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TiekDr ugs ® phar macokinetics changes i n
Author (s):Khajenaby Fatemeh Zabihi Ebrahim
AddressCellular & Molecular Research Center, Babol University of Medical Sciences, Babol,

Backgrounds & Objectives:

Unfortunately the opiates dependents percentage in Iran population seems to be high.
pharmacokinetic change# iaddicts could potentially lead to other drugs either toxicity
inefficacy. In this study we aim to investigate the pharmacokinetic changes reported in
addicts.

Methods: All available medical resources including online databases such as Blg
SceinceDirect®, GoogleScholar® and pahramcology/psychology texts since 1965,
intensively reviewed and the relevant full texts retrieved. The presented data were pulled/g
and weighted against each other.

Results:

From 116 found related papgein electronic resources, only 7 papers had focused on
pharmacokinetic changes in addicts. Methadone had showed a retarded absorption rat
volume of distribution (Vd), lower clearance (Cl), and higher half life time (t1/2) compare ¢
addicts. Also because of faster aminoglycosides elimination in addicts, higher doses than s
regi men have been recommended in these p
be decreased and its t1/2 increased in opiate addicts. In ieevedvpharmacological texts, t
potential for drugs pharmacokinetics changes due to opiate addiction (mediated by thg
terms pathophysiological side effects, e.i. producing malnutrition, lean body weight de

sl ower GI motilictddé) have been pred
Conclusions:
It seems ¢t hat despite of great l'i kel i ho

there is a little information in this field globally. Considering the high percentage of oj
dependents in Iran, it is highly recommeddo investigate the basic pharmacokinetic param
of clinically important drugs in these patients.

Keywords: PharmacokineticAddicts, Dependence, Opioids, Narcotics
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Titel: CYTOPENIA IN PATIENTS WITH CARBAMAZEP IN AND VALPROIC ACID
OVERDOSE

Author (s):Bita Dadpour, Reza Afshari

AddressMedical ToxicologyResearcltCentre, Mashhad University of Medical Sciences

Objectives: Carbamazepin and Valproic acid are two anticonvulsant agents and their use i
suicidalattempt is relatively commonmg a review of more than 5000 patients suicides,
anticonvulsants were implicated in 8.2% of cagemrbamazepin and Valproic acid in overdose
therapeutic doses have some adverse effects include cardiovascular, hematdlogigralogic
effects. Bone marrow suppression seem to be due to either Carbamazepin overdose or the
doses and prevalence of aplastic anemia is 2 in 1000000 and for agranolocytosis is 2 in
1000000.3%5 days after active and sever overdose of Vatpaoid bone marrow suppression
(pancytopeniaMay be occurred. This effect is returned to normal after few days.
Methods: We study on all of the patients with Carbamazepin overdose,Valproic acid overd
and Paracetamol overdose that were admitted iopioig ward from September 2008 to march
2009.and these patients divided to 3 groups: Carbamazepin overdose,Valproic acid overdg
Paracetamol overdosejtopenia is not a side effect of Paracetamol ove)doB€ diff test is
done in 56 cases of Carbame@in overdose and Valproic acid overdose and in 56 cases of
Paracetamol overdose that had age and sex equal to cases of Carbamazepin and Valproic
overdoseGender, age, drug dose, coingestion, general state and vital sign of patients are
considered.

Results: In post hot evaluation: difference of white cells in 3 groups was meaningful.
Carbamazepin had more high level white cells than Valproic acid (0.015) and Paracetamol
(P=0.006). Difference of lymphocyte count in 3 groups was meaningful. Carbambadgdasser
level of Lymphocyte count than Paracetamol (P=0.009) and Valproic acid (P=0.017) and
Paracetamol and Valproic acid had no meaningful difference. Difference of Neutrophil cour
group was meaningful (P=0.032).Carbamazepin had higher lew#idg&il than Paracetamol
(0.013) and Valproic acid (P=0.029) and there was no meaningful difference in Platelet cou
between 3 groups.
Conclusion: in first and second days of admit in cases with Carbamazepin and Valproic ac
Paracetamol overdos@e, Carbamazepin overdose cases neutrophilly and relative Lymphope
were more common than cases of Valproic acid and Paracetamol overdose and there werg
Thrombocytopenia in these days and it seems that cytopenia will occurred in last days.
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Titel: Methadone Aided Opium Detoxification in a 2.5 YearsOIld Girl
Author (s): Bidaki, Reza.sedaghati,Mahsa.Hakim shoshtari,Mitra Ahmadkhniha,Hamidreza
AddressMedical science university of Iran

