent opip-
ramol (14.5%), then imipramine and clomipramine. Ami-
triptyline, which is known as a sleep pill among the popu-
lation, is frequently seen in intoxication cases because it is
cheap in our country and widely prescribed by physicians.

There are few studies showing the rate of high dose drug
intake in suicidal attempts. In a study performed by Makk et
al., 498 (79.3%) of the 628 patients received high dose medi-
cation, and 130 (20.7%) received non-high dose medications®.
The median value of the drug taken in our study was 500 mg.

Clinical signs and symptoms of TCA intoxication are al-
tered state of consciousness, meaningless speech, mydriasis,
and decrease in bowel sounds, nausea, vomiting, dry mouth,
ataxia, and tachycardia''. The fact that the clinical findings of
TCA poisoning are variable and the absence of specific find-
ings cause difficulties in diagnosis and follow-up. However,
the most common disturbed organs are heart and brain and
especially central nervous system depression and cardiovas-
cular findings are important so it is important to follow-up
these findings®!. In our study, nausea, vomiting, tachycardia,
agitation, confusion, dry mouth and mydriasis were common
symptoms and findings consistent with the literature. One of
the clinical conditions of anticholinergic drugs due to the ef-
fects of postsynaptic muscarinic receptor antagonism is sei-
zure. In some studies, the rate of convulsion has been reported
to be 4 - 24% in severe antidepressant intoxication”. Several
studies stated that the percentage of seizures in anticholiner-
gic drug intoxications is 3.5-25 %22 In our study, seizures
were observed in 2 patients (2.4%).

There is no special antidote to be used in the treatment
of anticholinergic intoxications®’. TCAs show their primary
cardiotoxic effects by blocking sodium and potassium chan-

Figure 4. ROC curve of Tpeak-Tend / QT ratio at chest derivations
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nels®: 2, NaHCO3 has been shown to regulate the conduc-
tion, increase cardiac contraction and suppress ventricular
ectopia. Therefore, it is recommended that patients with QRS
duration of longer than 100 msec, fluid therapy resistant hy-
potension and ventricular arrhythmias should be treated with
NaHCO3". Unverir et al.”’ reported that 6.5% of their patients
were treated with sodium bicarbonate, 2.2% with diazepam
and 1.6% had dopamine. In our study, 100% of the patients
were treated with fluid and 63.7% of them were treated with
sodium bicarbonate. The reason for these high rates is the fact
that the patients were hospitalized in intensive care and most
of the patients had cardiac involvement.

The duration of hospital stay is also an important factor.
Graudins et al."” reported an average length of stay of 14
hours in antidepressant intoxication. In a study conducted in
our country, the duration was reported as 0.7 days'. In an-
other study, patients with antidepressant, intoxication had a
mean stay of 1 day in the intensive care unit'®. In our study,
the median duration of stay in intensive care unit was 2 days.
Considering the patients in our study were serious intoxica-
tion cases with cardiac involvement, the duration of hospital-
ization of our patients were similar with the previous studies.

The incidence of ECG abnormalities in TCA intoxica-
tions was reported to be 37%?. These ECG findings include:
heart rate changes, rhythm disturbances and conduction de-
lays®. Unverir et al.”’” evaluated the ECG findings after TCA
intake in their study and normal sinus rhythm was observed
in 41% of patients, sinus tachycardia in 40.7%, right axis
deviation in 10.7%, prolongation of QRS in 7.9%, R> S in
aVR was observed in 7.3% of the patients. In addition, it has
been reported that right bundle branch block, prolongation
of QT duration, left bundle branch block, left axis deviation,
premature atrial contraction, sinus bradycardia, ST depres-
sion, second degree atrioventricular block, atrial tachycar-
dia, ventricular fibrillation and asystole were also seen in
these cases. In our study, 29.8% of patients had normal sinus
rhythm, 33.1% had sinus tachycardia, 8.9% had right axis
deviation and 47.6% had +R wave in aVR derivation.

One of the most important signs of heart involvement in
TCA intoxications is the arrhythmias. The rate of ventricular
arrhythmias in TCA intoxications was reported to be 2.7%
and 6% in previous studies* . In another study, the rate of
life-threatening arrhythmias in TCA intoxications was reported
to be 2.3%?'. According to Foulke et al.*%, the rate of arrhyth-
mias in antidepressant intoxications was 57% and by Arranto et
al. the rate was 15%%®. In our study, supraventricular tachycar-
dia was found to be 8.1% and ventricular extra systoles were
detected in 9.7% of the patients. All of these arrhythmias were
completely recovered after treatment with NaHCO3 without
any use of antiarrhythmic drugs. This shows that NaHCO3
treatment may alone be enough for arrhythmias caused by TCA
intoxications since it suppresses ventricular ectopic beats.

The prolongation of QRS duration is an important pa-
rameter indicating cardiac influences in TCA intoxications.

In the studies conducted by Bosch et al., the rate of pro-
longation of QRS in TCA intoxications was 19% and Ar-
ranto et al. reported as 18%*. In our study, the rate of QRS
prolongation was found to be 76.6%. The high rate of QRS
prolongation in our study can be explained by the fact that
we included intoxication patients with cardiac involvement
and in need for intensive care.

It is known that antipsychotic drugs cause A-V block,
PR-QRS-QT and T wave changes in ECG by suppressing
contraction of heart with especially quinidine-like effects'.
Of the patients included in the study, 2.4% had first degree
AV block, 37.9% had right bundle branch block, 79% had
QTc prolongation, 47.6% had +R wave in aVR, 3.2% had
nonspecific ST changes and 1.6% had Brugada syndrome.
This suggests that there may be a wide variety of ECG find-
ings in anticholinergic drug intoxications and that the clini-
cian should be alert to the development of almost all kinds
of ECG findings in such intoxications.

It is known that TCA drugs can increase the risk of sud-
den cardiac death in intoxication patients due to the adverse
cardiac effects®. These drugs are thought to lead to sudden
cardiac death by increasing cardiac arrhythmogenicity*. The
ECGs are often used to evaluate the increased arrhythmia
risk. In surface ECG, QT interval, QTc interval, QT disper-
sion measurements show the heterogeneity of cardiac repo-
larization and are the parameters used to identify patients with
increased risk of cardiac arrhythmia. In our study, maximum
and minimum QT, QT dispersion, maximum and minimum
QTc, QTc dispersion values were calculated at admission, the
6" and 24" hours. There was a statistically significant differ-
ence in maximum and minimum QT values and there was no
statistically significant difference in QT dispersion, maximum
and minimum QTc, QTc dispersion values.

In the ECG, the range from the top to the end of the T
wave (Tp-Te) corresponds to the repolarization dispersion
and the increase in the Tp-Te interval and Tp-Te / QT ratio
has been shown to be related to life-threatening ventricu-
lar arrhythmias like in QT dispersion®. There are a limited
number of studies in the literature about the Tp-Te / QT ratio
in TCA drug intoxications.

The importance of Tp-Te as an indicator in the predic-
tion of Torsades de Pointes (TdP) in patients with long QT
syndrome (LQTS) was highlighted by Yamaguchi et al®’.
These investigators concluded that Tp-Te is more valuable
than QTc and QT dispersion as a predictor of TdP in pa-
tients with acquired LQTS. Shimizu et al. showed that not
QTc but Tp-Te predicts sudden cardiac death in patients with
hypertrophic cardiomyopathy*®. Topilski et al. showed that
QT, QTc and Tp-Te are strong predictors of TdP. They also
stated that the elongated Tp-Te alone was the best indicator
[39]. Also Watanabe et al. reported that the long Tp-Te inter-
val was associated with the development of spontaneous and
inducible ventricular tachycardia in individuals with organic
heart disease®.
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The ratio of Tp-Te / QT was significantly increased in
patients with risk for arrhythmic events such as LQTS, Bru-
gada syndrome, short QT syndrome, and organic heart dis-
eases such as acute myocardial infarction. Functional reen-
try is the underlying mechanism in arrhythmias associated
with an increased Tp-Te / QT ratio. Gupta et al. reported that
Tp-Te / QT ratio is more sensitive than Tp-Te is an arrhyth-
mogenic indicator*’. Tp-Te duration and Tp-Te / QT ratio
have been investigated in many diseases, but there are few
studies on Tp-Te duration and Tp-Te / QT ratio in TCA drug
intoxications. In our study, in the follow-up of Tp-Te values
in V2-V6 leads, in Tp-Te mean and dispersion follow-up,
Tp-Te / QT values in leads V1-V5 were found to be statisti-
cally significant as a result of the comparison between TCA
intoxication patient group and control group. Similarly,
there was a statistically significant difference between pro-
longed QTc, prolonged QTc dispersion and prolonged mean
Tp-Te / QT values between the groups. In the ROC analy-
sis to investigate the diagnostic value of Tp-Te / QT data
in predicting the disease, other leads except V2 derivation
were found to be valuable in predicting the disorder. These
findings have also shown that Tp-Te and Tp-Te / QT have a
high diagnostic value in TCA intoxications.

