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INTRODUCTION 

The EU Pharmacovigilance legislation from 2010 which came into force in 2012 emphasises the importance of  the 

communication of safety and all other regulatory information to the public regardless how the medicinal products 

are authorised – purely nationally, nationally through the Mutual recognition procedure (MRP), decentralised 

procedure (DCP) or via the European medicines agency’s (EMA) centralised procedure (CAP). The decision made for 

the medicinal product (MP) and the outcome has to be fully transparent with the assessment repots available and 

with a clear information about the recommendations made how to use the medicine in clinical practice. To do so the 

Regulation (EC) No 726/2004 in its article 26 lays down that “The Agency shall, in collaboration with the Member 

States and the Commission, set up and maintain a European medicines web-portal for the dissemination of 

information on medicinal products authorised in the Union” (1). The Directive 2001/83/EC  in its article 106 under 

chapter 2 “Transparency and communications” says that “Each Member State shall set up and maintain a national 

medicine web-portal which shall be linked to the European medicines web-portal established in accordance with 

Article 26 of Regulation (EC) No 726/2004” (2). 

As Montenegro as an EU accession candidate country aligns its regulatory system to the European one it is of 

importance to develop the national regulatory portal and information system together with the healthcare system 

in the country including HTA and payers.    

This paper discusses the importance of Information Technologies (IT) and other possible collaboration between 

regulatory agencies for human medicines and healthcare institutions in order to better implement regulatory 

recommendations  for medicinal products in clinical practice.   

 

 

 

 

 

 

 

 

 



 

 
 

 

INFORMATION TECHNOLOGY AND THE 

IMPLEMENTATION OF REGULATORY INFORMATION IN 

CLINICAL PRACTICE 

As per the Directive 2001/83/EC (2) the Members state (MS) has to ensure to make publicly available at least the 

following:  

 Public assessment reports (PAR) for medicinal products together with a summary of the PAR, 

 Summaries of product characteristics (SmPC) and package leaflets (PIL), 

 Summaries of risk management plans (RMP) for medicinal products,  

 The list of national and centralised authorised medicinal products (CAP),  

 Information on the different ways of reporting suspected adverse reactions to medicinal products to national 

competent authorities by healthcare professionals and patients, including the web-based structured forms  

The Regulation (EC) No 726/2004 (1) lays down the requirement for the EMA to ensure the transparent information 

on all outcomes of regulatory procedures and the information how to use the medicinal product in practice to ensure 

safe and effective therapy in clinical practice in the EU. This requirement should be fulfilled through the establishment 

of a European medicines web-portal for the dissemination of information on medicinal products authorised in the 

EU.  

The Agency has to ensure to make public at least the following: 

 The names of members of the EMA Scientific Committees the members of the HMA’s coordination group 

(CMDh), together with their professional qualifications and with the declarations of interest,  

 Agendas and minutes from each meeting of the EMA Scientific Committees referred and CMDh as regards 

pharmacovigilance activities, 

 A summary of the RMPs for the medicinal products authorised in the EU, 

 The list of medicinal products authorised via the centralised procedure in the EU, 

 A list of the locations in the EU where pharmacovigilance system master files (PSMF) are kept and contact 

information for pharmacovigilance enquiries for all medicinal products authorised in the EU, 

 Information about how to report to national competent authorities (NRA) suspected adverse reactions to 

medicinal products and publish the standard structured forms for reporting by patients and healthcare 

professionals, including links to national websites, 



 

 
 

 Union reference dates and frequency of submission of periodic safety update reports (PSUR) established in 

accordance with Article 107c of the Directive 2001/83/EC (EURD list), 

 Protocols and public abstracts of results of the post-authorisation safety studies (PASS).  

 The initiation of the procedure of safety referrals, the active substances or medicinal products concerned, 

and the issue being addressed, any public hearings pursuant to that procedure and information on how to 

submit information and to participate in public hearings 

 Conclusions of assessments, recommendations, opinions, approvals, and decisions taken by the Scientific 

Committees (CHMP, PRAC) and CMDh,  the national competent authorities (NCAs) and the European 

Commission (EC).  

