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ABSTRACT
One hundred and thirty eight (138) patients attending the central pharmacy in Basrah city with a prescription of artane were interviewed. Artane was prescribed to them with either a low doge of trifluperazine (stelazine 2 mg) or chlorpromazine for treatment of personality disorders. While most of them can do anything to get artane from the pharmacy, they did not mind if stelazine was supplied to them or not. The results revealed that these patients abused artane for its euphoric and anxiolytic effects. The average age of patients was 29.1 ± 8.8 years. They came from low socioeconomic areas and more than 80% of them have not completed their primary schools. Artane was well tolerated and the reported side effects were all related to its anticholinergic effect and were generally mild such as dry mouth or blurring of vision. Withdrawal symptoms such as agitation and anxiety which occurred in more than 85% of them were so severe to force the patient to find an additional supply of artane from the black market, the pharmacy or from a user friend. It i s concluded that these patients are dependent on artane. A wide scale community based study should be conducted to explore the extent of the problem. To avoid abuse, treatment with artane should better be avoided before the appearance of extrapyramidal side effects. For those patients who have Signs of extrapyramidal symptoms, the lowest possible dose of artane should be given with a prescription for a short period of time. 
سوء استعمال البنزهسكول ( ارتين): الوضع الحالي ودواعي الاهتمام 
تمت مقابلة 138 مريضاً من المرضى الذين يراجعون الصيدلية المركزية في البصرة وبصحبتهم وصفة للارتين. ووصف اليهم الارتين اما مع جرعة واطئة من الترايفلوبيرازين (ستيلازين 2 ملغم) او الكلوربرومازين لمعالجة اعتلال الشخصية, وعلى الرغم من ان معظمهم يفعلون ما بوسعهم للحصول على الارتين من الصيدلية فهم لا يمانعون اذا مازودوا بالستلازين ام لا. وقد اظهرت النتائج بان هولاء المرضى يسيئون استعمال الارتين لتأثيراته المنعشة والمزيلة للقلق وكان معدل اعمار المرضى 19,1± 8,8 سنة وهم من مناطق ذات مستوى اجتماعي واقتصادي واطئ وان اكثر من 80% منهم لم ينهوا دارستهم الابتدائية. واظهرت النتائج ان درجة تحمل الارتين جيدة وان جميع التأثيرات الجانبية كانت ذات علاقة بالتأثير المضاد للكولين وهي بصورة عامة طفيفة مثل جفاف الفم او غشاوة البصر اما الاعراض الانسحابية مثل الهيجان والقلق والتي حدثت في اكثر من 85% من المرضى, فقد كانت شديدة لدرجة انها اجبرت المرضى للبحث عن مصادر اضافية للارتين من السوق السوداء او من الصيدلية نفسها او من صديق يستعمل الارتين. وتوصلت الدراسة الى ان هؤلاء المرضى معتمدين على الارتين وان دراسة واسعة للمجتمع يجب ان تجرى للتعرف على حجم المشكلة ولغرض تجنب سوء الاستعمال يجب تحاشي المعالجة بالارتين قبل ظهور التاثيرات الجانبية من نوع خارج الهرمية. اما المرضى الذين لايمكن تحاشي ظهور الاعراض خارج الهرمية عندهم فيمكن اعطاء اقل جرعة ممكنة من الارتين ولفترة قصيرة 
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D
rug abuse is a common worldwide problem which varies from one community to another, however, the drugs or substances that are commonly abused include alcohol, solvents, cannabis, amphetamine, opiates, cocaine, LSD, barbiturate, and diazepam.[1] The reason for abuse are attributed to euphoriant, sedative or stimulant effects of these drugs or substances.[2] Benzhexol (artane) is a centrally acting antimuscarinic drug  indicated for the treatment of parkinsonism and as adjunctive medication to control extrapyramidal side effects of phenothiazine in schizophrenic patients.[3] There is an increasing concern that schizophrenic patients are abusing benzhexol (artane) for its euphoriant effect.(47) The present study was designed to investigate the pattern of use of artane with special emphasis on patient characteristic.
PATIENTS AND METHODS 
A simplified questionnaire form was prepared which covered patient’s age, gender, address, diagnosis, information about using artane such as daily dose, duration, benefit and side effects. Interview of drug users was piloted before final modification. Patients recruited for the study were among attendants to a pharmacy (Balat Al-Shuhada) exclusively responsible for dispensing anti-psychotic drugs for outpatients in Basrah province. Most clients of the pharmacy are patients having prescriptions from psychiatrists. The study was performed between January 1996 and June 1996. Each individual was interviewed separately by the author (JH). The study was approved by a local ethical committee and a verbal consent was obtained from participants after explaining the study to them and assuring them that their information are confidential and used for the purpose of the study, with an emphasis that a direct benefits to the patients may not be guaranteed. Age and address of patients were taken from personal official certificates. Information from relatives of some of the drug users were also obtained and checked against information provided by the drug user themselves.
RESULTS 
One hundred and thirty eight (84%) of the 165 artane users approached, agreed to be interviewed. They were diagnosed by their psychiatrists as having personality disorders. Established cases of schizophrenia, patients with Parkinsonism or suspected drug dealer were excluded from the study. The mean age of the studied population was 29.1 ± 8.8. One hundred eighteen were males and 20 were females. The majority of patients (127) Iive within 10 Km distance from Basrah city center and the rest (11 patients) live in the periphery. Eighty of them (58%) were self-employed as ordinary workers and 13(9.4%) were unemployed. The 20 women who were interviewed were all housewives. Eighty three (60. 1%) have not completed the primary school and were just able to read and write. Thirty two (23.2%) were illiterate. Twenty (14.5%) were at secondary school while only 3 (2.2%) were a university students  (table-1). 