Conclusion

In conclusion, according to our study; there is significant
prolongation in transmyocardial repolarization parameters
in TCA intoxication cases compared to healthy population.
These group of patients should be hospitalized, monitored
carefully for life threatening arhytmias and cardiac injury.
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Abstract

Objectives: Anxiety appears as a normal reaction to life events such as life-threatening events, disappointment, separation from a loved one or environ-
ment, and physical illnesses. If the defense mechanisms in people are mentally healthy, they can cope by controlling the feeling of anxiety, but if the indi-
viduals are not fully mentally healthy, the feeling of anxiety can become chronic. This may cause undesirable situations in patients.

Materials and Methods: Our research; This is a prospective study conducted in Atatiirk University Medical Faculty Hospital Emergency Service. The study
was conducted in accordance with the descriptive research model that aims to compare patients who took single and multiple drugs for suicide purposes
according to their demographic characteristics and the value they received from the beck anxiety scale. Our study was conducted on patients who applied
to the emergency department in April (01.04.2019) -May (31.05.2019) in 2019.

Results: Our study was conducted on 111 patients in total, 56 of whom were taking multiple drugs, and 55 of whom were taking single drugs. The demo-
graphic data of the patients and the values they obtained from the beck anxiety scale were not found to be statistically significant between the patients
taking single and multiple drugs.

Discussion: Patients with many psychiatric disorders due to organic or psychiatric reasons use drugs and these patients generally use these drugs for sui-
cidal purposes. In our study, we investigated whether there was an underlying cause of single or multiple drug use. In our study, it was investigated whether
multiple drug intake was related to a more severe anxious condition. However, in our study, no relationship was found between the amount of medication
taken and the depressive state of the patient who committed suicide. In our study, no relationship was found between patients who took single or multiple
drugs for suicide and their anxiety levels.

Key words: suicide, beck anxiety, toxicology

Ozet

Amag: Kiside, hayati tehdit eden durumlar, kiside hayal kirikligi yaratan nedenler, sevilen birinden veya ortamdan ayriima, fiziksel hastaliklar gibi yasamsal
olaylara normal bir tepki olarak ankisyete olusabilir. Eger kisi, savunma mekanizmalari normal yani ruhsal olarak saglikli ise anksiyete hissini kontrol altina
alarak kaygi ile bas edebilir fakat bireylerin ruhsal saghgi tam olarak yerinde degilse anksiyete hissi kroniklesebilr. Bu da hastalarda istenmeyen durumlarin
ortaya ¢ikmasina neden olabilir.

Gereg ve Yontem: Bu arastirma, Atatiirk Universitesi Tip Fakiiltesi Hastanesi Acil Servisinde prospektif olarak yapilmistir. Arastirma, 6z kiyim amach tekil
ve ¢oklu ilag alan hastalarin demografik 6zelliklerini saptamaya ve Beck Anksiyete 6lceginden aldiklar degere gére karsilastirilmay1 amaglayan tanimlayici
arastirma modeline uygun olarak yapilmistir. Calismamiz 01.04.2019-31.05.2019) tarihleri arasinda acil servise basvuran hastalar Gizerinde yapilmistir.
Bulgular: Calismaya, coklu ilag alan 56, tekil ilag alan 55 olmak lizere toplam 111 hasta dahil edilmistir. Hastalarin demografik verileri ile Beck Anksiyete
olceginden aldiklari degerler tekil ve ¢oklu ilag alan hastalar arasinda istatistiksel olarak anlamli bulunmadi.

Sonug: Organik veya psikiyatrik nedenlere baglh olarak bircok psikiyatrik rahatsizligi bulunan hasta ila¢ kullanmaktadir ve bu hastalar genellikle bu ilaglari
6z kiyim amagl kullanmaktadir. Bizde calismamizda tekil veya ¢oklu ilag kullaniminin altta yatan bir nedeninin olup olmadigini arastirdik. Arastirmamizda
coklu ilag alimmnin daha siddetli bir anksiy6z duruma bagli olup olmamasi arastirimistir. Ancak ¢alismamizda alinan ilag miktari ile intihar eden hastanin
depresif durumu arasinda bir iliski bulunamamistir. Arastirmamiz ile intihar amacli tekil veya coklu ilag alan hastalar ile bu hastalarin anksiyete seviyeleri
arasinda bir iligki tespit edilemedi.

Anahtar kelimeler: intihar, beck anksiyete, toksikoloji

Introduction tress. The anxious person may develop physical symptoms

such as palpitations, shortness of breath, tachypnea, trem-
Anxiety is separated from other forms of emotion by its un-  ors in the hands and feet, excessive sweating, while psy-
pleasant properties. Anxiety can be briefly defined as dis- chological symptoms such as distress, excitement, feeling
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or doubt that suddenly a bad event will happen can be seen.
The difference between anxiety from fear is that the source
of anxiety is mostly unclear. Mild anxiety accelerates the
adaptation process to new conditions in people, supporting
their spiritual development'-.

Anxiety appears in the person as a normal response to
life-threatening events such as causes of frustration in the
individual, separation from a loved one or environment or
physical illnesses. With anxiety, autonomic and somatic
symptoms are seen in individuals at the same time. This is
a protective mechanism. In some cases, stimuli that come
from the internal world of the individual without any ex-
ternal stimuli can automatically cause the development of
anxiety sensations in individuals.

If the people are spiritually healthy, they can deal with the
feeling of anxiety by controlling it through defense mecha-
nisms, but if the individuals are not fully spiritually healthy,
the feeling of anxiety can become chronic. Anxiety disor-
ders have a higher prevalence in women (30%) than in men
(19%)*. Anxiety conditions, in which bodily symptoms such
as muscle tension, dry mouth, palpitations and tremors usu-
ally occur, which reduce the professional function of chronic
individuals and cause deterioration in inter-people ties, should
be treated pathologically®. A high level of anxiety can lead
people to unwanted events. In our study, we aimed to compare
the demographic data of patients taking multiple medications
and the scores they received from the Beck anxiety scale.

Materials and Methods
Research Design and Ethical Considerations

Our research is a prospective study conducted in the Emergen-
cy Department of Ataturk University Medical Faculty Hospi-
tal. This study was conducted on a voluntary basis on patients
taking suicidal drugs admitted to Ataturk University Medical
Faculty research hospital Emergency Department. The research
was conducted in accordance with the descriptive research
model aimed at comparing patients taking singular and multi-
ple medications for suicide based on their demographic charac-
teristics and the score they receive from the Beck anxiety scale.
The patients who would participate in the research
were given information about the purpose of the research,
the method and the time they were asked to spend for the
research before starting the research. It was explained to
patients that participating in the research did not carry any
risk, that the participation was purely voluntary, that they
could leave the research at any time. Their permission was
received orally and in writing. The working protocol was
carried out in accordance with the Helsinki Declaration.

The Context of the Study

The research was conducted prospectively at the Emergency
Medicine Clinic at Ataturk University Medical Faculty Re-

search Hospital in Erzurum province. Participants who ac-
cepted participation in the study were taken to a private room
in the emergency room and their treatment was arranged.