 

The Regulation also lays down that before the launch of this portal, and during subsequent reviews, the EMA (Agency) 

shall consult relevant stakeholders, including patient and consumer groups, healthcare professionals and industry 

representatives (1). 

The European medicines web-portal is not yet functional but the EMA cooperative web site acts as the portal before 

it will become fully functional, and the web pages of the national regulatory agencies are updated in line with the 

Directive (2). The required information by the EU legislation are available but they are not easy to find as they are 

“hidden” under different links which are not intuitive to find, and important information could be missed by the 

healthcare professionals (HCPs) – prescribers and dispensers and the patients and wider public. 

The most important information to the healthcare professionals are the list of medicinal products available in the 

country with the availability of safety information such as the Direct healthcare professional communication (DHPC 

letters) and educational materials together with the templates for ADR reporting.   

One of the examples of an IT solution via the National regulator’s web page is the solution given by the Croatian 

medicinal agency HALMED where the information is available via the links to the national documents (SmPC, Public 

assessment, Educational material and also the availability of the medicinal product in the country).  

The implementation of the required information is shown for the medicinal product containing   ethinylestradiol and 

chlormadinone. As an outcome of an Article 31 safety referral additional Risk minimisation measures  (aRMM) are 

required: 

 Prescribing check list 

 Patient card 

In addition to the Educational material 94 DHPC is issued to inform the HCPs on higher risk of meningioma in women 

with risk factors and longer term use of this combined oral contraceptive.  

The available information which is showing after the online  search in the national database (HALMED) for this COC 

is as follows:  



 

 
 

Picture 1 – regulatory information on the medicinal product with the availability of the product with the SmPC, PIL 

and safety information (Educational material and DHP) (3)  

 

 

 



 

 
 

Picture 2 – Checklist for the prescriber (4) 

 

 



 

 
 

Picture 3 – Letter for prescribers and dispensers (5, 6) 



 

 
 

 



 

 
 

 



 

 
 

 



 

 
  



 

 
 

Picture 4 – Patient information (7) 



 

 
 

 



 

 
 

 

Picture 5 – Direct health care communication (DHPC) (8) 



 

 
 

 



 

 
 

 



 

 
 

 



 

 
 

 

 

The information which is available through the NCA websites should be consulted by the HCPs – the prescribing 

physicians and pharmacists and they should ideally have the information also in writing in a paper format which had 

to be distributed by the Marketing authorisation holder (MAH) as this is the obligation of the MAHs by the EU 

regulation and directive in dispensing the information (1,2). 

A few studies were conducted so fare in the European Union (EU) to understand the impact this regulatory action. 

The results of a Danish study from 2021 (9) indicates that certain DHPCs may be disregarded because of the 

motivations that prescribers attribute to the DHPC senders. The interviewed Danish General Practitioners (GPs) 

disregard regulatory drug safety advisories primarily because they have negative pre-existing expectations and 

associations to them. They expect advisories to have limited clinical utility, they are concerned that they are 

commercially biased, and they infer that advisory are detached from clinical practice, associating it with placing 

blame, "defensive medicine" and the reallocation of responsibility onto physicians. The study suggests that the 

limited adoption is less due to the risk information presented in the letter and more due to the external governance 

of emergent drug risks. The novelty of these results demonstrates the value and importance of conducting formative 

user-centered evaluation focused on the content, form, and delivery of to target audience in addition to process- and 

outcome-oriented evaluation. Another study conducted in the Netherlands within hospital settings (hospital 

pharmacists and specialists) in 2022 (10) indicates that inn general, drug safety information was used at the individual 



 

 
 

level or in specific hospital committees when evaluating new treatments, for updates of treatment protocols and in 

response to patients presenting with adverse events. In Dutch hospitals, there seem to be no hospital-wide 

procedures on how to handle drug safety information or DHPCs. The assessment of whether other actions are 

required following a DHPC was mostly an individual task for prescribers in hospitals. 

