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Abstract

Modern therapy has changed the way that the diseases are controlled and has brought significant benefits to life, as it reduced morbidity and mortality rates. In spite of all the benefits, adverse drug reactions (ADR) are a common, often preventable cause of illness, disability and even death, and they had become a major problem of the health system. The voluntary, spontaneous reporting system for suspected adverse drug reactions is the main method for detecting rare, unexpected side effects of the drugs. The usefulness of this method may be compromised if the reporting rate is low.

Our study was designed to assess the attitude of the physicians towards the adverse drug reactions reporting system and the factors that cause under-reporting.

Rezumat

Terapia modernă a schimbat modul în care bolile sunt controlate şi a adus beneficii semnificative vieţii, având ca rezultat reducerea morbidităţii şi a mortalităţii. În pofida tuturor beneficiilor, posibilitatea apariţiei reacţiilor adverse la medicamente constituie o cauză comună, deseori previzibilă, de boală, disabilitate, şi chiar moarte, devenind o problemă majoră a sistemului de sănătate publică. Sistemul de raportare spontană a reacţiilor adverse la medicamente este principala metodă de detectare a reacţiilor adverse rare şi neaşteptate, şi a factorilor ce contribuie la apariţia acestora. Utilitatea acestei metode este însă compromisă dacă nivelul raportărilor spontane este scăzut.

Studiul nostru îşi propune să determine atitudinea medicilor practicieni faţă de sistemul de raportare spontană a reacţiilor adverse la medicamente şi cauzele nivelului scăzut de raportare.

· spontaneous reporting system

· adverse drug reactions (ADR)
INTRODUCTION
The drugs safety profiles are dynamic and they are established in time by strict analysis of all data regarding connected issues. The main concern of pharmacovigilance is to detect new adverse drug reactions (ADR) by clinical nature, severity and frequency, as early as possible and with minimum patient exposure. Although efforts for rational drug use are constantly made in order to decrease the frequency of adverse drug reactions, numerous studies have demonstrated that the incidence of ADR leading to patient hospitalization is 6.7%, the percentage of fatal side effects being 0.3% of all hospitalized patients [1,2]. Adverse drug reactions represent a serious issue of the drug therapy, a major concern of the public health system and an economic burden [3].

In the past decades, spontaneous reporting systems were used for continuous, systematic surveillance for ADRs, monitoring the safety of drugs after marketing and offering a fast and cost-efficient method for detecting ADRs. Inside this system, physicians report suspected the associations between adverse reactions and drugs to a National or Regional Pharmacovigilance Center, on a voluntary basis.

Unfortunately, in Romania, this system is poor since 351 ADR had been reported in 2006 at the National Pharmacovigilance Centre (NPC) within the National Drug Agency (NDA), compared with 20648 ADR reported in France and 20410 in England in the same year. The factors that cause this considerable degree of under-reporting of ADRs in Romania must be studied and understood, as this would enable the National Pharmacovigilance Center to take the appropriate measures to increase the reporting rates. 

Previous similar investigations had been conducted in many other countries, in order to study the attitudes among the health care professionals towards the voluntary reporting of ADRs and the reasons for indifferent attitude of the prescribers regarding ADR reporting. Insight into the reasons for under-reporting had found causes such as non-perception of the importance of the individual contributions to the knowledge of drug safety, uncertainty that an observed reaction is really due to an ADR, lack of time, lack of interest and awareness, or the fact that the reporting system is too complicated [4-7].

The current survey was made to assess the Romanian physicians’ attitude towards voluntary reporting of ADRs, to study the factors involved in their decision for reporting or not an ADR and their knowledge regarding which ADR is essentially to report.

Method

Several main hospitals in Cluj-Napoca were selected for the study. The health care professionals in the selected hospitals included general practitioners (GPs), medical specialists (MSs – internists, cardiologists, anesthetists, rheumatologists, gastroenterologists, neurologists, and psychiatrists), surgical specialists (SSs) and pediatric specialists (PSs). A knowledge and attitude questionnaire was designed. The pharmacists from the Drug Information Research Center (DIRC) made announced visits to each selected hospital during the morning report. The participant physicians were kindly asked to answer the questionnaire. All questionnaires were replied anonymously with regard to their names but they were asked to write their qualification and the time passed since specialization. The questionnaire was similar with a questionnaire used in an attitudinal survey of voluntary reporting conducted by Eland et al. in 1997 in The Netherlands. Our questionnaire contained questions about whether or not the physicians are familiar with the national spontaneous reporting system in Romania and if they had ever reported an ADR. Further, if they had reported ADRs, to whom they had sent the report, and if not, they were asked for the reasons of non-reporting. In order to assess their knowledge about ADR, they were asked to choose from several hypothetical adverse reactions which they would report. The hypothetical questions included serious and less serious adverse drug reactions, ADR to a new drug and ADR to a well established drug, ADR described in the Summary of Product Characteristics and a newly discovered ADR. 
RESULTS AND DISCUSSION
A total of 200 questionnaires were distributed, 1 was returned empty, 27 were incomplete, and 172 were complete (86%). All analyses were therefore made based on the 172 filled in questionnaires. From the responders, 99 were MSs, 47 were GPs, 18 were SSs and 8 were PSs. The responders had worked, on average 11.69 years in their profession and their average age was 37.25 years. Of the responders, 127 (74%) were women and 45 (26%) were men. 