Criteria for inclusion in the study:

* Being 18 years of age or older

» Having taken drugs for suicidal purposes

* Volunteering to participate

* Being literate

* Not being unable to comprehend what is being told

Criteria for Exclusion from the Study:

* Having a chronic disease

» Disorder of vital findings

* Being unable to give consent to the study

* Having injuries in addition to drug use (falls or trauma)
» Refusing to participate in the study

* Being pregnant

* Being under the age of 18

All our patients were also informed about the objectives
of the study, the way it was implemented and the benefits
of the results to be obtained. Then, all patients were inter-
viewed face-to-face and the study was first explained and the
informed consent form was signed by all accepting patients
and those who did not accept were not included in the study.

Data Collection

Our study was carried out on patients admitted to the emer-
gency department between April 2019 (01.04.2019)-May
(31.05.2019). During this time, it was completed on 111
patients who were admitted to the emergency room and
agreed to participate in the study. The study forms of the
patients who accepted participation in the study were filled
out by face-to-face interview method. In the study, patients
who used a single drug (such as antibiotic analgesics) were
included in the single-drug group of patients. The multi-
ple-drug group, on the other hand, included patients taking
drugs from at least 2 different groups. The patient who took
antibiotics alone was included in the single-drug group,
while the patients who took antibiotics and analgesia togeth-
er were included in the multiple-drug group.

Data Collection Instruments

Beck Anxiety scale was applied to all patients who were tak-
en to the study.

Beck Anxiety Scale

It’s a self-evaluating test. It is used to investigate the fre-
quency of anxiety symptoms experienced by individuals.
It has been accepted by conducting confidence and validity
studies in our country. The test consists of 21 items. For each
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item, the participant is asked to score between 0-3. Accord-
ing to the answers given, the severity of anxiety experienced
by people is determined®.

For the study, patients’ age, gender, systolic blood pres-
sure, diastolic blood pressure, pulse, respiratory count, fin-
gertip saturation, fever and Beck anxiety scale score were
recorded.

Statistical Analysis:

The variables were divided into categorical and continuous. Cat-
egorical data were shown in number and percentage, compared
with the Chi-square test. Whether the continuous variables were
distributed normally was calculated by the Kolmogorov-Smirn-
ov test. Continuous variables were shown with average and stan-
dard deviation. Normally distributed continuous variables were
compared with paired sample T-test, while variables that were
not distributed normally were compared with Related simple
test. Statistics were made with SPSS 20.0 (SPSS Inc., Chicago,
IL, United States) on the Windows operating system and p<0.05
was considered statistically significant.

Results

Our study was carried out on a total of 111 patients, includ-
ing 56 patients taking multiple medications and 55 patients
taking single medications. The gender distribution of these
patients is shown in Table-1. There was no statistically sig-
nificant difference between groups by gender (p=

Table 1. Drug intake by gender

Single drug Multiple drugs Total
Female 37 39 76
Male 18 17 35
Total 55 56 111

Demographic data of patients by groups are shown in Table 2.

The demographic data of the patients and the values they
received from the Beck anxiety scale were not statistically
significant.

Discussion

Anxiety is a useful state of emotion for individuals that also
contributes to the development of the ability to adapt to the
new environment in which people live for certain periods®.
However, it is inevitable to define exaggerated responses to
internal or external stimulants and any condition that dama-
ges the self-integrity of individuals, that affect negatively
socially and even impair body physiology as pathological'?.
There are some common clinical symptoms of depression
and anxiety; emotional (frequent crying dysphoria, irritabi-
lity) behavioral (poor social skills, decrease in activity and
low energy level), bodily (sleep disorders and panic attacks),
cognitive (anxiety, helplessness, self-confidence reduction).
Situations more specific to depression can be listed as anhe-
donia, psychomotor retardation, sexual reluctance, decrea-
sed SSS alertness, decreased appetite, apathy, reluctance, se-
vere grief and despair. More common conditions in anxiety
are increased activity, premature ejaculation, hypervigilan-
ce, sense of uncertainty, increased alertness, agitation, fear
and tension (86). Anxiety in individuals occurs in the period
between encountering danger and ending danger, causing
additional autonomic dysfunction in many people’. These
autonomous changes can be listed as constricted sensation
in the stomach, enlargement of pupils, shortness of breath,
hypertension, fever, frequent urination, tremors, sweating,
palpitations?.

The word suicide comes from the Latin word suicidium,
which derives from the root “sui caedere”, which means that
someone kills oneself. A Suicide attempt is defined as dest-

Table 2. Demographic data of patients and Beck Anxiety Scale score

Parameter n  Average Standard Deviation Minimum Maximum p
Single drug Age 55 29,27 7,60 19 61 0.246
Multiple drugs Age 56 31,55 8,67 20 62
Single drug Systolic Blood pressure (mmHg) 55 122,64 11,67 100 150 0.950
Multiple drugs ~ Systolic Blood pressure (mmHg)) 56 122,77 10,37 100 140
Single drug Diastolic Blood Pressure (mmHg) 55 78,04 9,30 51 90 0918
Multiple drugs  Diastolic Blood Pressure (mmHg) 56 77,86 9,07 51 90
Single drug Fingertip saturation (%) 55 95,82 1,17 93 98 0355
Multiple drugs  Fingertip saturation (%) 56 95,59 1,41 93 98
Single drug Number of Respirations (min) 55 19,78 1,89 17 24 0330
Multiple drugs Number of Respirations (min) 56 20,14 1,99 16 24
Single drug Pulse(min) 55 97,60 19,29 60 142 0.464
Multiple drugs  Pulse(min) 56 100,30 19,45 60 142
Single drug Temperature(°C) 55 36,92 0,42 36 38 0749
Multiple drugs Temperature(°C) 56 36,94 0,38 36 38
Single drug Beck Anxiety Scale 55 17,98 3,08 11 25
Multiple drugs Beck Anxiety Scale 56 17,82 3,46 11 25 0791
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ructive behavior towards ending a person’s own life® Suicide
behavior is a serious health problem and is one of the major
causes of reference in psychiatric emergencies. Many stu-
dies have shown that patients who attempt suicide have high
levels of anxiety and depression’!?. The presence of an ac-
companying psychiatric disease was found to be the strongest
determinant for suicide risk'". It has been reported that many
patients who have attempted suicide exhibit depressive symp-
toms and 60% are diagnosed with emotional disorder'”.

Accordingly, suicidal patients and patients with many
psychiatric conditions use medications. Due to organic or
psychiatric reasons, many patients use drugs and these pa-
tients usually use these drugs for suicidal purposes. In our
study, we investigated whether there is an underlying cause
of single or multiple drug use. In our research, we thought
that multiple drug intake would be due to a more severe
anxious condition, but the result of our study did not sup-
port this assumption. In our study, no relationship was found
between the amount of medication taken and the depressive
status of the patient who committed suicide. Patients who
commit suicide do not make multiple or single drug selecti-
ons in suicide and attempt suicide with the drugs they reach
most easily by making instant decisions.

Conclusion
With our research, no relationship was detected between pa-

tients taking single or multiple medications for suicide and
the anxiety levels of these patients.
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Abstract

Objectives: The term poisoning is quite old. Poisoning; It is the situation that stops vital functions where a substance enters the living organism through
mouth, skin, respiration, circulation, and damages its function. Poisoning has been one of the important health problems throughout human history. The
term "poisoning” was first used by the British in 1230. According to the first report of Turkish National Poison Control Center on the application by poisoning
in Turkey is located medical drugs (69.74%). Poisoning caused by pesticides is in second place (8.34%) and poisoning with household chemicals is in third
place (7.57%).

Materials and Methods: Patients who applied to Erzurum Regional Training and Research Hospital emergency service with drug intoxication between
07.04.2018 and 07.04.2020 were retrospectively screened and analyzed from the medical records.

Aim: It was aimed to examine the demographic characteristics of the patients who applied to Erzurum Regional Training and Research Hospital Emergency
Service between 07.04.2018 and 07.04.2020 with drug intoxication in a period of two years.