These findings indicates that the DHPC messages are failing the audience to even read and then react upon as they 

are perceived as biased because disseminated by the MAHs (pharmaceutical industry). There is a low understanding 

that these measures are imposed by the regulatory authorities to implement additional risk minimisation and other 

regulatory measures for a safe and efficacy use of the medicine by the patient. This brings up the need that this 

information has to be integrated in the healthcare information system in the individual member state to build trust 

on the level the healthcare professionals and that it can be acted upon for generally and not only on the individual 

HCP level.  

The safety/regulatory information disseminated by the regulatory authority  should not only be sent out by the 

pharmaceutical company and published on the NCA’s web page but has to be integrated in healthcare system to be 

easily available by the HCPs. Indeed, this is recognised by the EU regulatory network and an overall discussion is 

launched to bring the key recommendation through the further revision and update  of the GVP module XVI on RMM 

(11). The discussion opens the door to the use digital tools in the integration of RMM in clinical practice, but the 

discussion is just staring on the level of the network. Different MSs are starting to implement the safety information 

for the prescribers with educational materials and prescribing check lists in their e-prescription databases but with 

no official studies on their impact in the safe and rational prescribing so far. Some MSs have unofficially 

communicated that they have opposite outcomes to what was expected as the prescribers have seen the information 

as burdensome (not believe in clinical relevance of the measures) and ignore the information during the prescription 

of the medicines. This has to be further investigated as this is crucial on how to design and implement the information 

to the e-prescription and healthcare databases. 

These preliminary findings from these official studies and informal communication in the EU also show that the 

education of the HCPs on what the risk minimisation measures are about and which relevance they have to the 

positive benefit/risk balance of the authorized products is needed in parallel with the introduction of these materials 

in e-prescription and other healthcare databases. The prescribers have to be informed also on the role and obligation 

of the MAHs, and the MAHs have to be supervised by the regulatory authorities (GVP inspections) that they perform 

the safety information dissemination in an unbiased way. The DHPC and the educational materials have to free from 

any marketing biased information (see also Pictures 2-7). 

There are only few articles published on the impact of the safety information available in e-prescription databases 

and there are exclusively from the US. Porterfield A, and al. (12) conclude in their overview of published e-

prescription outcomes that in regard safety information E-prescribing has eliminated some of the possibilities for 

mistakes and can potentially that e-prescribing helps to prevent more than 2 million ADEs a year, 130,000 of which 

are life threatening in the US. It also has been shown to reduce medication errors in the ambulatory setting by as 



 

 
 

much as sevenfold. E-prescribing removes mistakes due to illegibility and helps providers make better informed 

decisions about what medications to prescribe on the basis of patient histories and allergy data, all of which are 

available in systems that are integrated with e-prescribing databases. The systems alert prescribers when an allergy 

or interaction with other medications or health conditions is detected. A problem with these alerts is that in some 

cases alerts pop up when there is minimal risk or when there is not a true complication. Prescribers may be 

overloaded with alerts and click through them rather than read each one, potentially missing an important 

interaction. 

Metadata list – describing real world data 
The EMA together with the HMA is conducting the Big data project where member state databases with real world 

data are brought together as a source for conducting RWE studies. These studies are particularly relevant in the 

research of the impact of safety minimisation measures in the post-authorisation period. The project which brings 

these databases together is cold the DARWIN project (13).  To be able to conduct the studies the data have to be 

harmonized and the List of metadata for real World data catalogue is out for public consultation (14).  

As the DARWIN project goes beyond the European Union healthcare/e-prescription databases Montenegro can 

already now adapt its e-prescription database to the metadata requirements and can be listed as one of the 

databases to generate RWE for PASS. 

The list of the metadata which the document defines are as follow (14): 

Data source metadata 

I. Data source – Administrative details  

II. Data source – Data elements collected 

III. Data source - Quantitative descriptions  

IV. Data source – Data flows and management  

V. Data source - Vocabularies 

Study metadata  

I. Study – Administrative details  

II. Study – methodological aspects  

III. Study – Data management 

Institution metadata  

Network metadata 



 

 
 

    

KEY FINDINGS 

Key Findings #1 
The EU legislation on human medicines lay down the minimum information which has to be communicated by the 

EMA and national regulatory agencies on safety and other regulatory information for the authorized medicinal 

products in the EU. The information is disseminated through the EMA corporate web site for CAPs, and NCA 

corporative websites for NAPs with link to the EMA web sites for CAPs.  