Abstract

Detoxification of childrenwho are born from substance dependent mothers or those wik
substance dependent themselves as a result of abuse by their family is a major concern. T
describes withdrawal symptoms and the way of abstinence in a 2.5 years old girl w
dependent to opiates. It was interesting that she did not have any withdrawal symptoms
months old, the time that she had breast feeding. After that she was given opium for ne
years to calm down and to

suppress her agitations and cries whidrevsymptoms of opiate withdrawal.. Methadone a
opium detoxification was started for her and after 65 days she left the hospital with no syr
of withdrawal syndrome.
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Titel: Acute Liver toxicity treatment by isolated hepatocytes and haemosorbtion

Author(s): Eka Kurdadze;Nino Lobdjanidze; Nino Javjanidze; Givi Kacitadze; DaVipuria.
AddressDepartment of Critical Medicine and Clinical Toxicology, Thilisi State Medical University

The most streful factor of nature is increasing of chemical process, thet's a great da
human health system and most of all for liver, because this organ is Changing metabollig
product.

In the experiment the test was conducted with usage of MibhVistar Line white lab rats wit
weight 170200 g. Experiment passed under etbtyler mask anesthesia. During tree days ani
had gastral probe once per day 20%I€@il liqvid (olive oil) peroral _ 0.5ml, 100gr.The animg
were divided in four greps. The animals of the first group after creation of the model are
examination without treatment. The animals of Il group in the conditions of ethrdstee mask
narkozis after three days of modeling was madetone hemosorbtion. In 1ll group anals the
conditions of ethyleneester mask narcosis after three days of modeling occurred transpla
of isolated hepatocytes, IV group animals the conditions of ethyéster mask narkozis as w
as Il group animals were made one time hemosorbtFurthermore as well as in 11l grol
animals was conducted transplantation of allogenic live isolated hepathocytes.
Out of modeling liver sharp shortage on73day all animals of the control group die
Haemosorbtion detoxication treatment diéd70%, tansplantation treatmerit 26%. And
combined method of live isolated hepathitis with usage of hemosorbtion method28%d The
main reason of death was the liver sharp toxic shorgate.

According to current experimental and clinical data the principfegeatment of liver toxig
illness : liquidation of ethiological factor; retention of the organism metabolism on such neg
level which provides the organ function recovery and stimulation of reparation processes
sick liver. Complex method ofd¢atment which unites hemosorbtion and cellular transplant
on one side will provide metabolism and hemodinamics timely category. And on the other §
reparation regeneration stimulation of the sick organ in the rather short period than in
separation.

Key words: Liver, transplantation, hemosorbtion
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Titel: The rare case of acute intravenous intoxication by copper sulfate
Author(s): G. Katsitadze, S. Kutubidze, M. Thandilashvili, S.Kharatishvili,
M.Juruli, L.lashvili

Address Department of critical and emerjency Medicimbilisi State Medical University

The cases of intoxication by copper sulfate (CuSO4) is known in the countries where tk
vitalculture is developed becauthe copper sulfate is used there as a pesticide. Despite 0
this there are describtions of poisoning by copper sulfate when the way of intoxication
traditional, ingestive. Poisonings usually are accidentally or suicidal in nature. But our cag
is obsdute unique because the copper sulfate was leaded in intravenous to get to suici
mode.

The case is about a 21 yedd man who is pharmacist by proffesion. He was scared by
the depression and in the end consumed with suicidal intensideaded in 5 rh
concentrate solution of copper sul fate
called for Emergency brigade who took the patient to clinical hospital of the Thilisi staté
university where he was placed in a poisoning department.

With placinghim in hospital he was under deep stress and suffered from vomiting, nast
pain in the legs, vertigo. After objective examining an injection on the left arm near th¢
elbow and hiperemy were drawing attention. As vital functions were satisfactional exef
mere hypotension, the treatment of the patient went in the poisoning department.

The treatment was delivered by the walbwn methods where the priority is the eshbt
therapy. Thiogamma and thiosulfate of natrium were prescribed for the treatment.

Along with above mentioned forced diuresis and symptomatic therpy were held to th
patient. Despite of this, acute respiratory failure (adult respiratory distress syndromg
developed on the third day. The marks of toxical hepatopathy and expressed, Added to t
acute hemolisis and above mentioned phlebit locally appared.