Results: 96 patients admitted to the emergency departmant with drug intoxication beetween 07.04.2018 and 07.04.2020. Patients presenting with intox-
ication are 4.1% of all admitted patients. 79.3% of the patients presenting with intoxication are drug intoxication. The average age of these patients is 29,7
years old. 69 (71.8%) of the patients were female 67.7% of patients admitted to the emergency departmalet with drug intoxication are married.

Conclusion: Woman were intoxicated with a higher rate of drug intake than male. The lower socio-economic level of female in our geography may cause
female to hold on to life less and want to end their lives. By increasing the socioeconomic status of female, the rate of suicide can be reduced. In our geog-
raphy, as the marriage of female puts more psychological burden on themselves, drug intoxication may be more common among female who are married.
Drug intoxication may be reduced in those who are married in male, perhaps because their lives are regulated. Since our study was conducted retrospec-
tively, it is not certain what the purpose of poisoning was. Working prospectively in larger groups will provide us with more accurate and broader data.

Key words: drug intoxications, demographic, poisoning

Ozet

Amag: Zehirlenme; bir maddenin canl organizmaya agiz, deri, solunum, dolasim yoluyla girip zarar vererek islevini bozmasidir. 2008 yili Ulusal Zehir Da-
nisma Merkezi raporuna gore Turkiye'de zehirlenme ile basvurularda ilk sirada medikal ilaglar yer almaktadir, tarim ilaglari ile olusan zehirlenmeler ikinci ev
kimyasallari ile olan zehirlenmeler ise tilincii siradadir.

Gereg ve Yontem: Erzurum Bolge Egitim ve Arastirma Hastanesi acil servisine 07.04.2018 - 07.04.2020 tarihleri arasinda ilag intoksikasyonu ile basvuran
hastalarin tibbi kayitlari retrospektif olarak tarandi ve analiz edildi.

Bulgular: Arastirma dénemi boyunca acil servise toplam 2943 hasta basvurmustu. Bu hastalardan 121'nin gelis sikayeti zehirlenmeydi. Bunlardan 96 tanesi
ilag intoksikasyonu ile acil servise bagvurmustur. intoksikasyon ile bagvuran hastalar tiim basvuran hastalarin %4,11'idir. Zehirlenme ile bagvuran hastalarin
%79,33 i ilag zehirlenmesidir. Bu hastalarin yas ortalamasi 29,73 dir. llac intoksikasyonu ile gelen 96 hastanin 69 tanesi kadindi ve 65 (%67,7). ilac intoksi-
kasyonu ile gelen 96 hastanin 69 tanesi kadindi.

Sonug: Kadinlar erkeklere gére daha yiiksek oranda ilag icerek intoksikasyona ugruyor. Cografyamizda kadinlarin sosyoekonomik diizeyinin daha dusik
olmasi, kadinin hayata daha az tutunmasina ve hayatina son vermek istemesine sebep oluyor olabilir. Kadinlarin sosyoekonomik diizeyinin artiriimasi ile
ozkiyim orani azaltilabilir. Cografyamizda kadinlarin evli olmalari kendi tzerlerine daha fazla psikolojik yiik ytiklediginden kadinlarda evli olanlarda ilag
intoksikasyonu daha fazla gordliyor olabilir.

Anahtar kelimeler: ilag intoksikasyonu, demografik, zehirlenme

Introduction portant health problems throughout human history. The term
“poisoning” was first used by the British in 1230 "2,

The term poisoning is quite old. Poisoning is the situation Paracelsus described poision as “All matter is poison. It

that stops vital functions where a substance enters the liv-
ing organism through mouth, skin, respiration, circulation,

and damages its function. Poisoning has been one of the im-

is the dose that separates the drug from the poison. “ He said
and emphasized the amount of poison. In 1959, Du Bois and
Geilling published their first toxicology book. Although poi-
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Cakmak
Demographic Characteristics of Patients Applied to
The Emergency Service with Drug Intoxications

sonings are not common diseases such as stroke and heart
diseases in emergency medicine, they are important disease
groups. They constitute 5 percent of emergency applications
in Germany*. Although it is close to this in France, there is
no exact data on poisoning for Europe in general®. In studies
of patients admitted to the emergency departmant in Turkey,
0.7-5% of patients admitted to the emergency constitutes in-
toxication® 7. Drug-related poisoning can occur as a result
of suicidal or accidental substance ingestion. According to
first report of Turkish National Poison Counseling Center in
2008, it is located in applicants with medical drug poison-
ing in Turkey (69.74%). Poisoning caused by pesticides is in
second place (8.34%) and poisoning with household chem-
icals is in third place (7.57%)’. The number of female pa-
tients admitted with poisoning in 2008 in Turkey (58.38%)
male patients (38.1%) is greater than the number®.

In this study, we aimed to the poisoning cases admit-
ted to our emergency department with medication to harm
themselves; evaluate it retrospectively in terms of demo-
graphic characteristics, cause of poisoning, treatment char-
acteristics and duration and to contribute to the poisoning
data of our country.

Materials and Methods

Patients who applied to Erzurum Regional Training and
Research Hospital Emergency Service with drug intoxica-
tion between 07.04.2018- 07.04.2020 were retrospectively
screened and analyzed from the medical records.

Results

Between 07.04.2018-07.04.2020, 2943, patients applied to
Erzurum Regional Training and Research Hospital Emer-
gency Service, among which 121 patients applied with
intoxication. Ninety-six of them applied to the emergency
departmalet with drug intoxication. Patients presenting with
intoxication are 4.1% of all admitted patients. 79,3% of pa-
tients presenting with intoxication have drug intoxication.
The average age of patients presenting with drug intoxica-
tion is 29,7. Out of a total of 96 patients, 69 were female and
the remaining 27 were male. The rate of female patients is
71.87%. The rate of male patients is 28.13%. (Table.1) The
oldest female patient is 57 years old. The youngest female
patient is 16 years old. The average age of female is 29,9.
65 of 96 patients were married and 31 of them were single.
67.7% of the patients presented to the emergency depart-
malet with drug intoxication were married, and 32.3% were
single. Fifty-four of the female patients are married, and 15
of them are single. Married patients are 67.7% compared to
the total number of patients, while single patients are 32.3%.
(Table 2) Of the female patients admitted to the emergency

departmalet with drug intoxication, 78.26% were married,
and 21.7% were single. The number of married female was
54, and the number of single female was 15. 40.7% of male
patients admitted to the emergency departmalet with drug
intoxication are married, and 59.26% are single. The num-
ber of married male patients was 11, and the number of sin-
gle male patients was 16. (Table 3)

25 (15.9%) patients had medication from more than
one group. The distribution of drugs taken by the patients is
shown in Table-4. Specific antidote was given to 28% of the
patients in addition to supportive therapy. N-Acetylcysteine
(NAC) was started in 59.1% of the patients receiving specific
treatment. Apart from NAC, atropine, PAM, vitamin K, fresh
frozen plasma, desferrioxamine were other specific antidotes.
The mean discharge time of the patients was 3.26 = 1.67 days.