Key Findings #2 
HCPs do not read the information provided by the regulatory authorities – especially the DCPC is regarded as biased 

as they are sent out by the MAHs. Also, if read, the action is on the individual HCP (prescriber) and not a general one.  

Key Findings #3 
To overcome these barriers the safety and other regulatory information should be integrated in e-prescription 

databases if available. US data on this integration of data show that medication error have substantially declined, but 

there are limitations regarding safety information as they sometimes are not validated, and clinically irrelevant 

information is popping up (for example in drug-drug interaction) which is then skipped and with that relevant 

information could be missed. The implementation of RMM prescriber check lists in the e-prescriber databases is not 

assessed sufficiently, and no data exist in this regard (higher use of the checklist versus the printed version of it, etc.) 

Key Findings #4 
To gain confidence by the HCP to the risk minimisation measures in parallel to the implementation of the RMM in 

the e-prescription database trainings and workshops organised by the regulatory authority supported by the 

individual MS healthcare system. These trainings have to teach on the regulatory requirements of the regulator and 

MAHs as they by law have to disseminate the safety information to clinicians. The MAHs must not disseminate any 

safety information without the endorsement of the regulatory authority.  

Key Findings #5     
Safety information which has to be implemented in the e-prescription database should follow the additional RMM 

published by the regulatory authority. See the example above. Prescription check lists should be incorporated in the 

way that the prescription process cannot be concluded before this prescription check list has to be fulfilled. If the 

checklist indicates that the product cannot be prescribed for that individual patient this has to be saved in the 

database with the alert why the medicinal product couldn’t be prescribed. For other safety pop-ups as for example 

drug-drug interactions only the clinically relevant ones for the relevant age group should be integrated in the 



 

 
 

database. A validation of the safety information has to be made by regulatory/healthcare authorities and has to be 

prospectively followed up. 

Key Findings #6  

To be able to integrate regulatory measures in the e-prescription database a close collaboration with the healthcare 

provider has to be established. It has to be avoided that only medicinal products which are listed at the positive 

reimbursement list are listed in the e-prescription database, as many of the prescription only medicines (POM) will 

be missed for example the above mentioned COC. It is of highest importance that all prescription only medicines 

authorized in the member state are covered in the e-prescription database and linked to the additional RMMs 

regardless of if the prescription is covered by the paying institution or the patient pays by himself (so called “private” 

prescription). 

Key Finding #7 
The e-prescription database has to serve also as the database from which annual surveys on the efficacy of safety 

measures for medicinal products can be measured. These surveys have to performed in regard to the planned PASS 

– performed by the MAH or the regulatory authority together with the healthcare provider who is the owner of the 

e-prescription database. It is important to regulate the use of the database from the side of the MAH who could use 

this source as a secondary data source for its obligation to conduct RMM effectiveness measures for the medicinal 

product they own.  

Key Findings #8  

The Montenegro’s E-prescription database can apply to be part of the wide Europe DARWIN project for generation 

of RWE and a database to be used in post-authorisation RWE PASS studies conducted by the regulatory agencies. To 

be compliant with other databases the List of metadata for Real world Data catalogues has to be considered.  

 

 

 

 

 

 



 

 
 

CONCLUSION 

Data from the US indicates that the implementation of the safety data in the e-prescription database leads to safe 

use of the medicinal product but has also some limitations such as the overload of information for the prescriber. 

This has to be carefully thought about and guidance which information fulfil the criteria to be integrated in the e-

prescription database should be developed and carefully followed up with impact research of these integrated 

measures and how they are used by HCPs.  

So far not much published data exists on how the integrated safety information impacts the safe and rational 

prescription of medicines in the EU MSs. These kinds of studies are yet had to come, as the implementation of e-

prescription databases on the level of the EU is in early stage.  