Table  1.   Characteristics of drug users


	Parameters
	Number
	Percent

	Residency

	Within 10 Km from city center
	127
	92.2

	periphery
	11
	8

	Occupation

	Self-employed (ordinary worker)
	80
	58.0

	House wife
	20
	14.5

	Unemployed
	13
	9.4

	Soldiers
	5
	3.6

	Coach driver
	5
	3.6

	Students
	5
	3.6

	Government employee
	5
	3.6

	Policemen
	4
	2.9

	Teacher
	1
	0.7

	Level of education

	Primary
	83
	60.1

	illiterate
	32
	23.2

	Secondary
	20
	14.5

	College
	3
	2.2


Gender                                                                   118 males / 20 females   
Mean  age                                                               29.1 ± 8.8  (range   17-50 years)

All drug users felt relaxed, calm, cheerful, sociable, tolerant, alert and competent. These effects continued for few hours after the ingestion of the tablet (table-2). Eighty seven (63%) have not reported any side effect to the use of artane, while dry mouth reported by 30 (21.7%), blurred vision by 10 (7.2%). Other side effects such as anorexia, nausea and impotence were also reported (table-2). When drug users run out supply of artane, various withdrawal symptoms were reported by them. Agitation in 75 (52.2%), anxiety in 50 (36.2%), and tremor of hands in 6 (4.3%). Other symptoms were also reported such as headache, sweating, and peripheral numbness. Three of them (2.2%) had no effect when their supply of artane had run out and behaved normally until they had the drug again (table-2). 


Table  2. Effects, side effects and symptoms of withdrawal of benzhexol (artane)

	Parameters
	Number
	Percent

	A. Desirable effects

	Feeling relaxed, calm cheerful, alert, competent an tolerant
	138
	100.0

	 B.  Undesirable effects

	No effects
	87
	63.0

	Dry mouth
	30
	21.7

	Blurred vision
	10
	7.2

	Tremor
	4
	2.9

	Nausea
	3
	2.2

	Anorexia
	3
	2.2

	Impotence
	1
	0.7

	Mixed
	4
	2.9

	C. Withdrawal effects

	Agitation
	72
	52.2

	Anxiety
	50
	36.2

	Tremor of hands
	6
	4.3

	Sweating
	3
	2.2

	Headache
	3
	2.2

	No effect
	3
	2.2

	Numbness (peripheral)
	1
	0.7

	Mixed
	7
	5.1




An additional supply of drug was obtained from the black market by 61 patients (44.2%). Fifty (36.2%) of them had another supply from Balat Al-Shuhada pharmacy by a prescription from a psychiatrist, 20 patients (14.5%) obtained artane from a friend using the drug. Two drug users (1.4%) had supply from remote sources outside Basrah  city. Five (3.6%) did not care until an easy supply of artane became available (table-3).


 

Table 3. The main source of getting benzhexol (artane) when the supply of the drug is running out 

	Parameters
	Number
	Percent

	Black market
	61
	44.2

	Balat Al-Shuhda pharmacy (by repeated prescriptions)
	50
	36.2

	A friend using artane
	20
	14.5

	Do not care
	5
	3.6

	outside the city of Basrah
	2
	1.4







When asked about the history of drug intake for the first time, 75 drug users (54.3%) had the drug being prescribed by a psychiatrist. The patient’s response to a question on the history of using artane; twenty five patients (18.1%) started in jail, 25 (18.1%) from a user friend, 13 patients (9.4%) during military service (table-4).


Table  4. history of the first intake of benzhexol (artane).

	Parameters
	Number
	Percent

	Prescribed by a doctor
	75
	54.3

	In the jail
	25
	18.1

	Given by a friend using artane
	25
	18.1

	During military service
	13
	9.4




The mean number of artane (5 mg) tablets taken daily was 3 ± 2. Seven patients (5%) chewed the tablet while the rest swallowed it with water. The mean duration of artane use was 5.8 ± 5 years (range 2 months - 17 years). When artane users were asked about their preference to available trade names of benzhexol (Artane, S, Lederle), and (Parkizol 5 mg, Al-Hikma Pharmaceuticals, Jordan), and also to procyclidine (Kemadrine, 5 mg, Wellcome, UK). Parkizol came first, followed by artane and kemadrine was the least preferred (table-5).  Most of the artane users did not drink alcohol (80%), while 20% did. 