Table 1. Gender distribution of patients who presented to the
emergency department with drug intoxication

Number of patients (%)

Female 69 (%71.8)
Male 27 (%28.1)
Total 96 (%100)

Table 2. The ratio of married and single patients who presented
to the emergency department with drug intoxication

N (%)

Married 65 (%67.7)
Single 31 (%32.3)
Total 96 (%100)

Table 3. Married and single rates of male and female admitted
to the emergency departmalet with drug intoxication

Female Male
Married Single Married Single
n (%) n (%) n (%) n (%)
54 (%78.2) 15 (%21.7) 11 (%40.7) 16 (%59.2)

Table 4. Demographic distribution of drugs causing intoxication

Medicines % (n)
Parasetamol %24.2(23)
Soguk alginligr ilaglari %19.1 (19)
NSAI ilaglar %18.5 (18)
Triksiklik antidepresanlar ~ %12.1 (11)
SSRI %8.3 (8)
Antihipertansifler %S5.7 (5)
Diger* %40.1 (38)

* Antibiotics, anticoagulant drugs, psychotic drugs, digestive system
regulators, drugs affecting the cardiovascular system, drugs used in
rheumatological diseases were classified in the other group.
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Discussion

Ozyapar et al. study in patients admitted to the emergency de-
partmalet with intoxication in Turkey was found to account for
0,46-1,57°s% of patients admitted to the emergency room. In
our study, It constitutes 4.11% . The high rate may be due to the
lower socioeconomic status in our region®. Poisoning is a signif-
icant health problem that has been going on since the beginning
of human history. In our study, it has been shown to parallel in
Turkey according to data from our data. In our study; According
to the NPCC'’s (national poison counseling center) data of 2008,
the rates of male and female patients are 38.1% and 58.38%,
respectively. Our study 71.87 %% female, the male gender dis-
tribution is similar to that specified 28,13°t% average in Turkey.
The high proportion of female may be due to the lower so-
cio-economic status of female. In studies conducted in other
centers in Turkey, medication intake of female patients showed
that men more than the rate of patient-related poisoning. In our
study, the rate of female patients was similarly higher than the
rates of male patients’ °*'2 In the study of NA Buckley et al.;
Women have a higher rate of intoxication after taking medica-
tion than men. The results obtained in our study are similar'>.

Similar to Avinca O. et al., The number of female pa-
tients is higher than the number of male patients. In our
study, when the marital status of the patients was examined,
the majority of the cases who came to our emergency de-
partment with drug intoxication were married individuals'®.

In our study, drug-related intoxication cases were found
to be the most common type of intoxication by the literature.
We think that the reason for this is that the drugs and other
substances are more comfortable to reach, and the drugs not
used at home are easily accessible. In some exercises, wom-
en constitute the majority of applications for suicide'.

As a conclusion women are intoxicated by drinking a
higher rate of medication than men. Married women expe-
rience higher rates of drug intoxication. Single male patients
suffer more drug intoxication. The lower socio-economic
level of women in our geography may cause women to hold
on to life less and want to end their lives. By increasing the
socioeconomic level of women, the rate of intoxication can
be reduced. In our geography, the psychological responsibil-
ity arising from the fact that women are mostly married and
their higher responsibility may cause drug intoxication to be
seen more in women, especially in those who are married.
Drug intoxication may be reduced among married men, per-
haps because their lives are regulated. Since our study was
carried out retrospectively, the purpose of poisoning is not
known precisely. Conducting a larger group of prospective
studies will increase the accuracy of the data.

Paracetamol is the most common cause of drug intoxica-
tions both in the world and in our country, as it is available
without a prescription. Paractamol was the most common
cause of intoxications in our patient group. In our study, an-
ti-flu drugs were the second cause of intoxication, while NSAI
drugs were in the third place. In many studies in the literature,
antidepressant drugs are shown as one of the first three drugs

that cause poisoning. Although this situation is seen rela-
tively differently in our results, when TCA and SSRI group
drugs are evaluated together in our study, it stands out that
antidepressants (20.4%) are the second most common cause
of intoxication. In our study, while most of the patients were
discharged with supportive therapy, some of them received a
specific antidote. Among the specific antidotes, NAC treat-
ment leads, but K-vitamin, FFP, atropine and PAM are other
specific substances. It would be appropriate to have these an-
tidotes in emergencies so that patients can be treated as soon
as possible. The mean discharge time of the patients included
in the study was similar to previous studies in the literature.
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Ozet

Antittiberkiiloz ilaclar ile zehirlenmeler giinimiizde yok denecek kadar azdir. izoniazid yiiksek dozlarda alindiginda, dozla iliskili olarak, konviilsiyon, meta-
bolik asidoz, laktik asidoz, rabdomiyoliz, koma ve hatta uygun tedavi edilmedigi takdirde 6limle sonuglanabilmektedir. 26 yasindaki erkek hasta hastanemiz
acil servisine biling degisikligi ile getirildi. Yaklasik 15 dakika énce evde baygin halde bulunmustu. ilk muayenesinde glaskow koma skalasi 10, pupiller
izokorik, IR:+/+ olarak saptandi. Yakinlarindan ilag aldigi 6grenilen hastanin mide lavaji yapildi ve aktif komiir tedavisi uygulandi. Ancak ne ilag aldigi yakin-
larindan 6grenilemedi. Hasta gozetim altinda iken nébet gecirdi. Hastanin nébetini durdurmak icin intravenoz diazepam yapildi. Nobetin 6nce agresyonu
hafifledi daha sonra nébeti durduruldu. Takip esnasinda tekrar nébeti olan hastanin nébetine yonelik bu sefer intraven6z midazolam yapildi ve nébeti
durduruldu. Klinik stiphe tzerine yakinlarindan ayrintill anamnez alindi ve hastanin izoniazid aldigi 6grenildi. 50 mg/kg/gtin dozunda intravenoz piridoksin
tedavisi yavas infiizyon seklinde baslandi. Yaklasik 30 dakika sonrasinda hastanin bilinci acildi. izoniazid zehirlenmesi erken miidahale edildigi ve tek tedavi
secenegi olan piridoksin verildigi takdirde basari ile tedavi edilebilmektedir.

Anahtar kelimeler: izoniazid intoksikasyonu, koma, piridoksin

Abstract

Poisonings with antituberculosis drugs are almost nonexistent but rarely seen. When isoniazid is taken in high doses, it may result in convulsions, metabolic
acidosis, lactic acidosis, rhabdomyolysis, coma or even death if not treated appropriately. A 26-year-old male patient with no known systemic disease and
history of drug use was admitted to the emergency department of our hospital with a change of consciousness. According to the anamnesis taken from
relatives, it was learned that he was unconscious at home about 15 minutes ago. In the first examination of the patient, the glaskow coma scale (GCS) was
10, and the pupillary isochoric and IR: + / + were determined. It was learned that the patient was taking medication from relatives and gastric lavage was
performed and activated charcoal treatment was applied. However, the relatives did not know what medication he was taking. The patient had a seizure
while in custody. Intravenous diazepam was administered to stop the seizure. Aggression of the seizure first decreased and then seizure was stopped.
During the follow-up, the patient had a seizure again, and this time intravenous midazolam was administered and the seizure was stopped. Upon clinical
suspicion, a detailed anamnesis was obtained from the relatives and the patient was admitted to take INH medication. Intravenous pyridoxine (50 mg / kg
/ day) was started as a slow infusion. Approximately 30 minutes later, the patient regained consciousness. Isoniazid poisoning can be successfully treated
with early intervention and pyridoxine, the only treatment option.

Key words: isoniazid intoxication, coma, pyridoxine

Giris

Izoniazid (INH) hem ucuz hem de tedavide etkin rol oyna-
dig1 i¢in tedavide uzun zamandir kullanilmaktadir. Antiti-
berkiiloz ilaglar ile zehirlenmeler giiniimiizde yok denecek
kadar azdir ancak nadiren goriilebilmektedir. Dozla iliskili
olarak, INH fazla miktarda alindiginda, metabolik asidoz,
direngli konviilsiyon, rabdomiyoliz, derin laktik asidoz,
koma ve hatta 6liimle de sonuglanabilmektedir'. INH zehir-
lenmesinde konviilsiyonun tedavisinde en iyi yol, piridok-
sin (B6 vitamini) uygulanmasidir. Bu olguda, yiiksek anyon
aciklt metabolik asidozu ve tekrarlayan direncli konviilsi-
yonlar1 olan akut INH zehirlenmesi nedeniyle acil servise
getirilen olgu tartisilmistir.