It is essential to build a collaboration between the regulatory authority of the country with the healthcare system 

and the healthcare provider to link the regulatory and safety information into clinical practice. No guidance on this 

is yet existing on the level of the EU, but it is recognised as an important and key element  to implement the safety 

guidelines to the clinical practice to get the HCPs to act upon. For now, the regulatory and safety information are not 

seen as reliable by the HCPs but “biased” as MAHs are involved in the dissemination of the safety and other regulatory 

information in the EU. Training of the HCPs are essential in this regard to understand the regulatory framework of 

medicines in the EU so they can implement it in clinical practice. 

The E-prescription database could join in the near future the EU RWE DARWIN project as it has the potential to serve 

as a RWE database for Drug Utilisation Studies and other PASS measuring the impact of risk minimisation measures 

imposed for medicinal products authorized in the EU.    
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1. Introduction 

 

Drug interactions are defined as a modification of the pharmacodynamic and/or pharmacokinetic properties 

of one drug due to previous or simultaneous administration of another drug, i.e. as a quantitative or qualitative 

change in the action of one drug under the action of another drug that can clinically manifest as synergism, 

antagonism or idiosyncrasy. Drug interactions do not only refer to the consequences of the interaction of two 

or more drugs, but also include changes in the effect or properties of the drug caused by food, alcohol, 

endogenous substances, tobacco smoke, herbal drugs and various environmental factors (eg. industrial 

chemicals, pesticides,...). However, the largest number of drug interactions refer to those of the drug-drug 

type. 

Although the term ʽdrug interactionʼ usually refers to an outcome with an unwanted effect, it should be 

emphasized that certain drug interactions are beneficial, which is why, quite often, certain drugs are 

combined with the aim of achieving better therapeutic effects (for example, combinations of certain 

antihypertensives or analgesics with the achievement of a stronger effect and the possibility of reducing the 

dose of an individual drug, which ensures their better tolerability) (Bexter, 2010; BNF, 2021). 

It is known that the manifestation of adverse drug reactions is positively correlated with the number of drugs 

taken at the same time (about 10% in the case of simultaneous administration of two drugs up to 88% in the 

case of administration of eight or more drugs), which is why the interactions between them are considered 

one of the the main causes of side effects of the drug, and even hospitalization as a result (Dechanont et al, 

2014). That is why nowadays drug interactions are given great attention, and knowledge of them and regular 

monitoring of news in that area is one of the basic postulates of modern, rational pharmacotherapy. 
 

2. Interaction of non-steroidal anti-inflammatory drugs (NSAIDs) including diclofenac  
 

There are 392 drugs known to interact with diclofenac, along with 13 disease interactions, and 3 alcohol/food 

interactions. Of the total drug interactions, 92 are major, 282 are moderate, and 18 are minor (Anonymous, 

2022). 

The most important drug-drug interactions (DDIs) of diclofenac and other NSAIDs are listed below (BNF, 

2021; Voltarol Rapid 50 mg tablets, 2021).  

 

Lithium: If used concomitantly, diclofenac may increase plasma concentrations of lithium. Monitoring of 

the serum lithium level is recommended. 

Digoxin: If used concomitantly, diclofenac  may raise plasma concentrations of digoxin. Monitoring of the 

serum digoxin level is recommended. 

Diuretics and antihypertensive agents: Like other NSAIDs, concomitant use of diclofenac with diuretics 

and antihypertensive agents (e.g. beta-blockers, angiotensin converting enzyme (ACE) inhibitors may cause 

a decrease in their antihypertensive effect via inhibition of vasodilatory prostaglandin synthesis. 

https://www.drugs.com/diclofenac.html


 

 
 

Therefore, the combination should be administered with caution and patients, especially the elderly, should 

have their blood pressure periodically monitored. Patients should be adequately hydrated and consideration 

should be given to monitoring of renal function after initiation of concomitant therapy periodically thereafter, 

particularly for diuretics and ACE inhibitors due to the increased risk of nephrotoxicity. 