Table  5. The pattern of use of benzhexol (artane)
Mean number of tablets (5mg) /day                                                      3.1  ± 2.1
	Parameters
	Number
	Percent

	Ways of artane intake

	Swallowing the tablet with water
	131
	94.9

	Chewing
	7
	5.1

	Alcohol intake

	No
	111
	80.4

	Yes
	27
	19.6

	Preference of artane and other related drugs

	Parkisol (benzhexol, 5mg, Jordan)          
	First choice

	Artane (benzhexol, Lederle, UK )            
	Second choice

	Kemadrine (Procyclidine, Wellcome, UK) 
	Third choice


Mean duration (years) of drug intake                                                    5.8  ± 5.0
 
DISCUSSION 

The idea of this study came from a daily observation of a long disorganized cue of patients at the Balat Al-Shuhada pharmacy demanding artane. They were markedly anxious about getting supply of the drug; and the more agitated patients, in order to attract attention and sympathy, cut their abdomen skin or hand with a small razor. One patient threatened to swallow a razor and holds the staff of the pharmacy responsible for not supplying him with artane. Studies in the form of an Interview are commonly used to obtain experiences and views of drug abusers.[8,9] Reliability of information provided by artane users is unavoidable problem, however, information assuring reliability and validity of self-reports of addicts are accredited by some researchers.[10] This study revealed that artane abusers are young,  predominantly male and of low Socioeconomic and educational levels. Such characteristics are common to all drug or substance abuser.[1,8] It has been noted that the majority of artane user live near the city center; these people can make themselves available at the pharmacy almost every day to check for the availability of artane and with equal ease can contact their drug user friends to attend at the appropriate time. User of artane found the drug an easy and cheap way to alleviate their mode and to relieve stress and tension. The low profile of artane side effects was found tempting by users to keep them taking the drug. The reported dry mouth or blurring of vision can be accepted as a cheap price for euphoria. Blurring of vision is due to direct anticholinergic effects of artane. More dangerous alteration in vision could result from increased intraocular pressure which should always be considered particularly in long term uses.[11] It is not clear whether the observed withdrawal symptoms such as agitation and anxiety reported by artane users reflected an abstinence state of artane or probably related to their original disease (personality disorder) which is suppressed by continued artane use. However, when the supply of artane run out these symptoms were so severe to force the patients to find a supply of the drug. The patients first attempt to get the drug supply from the black market although the price was relatively high; for example, a sheet of 10 tablets of artane (5 mg) is around 1500 ID (approximately $1.5). Getting the drug from the Balat Al-Shuhada pharmacy using more than one prescription of different patient’s names is an alternative way to increase artane supply. Interestingly, some of the artane users chew the tablet if immediate response is required. It is also interesting that among two different trade names of benzhexol (5 mg), drug users preferred Parkizol (Al-Hikma Pharmaceuticals, Jordan) than artane (S, Lederle). One or at most, two tablets of parkizol was described adequate by most drug users to achieve a level of relaxation and euphoria, a similar dose of artane (S, Lederle) cannot do so. The least preferred was procyclidine (Kemadrine, 5mg) which is structurally related to artane. Differences in activity might reflect pharmaceutical and bioavailability factors. Antimuscarinic drugs are widely used to control extrapyramidal side effect of phenothiazine medications. It has been found in one study that half of those receiving neuroleptic drugs were also treated with antimuscarinic drugs such as artane.[12] Data on the use or abuse of artane in our locality is lacking. Researchers has reported that  schizophrenic patients were probably abusing artane in the past but nothing was known about such abuse until the first case report of Bolin in 1960.[13] That report was then followed by many case reports on artane abuse.[4,5,7]. In the present study, artane abusers were patients suffering from personality disorders. Their regular treatment was low doses of trifluperazine (stelazine capsules 2 mg) or chlorpromazine. Surprisingly, benzhexol (artane) or procyclidine (kemadrine) was given routinely to them before the appearance of extrapyramidal side effects. Most of them discovered after a short period of time that they are no more in need of trifluperazine while continuously using artane. We have noticed also that the patients did not care if trifluperazine or chlorpromazine written in their prescription was not supplied to them by the pharmacy. Symptomatic improvement in patients with personality disorders can be achieved by targeted psychopharmacology of low dose neuroleptic (chlorpromazine, haloperidol). Such low doses rarely required adjunctive treatment of benzhexol (artane) or procyclidine (kemadrine).[14] These antimuscarinic drugs have also been shown to reduce the efficiency of antipsychotic treatment.[15] It is concluded from this study that there is dependence on artane and other related compounds. More strict criteria should be practiced in prescribing anti muscarinic drugs and should be restricted to patients with phenothiazine induced Parkinson side effect that cannot be controlled by Lowering the dose of the offending drugs. In those patients already on artane or related drugs, a supervised reduction of the daily dose may be attempted. For those patients who inevitably having signs of extrapyramidal symptoms, the lowest possible dose of anti muscarinic drugs should be given wi th a prescription for a short period of time. 
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