So in this case all the symptoms of acute intoxication by copper sulfate expressed. T
only indication which is not typical for the acute peroral intoxication by copper sulfate was
the fast degloping of adult respiratory distress syndrome,what can be explained by th
direct influence of copper on the alveolar capillary membrane.

The patient was treated by the complex treatment and was left the hospital in a wg
condition of health.

Once morewe would like to note that the case is unique for its intravenous intoxication.,
Autors would be glad to receive information about analogical cases.
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Titel: An episode of Fooeborne botulism involving 3 patients in Mashhad
Author(s): Reza AfshariSeyed Mostafa Monzavi
AddressMedical Toxicology Research Centre, Mashhad University of Medical Sciences

Background: Foodborne botulism is a rare but serious disease caused by ingestion of
neurotoxins produced as a resafithe growth of the bacterium Clostridium botulinum in foods
before consumption. This report provides a description of the 3 cases of this disease who &
to clinical toxicology ward of Mashhad Imam Reza Hospital, on April 2010.

Findings: Three famyl members (12 yeanld girl, 56 yeatold and 71 yeaold female adult),
two days after eating a kind of pasta salad consisting of suspected home preserved pickleg
experienced nausea, mild diarrhea, diplopia and vertigo. Then they suffered from progress
bilateral descending muscle weakness resulting in the loss of head control, dysphagia, gen
weakness and difficulty in breathing. Eventually two of them experienced respiratory failurg
immediately intubated in emergency ward. On examinatigay, were afebrile and conscious
while two of them were not able to open their eyes and had difficulty in communication. De
tendon reflexes were also diminished but plantar reflex was flexor symmetrically.

As botulism was implicated, the patients weneegi of trivalent botulinum antitoxin
intravenously. Although laboratory testing showed no evidence of Clostridium botulinum to
antibody or spore, the diagnosis was confirmed as patients answered dramatically to
administration of the antitoxin.

Conclusia: Public health professions should be aware of the diagnosis, treatment and ¢
of food-borne botulism that is a rare but may cause serious complications and even death ¢
respiratory arrest.

Keywords: botulism, Clostridium botulinum, foodbornsehse
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Titel: Encephalopathy due to wasp sting (case report)
Author(s): Reza AfshariSeyed Mostafa Monzavi
AddressMedical Toxicology Research Centre, Mashhad University of Medical Sciences

Background: Athough severe allergic reactions following wasp stings are-kmellvn but
systemic manifestations are rare. In August 2009 a 23oldaman was stung by a wasp a
became confused. He then experienced one episode of seizure and felt in coma for adnanst
After relative regaining of consciousness, he started to act in a psychotic manner and hag
movements in his tongue and lower limbs. He referred to clinical toxicology ward of Ma
Imam Reza Hospital.

Findings: On examination the patientsvdrowsy and opened his eyes to verbal stimuli
staring at a point. No fever and cervical stiffness were detected. Right plantar reflex wag
extensor and the left was flexor. Investigations showed high CPK, LDH, SGOT and SGPT|
CSF was normal Immunologic assessments such as serum albumin, ANA, Anti HIV, VDRL
serum complements showed no abnormality. The significant finding was high serum IgE I¢
brain CTscan, widening of sulci and generalized edema and in brain MRI, beginningho!
abnormal cortical singnal interstities in both hemispheres, sequel of probable encepha
prominence of basal ganglia were seen.

Conclusion: Previous studies proved that biogenic amines and toxic peptides which ha
derived from wasp stingare neurotoxins. The mechanism by which they might produ
neuronal lesion, however, remains a mystery. High IgE level of our patient may
immunologic reaction as the responsible.

KEYWORDS: Wasp sting, Encephalopathy, immunologic reaction
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Titel:ACID -BASE DISTERBANCES IN PHENOBARBITAL OVERDOSE
Author (s):Bita Dadpour, Reza Afshari.
AddressMedical Toxicology Research Center, Mashhad, Iran