Drugs known to cause hyperkalemia: Concomitant treatment with potassium-sparing diuretics, ciclosporin, 

tacrolimus or trimethoprim may be associated with increased serum potassium levels, which should therefore 

be monitored frequently  

Anticoagulants and anti-platelet agents: Caution is recommended since concomitant administration could 

increase the risk of bleeding. Although clinical investigations do not appear to indicate that diclofenac has 

an influence on the effect of anticoagulants, there are reports of an increased risk of haemorrhage in patients 

receiving diclofenac and anticoagulant concomitantly. Therefore, to be certain that no change in 

anticoagulant dosage is required, close monitoring of such patients is required. As with other nonsteroidal 

anti-inflammatory agents, diclofenac in a high dose can reversibly inhibit platelet aggregation. 

Other NSAIDs including cyclooxygenase-2 selective inhibitors and corticosteroids: Co-administration of 

diclofenac with other systemic NSAIDs or corticosteroids may increase the risk of gastrointestinal bleeding 

or ulceration. Avoid concomitant use of two or more NSAIDs. 

Selective serotonin reuptake inhibitors (SSRIs): Concomitant administration of SSRI's may increase the 

risk of gastrointestinal bleeding. 

Antidiabetics: Clinical studies have shown that diclofenac can be given together with oral antidiabetic agents 

without influencing their clinical effect. However, there have been isolated reports of hypoglycaemic and 

hyperglycaemic effects necessitating changes in the dosage of the antidiabetic agents during treatment with 

diclofenac. For this reason, monitoring of the blood glucose level is recommended as a precautionary 

measure during concomitant therapy. 

Methotrexate: Diclofenac can inhibit the tubular renal clearance of methotrexate hereby increasing 

methotrexate levels. Caution is recommended when NSAIDs, including diclofenac, are administered less 

than 24 hours before treatment with methotrexate, since blood concentrations of methotrexate may rise and 

the toxicity of this substance be increase. Cases of serious toxicity have been reported when methotrexate 

and NSAIDs, including diclofenac are given within 24 hours of each other. This interaction is mediated 

through accumulation of methotrexate resulting from impairment of renal excretion in the presence of the 

NSAID. 

Ciclosporin: Diclofenac, like other NSAIDs, may increase the nephrotoxicity of ciclosporin due to the effect 

on renal prostaglandins. Therefore, it should be given at doses lower than those that would be used in patients 

not receiving ciclosporin. 

Tacrolimus: Possible increased risk of nephrotoxicity when NSAIDs are given with tacrolimus. This might 

be mediated through renal antiprostagladin effects of both NSAID and calcineurin inhibitor. 



 

 
 

Quinolone antibacterials: Convulsions may occur due to an interaction between quinolones and NSAIDs. 

This may occur in patients with or without a previous history of epilepsy or convulsions. Therefore, caution 

should be exercised when considering the use of a quinolone in patients who are already receiving an NSAID. 

Phenytoin: When using phenytoin concomitantly with diclofenac, monitoring of phenytoin plasma 

concentrations is recommended due to an expected increase in exposure to phenytoin. 

Colestipol and cholestyramine: These agents can induce a delay or decrease in absorption of diclofenac. 

Therefore, it is recommended to administer diclofenac at least one hour before or 4 to 6 hours after 

administration of colestipol/ cholestyramine. 

Cardiac glycosides: Concomitant use of cardiac glycosides and NSAIDs in patients may exacerbate cardiac 

failure, reduce glomerular filtration rate (GFR) and increase plasma glycoside levels. 

Mifepristone: NSAIDs should not be used for 8-12 days after mifepristone administration as NSAIDs can 

reduce the effect of mifepristone. 

Potent CYP2C9 inhibitors: Caution is recommended when co-prescribing diclofenac with potent CYP2C9 

inhibitors (such as voriconazole), which could result in a significant increase in peak plasma concentrations 

and exposure to diclofenac due to inhibition of diclofenac metabolism. 

CYP2C9 inducers: Caution is recommended when co-prescribing diclofenac with CYP2C9 

inducers (such as rifampicin), which could result in a significant decrease in plasma 

concentration and exposure to diclofenac. 