117 (68%) responders from the total number of physicians stated that they are not familiar with the Romanian national spontaneous reporting system (SRS), whereas only 55 (32%) physicians stated that they are familiar with this system. 

From the 55 responders who stated that they are familiar with the spontaneous reporting system, 10 were SSs out of a total of 18 SSs, 17 were GPs out of 47 GPs, 25 were MSs out of 99 MSs and 3 were PSs out of 8 PSs. 

Out of the 55 responders that are familiar with the national spontaneous reporting system (SRS), 31 had never reported an ADR in case they had diagnosed one, 17 reported the ADR to the National Pharmacovigilance Center (NPC) within the National Drug Agency, 3 reported the ADR to the pharmaceutical industry, 7 documented the ADR at the Drug Information Research Center from the University of Medicine and Pharmacy in Cluj-Napoca, and 3 had been reported to the NPC, too. The percentage of GPs that reported the ADR to the National Pharmacovigilance Center was higher compared to the specialists (Table I).

Table I
Number (%) of medical practitioners who are familiar with the national spontaneous reporting system of ADR and had reported or not an ADR

	Medical practitioners
	Total number of physicians who are familiar with SRS
	NPC
	Pharmaceutical Industry
	Drug Information Research Center
	Had not reported

	Overall
	55
	17 (31%)
	3 (5.4)
	7* (12.7%)
	31 (56%)

	General practitioners 
	17
	8 (47 %)
	1 (5.8%)
	2* (11.7%)
	7
(41%)

	Medical specialists 
	25
	6 (24%)
	0
	2 (8%)
	17 (68%)

	Surgical specialists 
	10
	3 (30%)
	0
	3* (30%)
	6 
(60%)

	Pediatric specialists 
	3
	0
	2 (66.6%)
	0
	1 (33.3%)


* From this number there are medical practitioners who documented the ADR at the Drug Information Research Center and reported it or not to the National Pharmacovigilance Center (NPC)
The main reasons for not reporting a suspected ADR are listed in Table II. More than one alternative could be chosen by the physicians. 

Among the three most important reasons for not reporting, for the overall of the physicians, were the fact that the ADR was “of minor medical significance” to report, the unawareness of the spontaneous reporting system and the fact that the ADR is “too well-known to report”.  However these results may somehow differ among the GPs and the specialists as it may be seen in Table II. Unawareness of the necessity to report the suspected ADR and the uncertainty whether the reaction was caused by a drug was also found as important reasons for not reporting.

Table II
Reasons for not reporting an ADR

	Reason
	Overall
	GPs
	MSs
	SSs 
	PSs

	Uncertain association ADR-drug
	57 (33.1%)
	14 (29.7%)
	33 (33.3%)
	6 (33.3%)
	4
(50%)

	Mild ADR to report (minor medical significance)
	90 (52.3%)
	22 (46.8%)
	56 (56.5%)
	5 (27.7%)
	7 (87.5%)

	ADR is already well- known 
	73 (42.4%)
	13 (27.6%)
	49 (49.4%)
	9

(50%)
	2
(25%)

	Unaware of the existence of a National Pharmacovigilance Center
	65 (37.7%)
	17 (36.1%)
	37 (37.3%)
	8 (44.4%)
	3 (16.6%)

	Unaware of the necessity to report an ADR
	69 (40.1%)
	16 
(34%)
	41 (41.4%)
	9 
(50%)
	3 (16.6%)

	Unaware of the spontaneous reporting system
	76 (44.1%)
	22 (46.8%)
	40 (40.4%)
	10 (55.5%)
	4 
(50%)

	The spontaneous reporting system is too bureaucratic
	26 (15.1%)
	11 (23.4%)
	13 (13.1%)
	1 (5.55%)
	1 (12.5%)

	Lack of time 
	24 (13.9%)
	11 (23.4%)
	12 
(12.1)
	0
	1 (12.5%)


More than a half of the overall of the physicians stated that the severity of the reaction is the main factor determining whether a suspected ADR is reported or not, and that they didn’t report a certain ADR as it was “too mild” to report. The aim of the voluntary adverse drug reaction reporting programme is to detect all kind of adverse effects of any drug, including both mild and severe events. As it appears in the last adopted “Guideline regarding the Coordination of Pharmacovigilance Activities by Competent Authorities”, the National Pharmacovigilance Center in Romania should encourage the healthcare medical professionals to report all suspected adverse drug reactions [8].  