Objective: overdose with Phenobarbital (PNB), is a sedative hypnotic, is relatively comn
Iran (1). AcidBase disturbances and in particular respiratory acidosis frequenupetavith
PNB overdose. Metabolic acidosis could also theorically happen in higher doses as PNB
weak acid. In addition, hypoxemia and hypotension could lead to hypo perfusion in PNB o
and result in metabolic acidosis. We aimed to study-base disturbances in PNB overdose.
Methods: all patients with PNB overdose admitted to Medical Toxicology Centre bet
September 2005 and September 2009 were studied retrospectively (247. dasesg these
cases, just for 56 subjects both PNB selewmel and blood gas was available in at their admiss
Results: The patients mean (SD, mmaXx) age wa22(9, 1446) years and 29 cases (54%) w
male . Pupil size in 29 cases (54%) was mydriasis, in 6 cases (11%) was midsize and in
(35%) was notic. Among them, 16 cases (30%) were dialyzed, 9 cases (17%) were intubal
2 cases (4%) were expired. 30 cases (56%) were confused. Pulse rate was 9A5)3
respiratory rate was 17(740), systolic blood pressure was 101(13]30), diastolt blood
pressure was 65(8,9D), temperature was 36(0.7538), blood sugar was 100 (36,-853), and
creatinine phosphokinase was 1641 (19, 52, 29000), sodium was 139-(Bfj, potassium wa
4 (2, 35.5), creatinin was 0.8 (0.2, 0429 and BUN of srum was 18 (22,-165). For cases wit
serum PNB level of more than 100, metabolic acidosis was significantly more sever
P=0.030 and HC& P=0.001). Also respiratory alkalosis is significant too.

Conclusiornt In addition to PNB serum level, metalochcidosis could be considered as predic
index of severity of poisoning
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Titel: Mini review: Toward understanding the possible mechanism of antiepileptic drugs
teratogenicity

Author (s)Etemad L, Moallem SA ,Moshiri M

Adress TToxicology & Pharmacodynamy department, School of Pharmacy, Mashhad Univel

Medical Sciences, Medical ToxicologResearctCentre

Introduction:

Approximately 1% of all pregnancies are in woman with epilepsy. Many pregnant wake
antiepileptic medications, and concern has arisen about the risks this poses to the fetus. It
debated whether the causative agent is the medication or the underlying maternal disorder
Discussion:

Uncontrolled tonieclonic seizures are poteallly harmful to the mother and, although there is
enough evidence, are generally also believed to be more dangerous to the fetus than(ant
drugs) AEDs use during pregnancy. However, the teratogenicity of antiepileptic drugs is
defined sibject. The incidence of major malformations in offspring of mothers with epilepsy
were treated with AEDs is higher than untreated women with epilepsy and in the ¢
population. These malformations include spina bifida, cleft palate, limb reduletfents, cardia
abnormalities, hypospadias, and gastrointestinal atresia.

The strict mechanisms by which the AEDs mediate abnormalities in the fetus are uncert;
there are several hypotheses to explain them. The most important of them areclfizde
actions, ischemia, neuronal suppression, reactive intermediates (e.g., free radicals), ar
induced neuronal apoptosis
Conclusion:

Knowledge about the mechanisms of AlEflated abnormalities is of vital importance in the @
of epileptic womenrad their offspring.

Keywords: Epilepsy, Antiepileptic drug, Teratogenicity, Mechanism
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Titel: Intravenous High Dose Steroids: a New Therapeutic Approach in Toxic Optic
Neuropathy due to Methyl Alcohol

Author (9: Majid Abrishami, Mojtaba Abrishami , Mohammad Khalife, Moussa Shoayb
AddressEye Research CenteBSchool of Medicine Mashhad University of Medical Sciences

Materials and Methods: In an interventional case series, 6 patients were included inytigthty
a history of sudden visual loss after an ingestion of handmade drinks. Patients receiveg
intravenous methyl prednisolone every 6 hours for four days, and continued by oral predr
1mg/kg for ten days. BCVA, OCT, fundus photo, and comptgtethalmologic exam of th
patients were taken before the treatment and three months after treatment.

Results: All the patients were male and none of them was female. Mean age was 26.3
Mean BCVA before the treatment was 0.86 + 0.08 in right &) @nd 0.93 = 0.1 in left ey
(LE) in logMAR scale.4 patients show nerve fiber layer edema as a white density in perip:
area. After the treatment, mean BCVA in right eye was 0.331£0.18 and in left eye was 0
and was significantly different (8008 and p=0.003). Mean macular thickness and CDR wg
different.

Conclusions: Intravenous high dose methyl prednisolone may have potential benefits
treatment of methanol optic neuropathy.

Keywords: Steroids, Neuropathy, Methyl Alcohol
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