 

Among adverse effects of NSAIDs, gastrointestinal (GI) complications are well-recognized risks of their use 

as a class and vary by the respective NSAID used as well as by dose (ie, higher doses = more GI risk) (Henry 

et al, 1996;  Schoenfeld et al, 1999; Henry and McGettigan, 2003). In terms of nonselective NSAIDs, a meta-

analysis of data from three retrospective case-control studies found that ibuprofen had the lowest odds ratio 

(OR) for development of GI bleeding versus diclofenac, naproxen, piroxicam, and indomethacin, but that the 

OR increases with dose level for each agent (Figure 1) (Lewis et al, 2002). 

 



 

 
 

 
Figure 1. Effect of dose on odds ratio of uppoer gastrointestinal bleeding: meta-analysis of here case-control 

studies (Lewis et al, 2002) 

 

Aspirin increases bleeding risk, even at low cardioprotective doses (eg, 75–300 mg) (Weil et al, 1995; Derry 

and Loke, 2000). 

 

Bearing in mind that diclofenac alone, used in usual doses, can cause bleeding in the stomach, and that aspirin 

even in low, so-called cardioprotective doses increases  risk of serious gastrointestinal complications, such a 

combination should be avoided and used only under special circumstances (Anonymous, 2022). 

Unfortunately, in everyday clinical practice, the simultaneous use of diclofenac and aspirin is very common, 

especially in older people who, in addition to rheumatic complaints for which diclofenac is indicated, also 

have cardiovascular diseases for which the use of aspirin in cardioprotective doses is indicated. In these 

patients diclofenac should be avoided in any case due to its unwanted cardiovascular effects, but, despite the 

regulatory measures taken, it has been shown that it is still prescribed to patients with or at increased risk of 

cardiovascular diseases (see Report 4: Prescribing and consumption of diclofenac in patients with or at high 

risk of cardiovascular diseases after new recommendations related to its cardiovascular adverse effects, 

October 2022). 

Therefore, it is of interest to establish the extent to which diclofenac and aspirin are still prescribed 

simultaneously. 

 

3. Simultaneous prescription of  diclofenac and aspirin at the primary healthcare level in 

Montenegro 
 



 

 
 

Data on the simultaneous prescription of diclofenac and aspirin were taken from the integrated information 

system that was implemented in all healthcare centers on the territory of Montenegro (in total 18). The year 

2021 was analyzed.  

 

The results showed that during the year 2021, each month, an average of 180-210 patients were 

simultaneously prescribed diclofenac (most often in solid oral forms in a dose of 75 mg) and aspirin 

(mostly in tablets of 100 mg). These drugs were most often prescribed to patients who had hypertension 

(25%), followed by ischemic heart disease (about 22%), and significantly less to patients with other 

cardiovascular diseases that are contraindicated (peripheral arterial disease, cerebrovascular diseases) or 

require increased caution when using diclofenac (diabetes, hyperlipoproteinemia), a total of about 10%. 

Other patients, who were prescribed these two drugs at the same time, mostly had Covid-19. In any case, 

almost 70% of patients with or at increased risk of cardiovascular diseases in whom the use of diclofenac is 

contraindicated or requires increased precautions received this drug together with aspirin putting them at 

increased risk of GI bleeding. 

This result is worrying and once again shows that in practice the current recommendations contained in the 

Summary of Product Characteristics are not respected. 

 

 

 

 

 

 

4.  Conclusion and recommendation 

 

Like other NSAIDs, diclofenac may interact with many drugs. Some of these interactions can have very 

serious consequences. Among them is the interaction of diclofenac with antiplatelet drugs such as aspirin 

that can result in gastrointestinal bleeding. It has been shown that at the level of primary healthcare in 

Montenegro, the combination of these two drugs is often prescribed to patients with or at increased risk of 

cardiovascular diseases, in whom the use of diclofenac is contraindicated or requires increased caution. 

 

Therefore, it is still necessary to strengthen the measures of supervision over the prescription of drugs in 

primary healthcare, strengthen educational measures among health workers, and continue to improve the 

electronic prescribing of drugs by installing certain tools that will help the prescribing doctor to choose the 

most optimal therapy for a specific patient. 
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