Another important and in the same time alerting reason for not reporting an ADR was the lack of awareness: unawareness of the existence of a spontaneous reporting system and of the existence of the National Pharmacovigilance Center in Romania. This result is also sustained by the high percentage (68%) of physicians who stated that they are not familiar with the Romanian national spontaneous reporting system. This is probably due to the lack of information regarding the necessity to report an ADR, the existing rules for reporting an ADR and the existing pharmacovigilance organization that regulates this activity. Intensive information campaigns and training in the field of pharmacovigilance are more than necessary among the health care professionals of all categories from Romania in order to decrease the level of under-reporting of ADRs. 

The judgement that a certain reaction is “too well-known” was another reason that made responders not to report a suspected ADR. This attitude is in accordance with the rules from other countries which imply that it is not necessary to report commonplace ADRs, although the current regulations regarding the pharmacovigilance activity in Romania imply that one of its roles is to monitor even well-known ADRs in order to evaluate their frequency [6, 9]. 

The reasons for not reporting an ADR found in our study may somehow differ from the reasons investigated in different surveys in other countries. A recent review of under-reporting of adverse drug reactions concluded that the main reasons for not reporting included lack of time, different care priorities, followed by the uncertainty about the drug causing the ADR, difficulty in accessing reporting forms, lack of awareness of the requirements for reporting and lack of understanding of the purpose of SRS [10].

Analyzing the physician’s answers regarding which adverse drug reactions, from the 16 hypothetical examples, they would report, we found that even some serious, unlabelled ADRs or ADRs to a newly marketed drug would be substantially under-reported. Surprisingly, many of the physicians would report well-known ADRs to well established drugs (e.g. rash after amoxicillin). Between the first hypothetical ADRs that physicians would report were “angioedema after the initiation of a new  angiotensine-converting enzyme inhibitor” - 56.3% of the physicians (which is a serious, ADR for a new drug), “bronchospasm in an asthmatic patient after a single dose of a β-adrenoreceptor blocker” – 55.8% (a described ADR to a well known drug), “sudden unexpected death 10 days after the treatment of a new antipsychotic” – 54.06% (serious ADR for a new drug) and “deep vein thrombosis in a female with oral contraceptive treatment ” – 53.4% (serious ADR for a well-known drug).  These results clearly demonstrate that physicians are unaware of which ADRs are compulsory to be reported and that there is a misinterpretation of the rules for spontaneous reporting system of ADRs.

The worldwide National Pharmacovigilance Centers strongly and particularly recommend the reporting of serious ADRs, unlabelled /unexpected ADRs and ADRs to new drugs in order to detect as early as possible new, rare or serious ADRs and to assess their frequency. Some of these reactions may not have been detected during the pre-marketing clinical trials mainly because of their limitations, such as the small number of patients included in these trials, narrow drug indications which are usually examined and decreased possibility of drug interactions. The SRS has the advantage of covering a large number of patients and a wide range of drugs. Taking all these in consideration, any new marketed drug and those that are already well established, should be closely monitored in order to detect any new, unexpected or serious ADRs. 

In order to clarify some terms used in pharmacovigilance, the World Health Organization defines an unexpected adverse reaction as being “an adverse reaction, the nature or severity of which is not consistent with domestic labeling or market authorization or expected from characteristics of the drug”. A serious adverse event or reaction is “any untoward medical occurrence that at any dose results in death, requires inpatient hospitalization or prolongation of existing hospitalization, results in persistent or significant disability/incapacity, or is life-threatening”. There might be confusion or a misunderstanding of the difference between the terms “serious” and “severe”. "Severe" is used to describe the intensity (severity) of a specific event (as in mild, moderate or severe); the event itself, however, may be of relatively minor medical significance (such as severe headache). Seriousness (not severity) which is based on patient/event outcome or action criteria serves as guide for defining regulatory reporting obligations. Estimating the frequency of an ADR is usually based on spontaneous reports or on very large post-marketing studies [11].
CONCLUSIONS
The results of our study clearly demonstrate that the main factor that causes the considerable degree of under-reporting of adverse drug reactions in Romania is the lack of knowledge most probably due to the lack of information. First of all, there is a lack of knowledge regarding the existence of a national spontaneous reporting system and of a National Pharmacovigilance Center. Secondary, there is a misunderstanding of the purpose of pharmacovigilance and an unawareness of the importance of the spontaneous reporting system.


In order to improve the reporting rate of suspected ADRs, it is of crucial importance to increase the information to healthcare professionals, information regarding the existing rules for reporting ADRs and to make them more aware of the importance of their contribution to pharmacovigilance. This requires regular communication regarding the reporting procedures, regular publication of pharmacovigilance bulletins, education and training on pharmacovigilance issues.
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