Olgu Sunumu

Ila¢ kullanim anamnezi ve bilinen sistemik bir hastalig1 ol-
mayan 26 yasindaki erkek hasta acil servise biling degisikli-
i ile getirildi. Yakinlarindan alinan anamneze gore yaklagik
15 dakika 6nce bayilmis halde bulundugu 6grenildi. Hasta-
nin yapilan ilk muayenesinde GKS puani 10 olup, IR:+/+ ve
pupilleri izokorik olarak saptandi. Vital degerleri TA:121/63
mmHg, nabiz:114 /dk, parmak ucu saturasyon: %91 idi. Ya-
kinlarindan ilag aldig1 6grenilen hastanin mide lavaj1 yapil-
di ve aktif komiir tedavisi uygulandi. Ancak ne ilag aldigi
yakinlarindan 6grenilememisti. Hasta gbzetim altinda iken
nobet gegirdi. Hastanin nébetini durdurmak igin intravenoz
diazepam yapildi. Nobetin once agresyonu hafifledi daha
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sonra nobeti durduruldu. Takip esnasinda tekrar nébeti olan
hastanin ndbetine yonelik bu sefer intravenéz midazolam
yapildi ve nobeti durduruldu. Hastada bakilan kan paramet-
relerinde Glukoz: 149 mg/dl, iire: 26 mg/dl, kreatinin: 0,86
mg/dl, Na: 140 mEq/1, K: 3,4 mEq/l, Cl: 102 mEq/l, Ca: 9,7
mg/dl, AST: 28 U/L, ALT: 31 U/L, WBC: 17800 w/L; vendz
kan gazinda pH: 7,22, p02:47, pCO2: 38, HCO3: 15.3, BE:-
12,2, SO2: 76, COHb: %4,2, lac:7,9 idi. Hastanin ayirict
tanisi i¢in beyin BT c¢ektirildi BT de akut patolojik goriintii
yok idi. Madde kullanimu siiphesi ile idrarda madde analizi
yapildr ancak herhangi bir madde kullanmadig: tespit edil-
di. Yiiksek anyon agikli metabolik asidozu olan, tekrarlayan
generalize tonik klonik tarzda konviilsiyonlar: baslayan has-
tada daha onceki tecriiberimize dayanarak INH intoksikas-
yonu diisliniildii ve tedavisi baslandi. Klinik siiphe iizerine
yakinlarindan ayrintili anamnez alind1 ve hastanin yaklasik
4,5g INH (300mg INH — 15 tablet) ilag aldig: itiraf edildi.
50 mg/kg/gilin dozunda intravendz piridoksin tedavisi yavas
inflizyon seklinde baslandi. Yaklasik 30 dakika sonrasinda
hastanin bilinci agildi. Acil serviste 2 saatlik takibi sonra-
st yogun bakim {initesine takip amagli sevk edildi. Yogun
bakim iinitesinde 24 saat daha takibi sonrast klinik olarak
tamamen normale donmiis, kontrol kan parametrelerinde
anormal bir degere rastlanmamasi sonucu sifa ile taburcu
edilmistir.

Tartisma

INH fazla miktarlarda alindiginda, dozla iliskili olarak, me-
tabolik asidoz, direncli konviilsiyon, rabdomiyoliz, derin
laktik asidoz, koma ve uygun tedavi edilmedigi zaman 6liim-
le sonuglanabilmektedir. Tedavi INH alim miktarina es mik-
tarda parenteral verilen yiiksek doz piridoksin ve destek teda-
visinden olusmaktadir. Akut dénemde 20 mg/kg alindiginda
nonspesifik, hafif zehirlenme bulgular1 olusturabilir. Jenera-
lize konviilsiyon 30 mg/kg’ dan fazla alimlarda geligebilir.
80 mg/kg ve daha fazla alimlar antikonviilsanlara direngli ve
tekrarlayan nobete, laktik asidoza ve komaya yol agabilir, uy-
gun tedavi diizenlenmezse mortal dahi seyredebilir.

Akut toksisite klinik bulgular1 alimdan sonraki 30 ile
120 dakika icinde gdzlenen bulanti, kusma, tasikardi, iirti-
keryal dokiintii, motor disfazi, vertigo, grand-mal ndbetler
ve komadir’. Hastamizda akut toksisite bulgularindan ta-
sikardi, yiiksek anyon agikli metabolik asidoz, tekrarlayan

konviilsiyonlar, laktik asidoz mevcut olup bilinci kapali ve
GKS:10 idi.

INH zehirlenmesinde tedaviye direngli konviilsiyonlar;
santral sinir sisteminde gama amino biitirik asit (GABA)
diizeylerinin azalmast sonucu konviilsiyon esiginin diigmesi
sonucu oldugu diisliniilmektedir. Nobetler antikonviilsan-
lara direnglidir. Nobetin tedavisinde antikonviilsanlara ek
olarak pridoksin uygulamasi, tek basina antikonvulsan kul-
lanimina gore daha yiiksek etkinliktedir®. Biz de olgumuza
midazolama ek olarak piridoksin de vererek konviilsiyonlari
kontrol altina aldik.

INH zehirlenmelerinde konviilsiyon esnasindaki siddetli
kas hareketlerinin yikimi sonucu olan rabdomiyoliz de na-
dir goriiliir, ancak 6liimciil olabilen bir komplikasyondur ve
INH yikimi esnasinda beta-hidroksi biitirikasit metaboliz-
masini azaltarak da metabolik asidoza katkida bulundugu
ileri stirilmiistiir®.

Sonu¢

Ulkemizde hala tiiberkiiloz vakalarma rastlanildigindan
hem proflakside hem de tedavide kullanilan INH ile olan
zehirlenme olgular da goriilebilmektedir. INH zehirlenmesi
uygun ve hizlica tedavi edilmezse mortal seyredebilmek-
tedir. Bu nedenle, nedeni a¢iklanamamig anyon agig1 fazla
olan metabolik asidoz, klasik antikonviilsanlarla durdurula-
mayan nobetler ile acil servise getirilen hastalarda INH ze-
hirlenmesi de akilda tutulmalidir. Tedavide spesifik antidot
sadece parenteral olarak verilen piridoksin oldugu unutul-
mamalidir.
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Ozet

Siklosporinin en 6nemli klinik endikasyonu; transplantasyon sonrasi organ reddinin profilaksisidir.immunosupresan etkinliginin yani sira ayrica; romatoid
artrit, psoriazis, nefrotik sendrom, atopik dermatit, tiveit gibi bazi otoimmun hastaliklarin tedavisinde de kullanilmaktadir. 62 yasinda kadin hasta bayginlik
gecirme ve ndbet sikayetiyle acil servise basvurdu. Genel durum orta, apatik, uykuya meyilli olan hasta postiktal olarak degerlendirildi. Vital bulgulari nor-
mal olarak degerlendirilen ve muayene sirasinda generalize tonik klonik nébet gériilen hastaya 10 mg i.v. diazepam tedavisi verildi. Levotirasetam 20 mg/kg
intravenoz inflizyonu baslandi. Beyin BT (bilgisayarli tomografi), Diflizyon MR(manyetik rezonans) ve MR(manyetik rezonans) cekilen ve néroloji ile konstilte
edilen hastada acil nérolojik patoloji saptanmadi. Ozgecmisinde hastanin I6semi tanisi oldugu, siklosporin tedavisi aldigi ve birkag giin &nce kiir saglandigi
ogrenildi. Takip amach yogun bakim yatisi yapildi. Olgu Calismamiz nérotoksik etkisi oldugu bilinen siklosporinin yalnizca nobet sikayetiyle de karsimiza
cikabilecegini ve etki mekanizmasi ile ilgili yeni arastirmalara ihtiyag oldugunu géstermeyi hedeflemistir.

Anahtar kelimeler: siklosporin, ndbet, malignite

Abstract

The most important clinical indication of cyclosporine is the prophylaxis of organ rejection after transplantation. Besides immunosuppressant activity; used
in the treatment of some autoimmune diseases (rheumatoid arthritis, psoriasis, nephrotic syndrome, atopic dermatitis, uveitis) It was aimed to show that
seizures may occur due to cyclosporine use in patients diagnosed with cancer. 62-year-old female patient was admitted to the emergency service with com-
plaints of fainting and seizure. The general condition was moderate, apathy and the patient was evaluated postictal. During the examination, a generalise
tonic clonic seizure was seen. The patient whose vital signs were evaluated to be normal and who had generalized tonic-clonic seizure during examination
was given 10 mg i.v. diazepam treatment was given. Levotiracetam 20 mg / kg intravenous infusion was started. No immediate neurological pathology
was detected in the patient, who underwent brain CT (computed tomography), diffusion MRI (magnetic resonance) and MR (magnetic resonance) and
was consulted with neurology. We was informed that the patient had leukemia diagnosis, received cyclosporine treatment, and was cured a few days ago.
Follow-up intensive care hospitalization was performed. Our aim was to show that cyclosporine, known to be a neurotoxic effect, may be confronted with
only a seizure complaint and that new research on the mechanism of action is needed.

Key words: cyclosporine, seizure, malignancy

baz1 otoimmun hastaliklarin tedavisinde de kullaniimakta-
dir”. Kuru g6z sendromu'®, vernal konjuktivit?, atopik

Giris

Siklosporin; tedavide oral, intravendz ve oftalmik yollar ile
uygulanmaktadir. Oral ¢ozelti ve yumusak jelatin kapsiil
formlarinin yani sira, intravendz inflizyon igin konsantre
cozelti formu da bulunmaktadir. Siklosporinin en &nemli
klinik endikasyonu; transplantasyon sonrasi organ reddinin
profilaksisidir'2. Oral formiilasyondan siklosporin absorp-
siyonu; gastrointestinal kanaldaki safra tuzlarinin varligina
ve pankreatik enzimler tarafindan sindirilmeye baglhidir. Bu
nedenle formiilasyonda siklosporin biyoyararlanimi diisiik-
tiir ve birey i¢i/bireyler aras1 degiskenlik gostermektedir's.
1980 yilinda immunosupresiyon etkinliginin bulunmasi
ile; organ reddi hizinda ciddi bir azalma, basari ile sonugla-
nan nakiller ve artmis hasta uyumu gorillmustiir'+>6,
Immunosupresan etkinliginin yanisira ayrica; romatoid
artrit, psoriazis, nefrotik sendrom, atopik dermatit, uveit gibi

keratokonjuktivit gibi pek ¢ok okiiler hastaligin tedavisinde
yaygin kullanimi bulunmaktadir'-'°.

Siklosporinin terapotik kullaniminda karsilasilan en
6nemli sorun; bobrekler ilizerinde ciddi toksik etkilerin
(nefrotoksisite) goriilmesidir. Karsilasilan diger yan etkiler
arasinda; norotoksisite, hepatotoksisite, hiperlipidemi, hir-
sutizm, gingivalhiperplazi, lenfoproliferatif timor olusumu,
bulanti, kusma ve tremor bulunmaktadir'-!12, Bu olgu sunu-
munda kanser tanisi olan hastalarda, siklosporin kullanimi-
na bagli nobet goriilebilecegini gdstermek amaclandi.

Olgu Sunumu

62 yasinda kadin hasta bayginlik gegirme ve nobet sikaye-
tiyle acil servise bagvurdu. Genel durum orta, apatik, uyku-
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ya meyilli olan hasta post iktal klinik olarak degerlendirildi.
TA(tansiyon):134/79 mmhg, Nabiz:117/dk, satiirasyon:85
%, ates:36,7, glukoz:316 mg/dl, EKG(elektrokardiyogram)
normal siniis ritmi olarak degerlendirildi. Hastane bagvuru-
sundan 10 dakika sonra ilk muayenesi sirasinda tekrar no-
bet geciren hastanin kan gazi analizinde PH:7.4, PC0O2:38.6
mmhg, HCO3:27.2, WBC (white blood cell):11 10%/pl, he-
moglobin:12.6 g/dl, platelet:195 10%/ul. Karaciger ve bdb-
rek fonksiyon testleri normal idi. Muayene sirasinda hastada
goriilen nobet generalize tonik klonik nobet idi. 10 mg i.v.
Dizepam verildi. Levatirasetam 20 mg/kg intravendz serum
fizyolojik i¢inde 30 dk inflizyon yapildi. Sonra idame 20 mg/
kg/giin intravendz dozda levatirasetam infiizyonu baslandi.
Nobet sonrast TA:230/110 mmhg olarak belirlendi. Esmo-
lol tedavisi intravendz baslandi. Hastanin ¢ekilen beyin BT
(bilgisayarli tomografi), diflizyon MR (manyetik rezonans)
ve MR goriintiilemeleri normal olarak degerlendirildi. Beta
bloker (esmolol) tedavi sonras1 TA:150/70 mmhg’a geriledi.
Noroloji ile konsiilte edilen hastada acil ndrolojik patoloji
diisiiniilmedi. Ozgegmisinde hastanin 16semi tanis1 oldugu,
siklosporin tedavisi aldig1 ve birkag giin dnce kiir saglandig
Ogrenildi. Takip amacli yogun bakim yatist yapildi.

Tartisma

Noronal aglarm elektriksel aktivitesinde asir1 artiglara bagli ola-
rak nobet goriiliir'*!. Daha 6nce epilepsi tanist almamig hasta-
da goriilen nobetlerin %6°s1; status epilepticusun ise %9 unun
ilaglara bagli olarak ortaya ¢iktig1 diistiniilmektedir'*!5.

Nobete neden olabilecek ilag gruplar; analjezikler (me-
peridin), anestezik ajanlar (propofol), anti bakteriyel ajanlar
(florokinolanlar), antidepresanlar (bupropion, maprotilin,
trisiklik antidepresanlar), antineoplastik ajanlar (klorombu-
sil), antipsikotik ajanlar (klozapin), kontrast madde, immiin-
stipresanlar ve immiinmodiilatorler idi. (interferonlar)!®!’
Hastamizda siklosporin disinda ndbete neden olabilecek
farkli bir ajan kullanim1 bulunmamakta idi.

1-18 yas aras1 206 vakanin incelendigi retrospektif bir
calismada siklosporin baglanan 17 vakanin altisinda (%35.3)
siklosporine bagli yan etkiler goriildii. En fazla goriilen yan
etkiler hipertansiyon, hirsutizm, gingival hiperplazi, mono-
liasis ve anemiydi'®.Hastamizda nobetle birlikte hipertansi-
yon da goriildii fakat ilk gelis muayenesinde tansiyon 0l¢ii-
mii normal sinirlarda olarak degerlendirildi.

Mendosa ve Tune!>!¢ siklosporin verdikleri hastalarinda
kreatinin yiiksekligi, Kari ve ark.'®?° gingival hipertrofi ve
bobrek tutulumu saptamiglar ve ilacin kesilmesiyle bu et-
kilerin diizeldigini bildirmislerdir. Hirano ve ark.'®2' %45,5
oraninda kronik nefrotoksisite saptamislardi. Hastamizin
bobrek fonksiyon testleri normal sinirlardaydi. Chen LW
ve arkadaslar1 18 yas alt1 hastalarda yaptiklari retrospektif
bir ¢aligmada siklosporinin kronik kullaniminin daha kii¢iik
yaslarda daha fazla ensefolapatiye neden oldugunu goster-

mislerdi*?. Noroloji tarafindan da degerlendirilen hastada
ensefolapati diistiniilmedi. Handreck A ve arkadaslar1 sik-
losporinin parenteral kullaniminin ratlarda nébet esiginde
degisiklik yapmadigini gostermislerdi®.

Bizim vakamizda 2 kez nobet gozlenmis ve ndbet et-
yolojisinin aragtirtlmasinda siklosporin yan etkisi disinda
herhangi bir organik paterni olan nobet diisiiniilmemistir.
Hastanin santral sinir sistemi gorlintiilemelerinde herhangi
bir patolojiye rastlanilmadi. Rutin labaratuvar tetkiklerinde
serum glukozu, serum Na’u normal siirlarda idi, tekrarla-
yan tetkiklerde de degisim olmadi. Hastanin hipoksi oykiisii,
akciger hastaligi bulunmamakta idi. Siklosporinin 36 saate
kadar uzayan yar1 6mriiniin oldugu belirtilmekte fakat birey-
sel farkliliklar gosterdigi bilinmekte idi.

Sonug

Calismamiz ndrotoksik etkisi oldugu bilinen siklosporinin sa-
dece nobet sikayetiyle de karsimiza ¢ikabilecegini gdstermis-
tir. Hem acil hekimleri hem de noroloji hekimleri tarafindan
ndbet etyolojisini belirlerken, santral nedenler ile birlikte ilag
yan etkileri de diisiiniilmeli; bazi ilaglarin, toksik olmayan
dozlarda da olsa nobete neden olabilecekleri unutulmamalidir.
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Ozet

Metotreksat; folik asit analogu ve antagonisti olup, sik kullanilan immunsupresif ajandir. Romatoid artrit hastalarinda uzun sureli ve diistik dozlu olarak kul-
laniimaktadir. Duistik doz MTX tedavisinin hematolojik toksisitesinde anemi, trombositopeni veya I6kopeni durumlari az goriilmesine ragmen pansitopeni
cok daha nadir olarak karsimiza ¢cikmaktadir. Biz burada, MTX kullanimina bagh pansitopeni gelisen olguyu sunmayi amagladik.

Anahtar kelimeler: pansitopeni, metotreksat, acil

Abstract

Methotrexate; Folic acid analogue and antagonist, commonly used immunosuppressive agent. It is used as long-term and low-dose in patients with rheu-
matoid arthritis. Although anemia, thrombocytopenia or leukopenia are rare in hematological toxicity of low-dose MTX therapy, pancytopenia is rarely
encountered. Herein, we aimed to present a case with pancytopenia due to MTX use.

Key words: pancytopeni, methotrexate, emergency

Giris

Metotreksat (MTX); otoimmiin hastaliklar, maligniteler,
dermatolojik hastaliklar ve gebeligin sonlandirilmasinda
kullanilan folik asit analogu ve antagonistidir'. Piirin ve pri-
midin sentezinde rol oynayan dihidrofolat rediiktaz1 inhibe
eder'?. Romatoid artrit (RA) hastalarinda MTX kullanimi
malignite tedavisindeki kullanima gére uzun siireli ve diisiik
dozlu olarak verilmektedir. MTX 1n tipik olarak RA tedavisi
icin kullanilan dozlarda en sik gozlenen yan etkileri, ma-
lignitelerin tedavisinde kullanilan yiiksek dozlarin aksine,
nadiren yasami tehdit edicidir®.

Olgu Sunumu

59 yasinda erkek hasta, halsizlik sikayeti ile acil servise bas-
vurdu. Ozgegmisinde RA disinda ek hastalik yoktu. Hasta-
nin RA tanis1 nedeniyle metotreksat 2.5 mg tablet haftada 1
giin, folbiol tablet haftada 1giin, deltakortil tablet giinde 1
kez kullandig1 6grenildi. Hastanin ilag kullanimi sorgulandi-
ginda son zamanlarda deltakortil ve folbiol tableti kullanma-
dig1, metotreksat tableti ise glinde 1-2 sefer kullandigi 6gre-
nildi. Fizik muayenesinde genel durumu orta, oryantasyon

ve kooperasyon kisitli, biling uykuya meyilli, sklera soluk
ve agiz mukozasi kuru saptandi. Tansiyon: 80/40mmhg, na-
biz:100/saat, saturasyon: %90, ates: 36.2°C idi. Dudakta ve
agiz i¢inde mukozit mevcuttu. Hastanin laboratuar tetkikle-
rinde beyaz kiire 3.8x10%/L, hemoglobin 2.6 gr/dl, trombosit
16.6 x10°/L, iire 83 mg/dl, kreatinin 1.14 mg/dl saptandi.
Hasta metotreksat zehirlenmesine ikincil pansitopeni nede-
niyle dahiliye boliimii ile konsiilte edildi. Acil yogun bakim
tinitesine yatirildi. Kalsiyum folinat 50 mg yiikleme, 6 saat
ara ile 15 mg idame olarak tedavisi acil serviste baslandi.
Hemogram takipleri ile 3 {inite eritrosit ve 1 {inite trombo-
sit siispansiyonu replasmani uygulandi. Replasman sonra-
st hemoglobin: 7.8gr/dl, trombosit: 25x10°/L, beyaz kiire:
3.05x10%/L saptandi, sonrasinda dahiliye servisine yatisi ya-
pilan hasta 8. gliniinde salah ile taburcu edildi.

Tartisma

MTX’m farmakokinetigi olduk¢a degiskendir. Oral uygula-
madan sonra hizla emilir, bir saat sonra serum iist seviyele-
rine ulasir ve %50 oraninda albiimine baglanir’. Bobrekler,
karaciger ve sinovyal sivi da dahil olmak {izere ekstravas-
kiiler kompartmanlara dagilir’. Karacigerde kismen daha az
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aktif bir metabolit olan 7-hidroksi-metotreksata oksitlenir ve
esas olarak bobreklerden ve daha az miktarda karacigerden
atilir’. Eliminasyon yar1 6mrii 5 ila 8 saattir, ancak 6zellikle
ileri evrelerde bobrek yetmezligi varliginda bu siire belirgin
sekilde artar’. Romatoid artritli ve normal bobrek fonksiyo-
nu olan hastalarda, 6nerilen doz haftada 5-7.5 mg ile 15 mg
arasindadir®.

MTX; DNA ve timidilat sentezi iiretimini azaltarak 6zel-
likle oral mukoza, kemik iligi ve gastrointestinal sistem gibi
hizli ¢ogalma ozelligi olan dokulari etkiler*. MTX kullani-
mina bagli mukozit diisiik dozlarda dahi ortaya ¢ikabilmek-
tedir, doz arttirildiginda ise goriilmesi daha olasidir. Muko-
zit ila¢ dozu azaltilmasi, folik asit ve l6koverin takviyesi ile
kontrol altina alinmaya ¢alisilir*.

Pansitopeni, tiim periferik kan hiicre miktarlarmin dis-
mesidir ve ii¢ hiicre grubunun tamami1 normal referans ara-
liginin altinda oldugu durumdur. Pansitopeni, hayat1 tehdit
eden ¢ok sayida hastalik durumu ile iliskilendirilebilir’. Tani
koyabilmek ve uygun tedaviyi segmek i¢in ayrintili anam-
nez, sistemik fizik muayene ve laboratuar degerleri gerekli-
dir. RA tedavisinde kullanilan diisiik doz MTX’a bagl pan-
sitopeni goriilme orant %1-2 gibi diisiik olmasina ragmen
mortal seyredebilmektedir®. Diisiik doz MTX ile miyelosup-
resyon olugmasi, genellikle akut bir hastaligin araya girmesi,
nonsteroid-antiinflamatuar bir ilacin eklenmesi veya degis-
tirilmesi gibi bobrek fonksiyonunun bozulmasi sonucu ile
gergeklesmektedir’. MTX alan hastalar, tam kan sayimi ve
trombosit sayimi ile periyodik olarak izlenmelidir. Kronik
olarak diisiik doz MTX alan tiim hastalarda folik asit ile te-
davi onerilmektedir. Semptomlarina gére 5 mg/giin’e kadar
doz artirtlabilir’. Lokoverin ise yalnizca folik aside yeterli
yanit vermeyen hastalarda kullanilmaktadir®. Bizim hasta-
mizda ise hasta uzun siiredir MTX kullanimi olmasina rag-
men poliklinik takiplerine gitmemesi ve folik asit tedavisine
devam etmemesi nedeniyle pansitopeni tablosunun olustugu
disiinilmistiir.

Sonu¢

Pansitopeni goriilen hastada onkolojik aciller, kanama, en-
feksiyon durumlart mutlaka ekarte edilmelidir. Acil servise
basgvuran MTX kullanan hastalarda pansitopeni ve benzeri
toksik etkilerin ortaya ¢ikabilecegi géz Oniine alinmali ve
rutin kan parametrelerinin kontrol edilmesi gerektigini dii-
siinmekteyiz. Bu hasta gruplarini erken tanimak, erken teda-
vi baglamak mortalite ve morbidite lizerinde etkili olabilir.
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