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Background: Finnish authorities have published specific instructions for prescribing, handling, and
dispensing unlicensed medicines and for the associated communication with patients. However, there is a clear research gap
concerning the quality of medication counselling given by doctors and especially pharmacists to patients who are prescribed
unlicensed medicines. The success of such counselling was studied with a survey for both pharmacy staff and patients.

Methods: The survey was conducted in 2022 with two electronic semi-structured questionnaires, one for patients (or caregivers of
underaged patients) purchasing medicines with special or fixed-term special permits from community pharmacies in Finland and one
for the pharmacy staff dispensing such medication.

Results: In all, 49% of the 389 pharmacists did not know if the prescribing doctor had given any counselling to the patient, and 52%
of the pharmacists had not given any counselling to the patient themselves. Still, 51% of the pharmacists considered that the patient
had received sufficient medication counselling. Almost every one of the 36 patients expressed that they had received medication
counselling, 61% of them from the prescribing doctor and 53% from a pharmacist.

Conclusion: Medication counselling on unlicensed medicines should be improved to ensure their safe and effective use. This survey
revealed that many patients did not receive any such medication counselling as required by the Finnish Medicines Decree.

Plain Language Summary:

® [f patients need medicines that are not available in their own country, they can be treated with unlicensed medicines imported from
abroad.

e Community pharmacies deliver tens of thousands of packages of unlicensed medicines yearly in Finland, and we wanted to find out
whether patients receive appropriate information about their use.

® We contacted pharmacy staff and patients using unlicensed medicines and conducted an electronic survey to ask about their
experiences on whether patients receive sufficient information on these medicines.

® Almost every patient participating the survey felt that they had received counselling on their unlicensed medication, more often
from a doctor than a pharmacist, despite most of the pharmacist responding to this survey had a lot of work experience and
dispensed these medicines regularly.

® Patients have the right to receive supporting information to ensure the effectiveness and safety of their medication, and pharmacists
have a crucial role in ensuring this.

® Based on this study, we suggest that pharmaceutical companies and authorities should provide reliable supporting material on the
use of unlicensed medicines for doctors, pharmacists, and patients, bearing in mind the respective information needs of these
groups.
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Introduction

Unlicensed medicines are prescribed when an individual patient needs a medication that does not have a marketing
authorization in the country in question. When purchasing medicines, patients are always entitled to medication
counselling and correct information. However, few studies have been published on the quality of patient counselling
in community pharmacies,'”” and there is no up-to-date research on how this obligation to give counselling is
implemented in practice for unlicensed products for which information is usually poorly available or perhaps only
available in a foreign language.

To give guidance on processes related to unlicensed medicines, authorities have published specific instructions for
prescribing, handling and dispensing these products, and these instructions also discuss communication with patients.>
Medicines with marketing authorization are always the primary option for patients’ treatment in Finland.? In individual
cases and for specific therapeutic reasons, it is possible to apply for a special permit for an unlicensed medicine from the
Finnish Medicines Agency Fimea. Fimea may authorize such a special permit based on a case-by-case overall assess-
ment. Special permit medicines are imported into Finland under the Medicines Act.® The importer is typically a
pharmaceutical wholesaler, hospital pharmacy, or retail pharmacy. Special permit medicines are imported to meet
patient’s needs, and they generally have a marketing authorization in their country of origin but not in Finland.
According to the Finnish Medicines Decree, a special permit authorization is valid for one year.” Fimea may also
grant a fixed-term special permit for a medicinal product on its own initiative, without a separate application.” In these
cases, a prescription is sufficient as such and no separate application for a special permit is needed.

Unlicensed medicines do not have national translations of their product information (summary of product character-
istics, labelling, or package leaflet). The prescriber must ensure that each patient receives sufficient information on the
correct and safe use of the product.® On the other hand, pharmacists dispensing an unlicensed medicine must also ensure
for their part that the user receives sufficient counselling and guidance on the correct and safe use of the product, product
storage, and other instructions to ensure the success of the treatment.” These patient counselling challenges related to
unlicensed medicines and the need for risk mitigation should be considered as important as those identified in other
contexts, for example, in relation to automatic biological medicine substitution.”

International and scientific literature on this topic is very scarce. In 2020, qualitative semi-structured interviews were
conducted aiming to explore views and experiences of community pharmacy staff on accessing and supplying unlicensed
medicines to patients.” Only six participants completed an interview on challenges faced in patient care. The results
suggested that an integrated and transparent care pathway that follows the patient would reduce clinical risk and logistical
problems. Tailored support for patients and healthcare professionals might provide further reassurance.

Bourns reviewed the legal frameworks, the risks, and their management for unlicensed medication in UK but did not
focus on patient counselling.'” According to a review by Sutherland and Waldek, safe and effective use of unlicensed
medicines — including those used off-label outside their licensed indications — require robust clinical management
processes and sufficient information available to the patient.' It was concluded that more information is needed to
increase the availability of guidance. Unlike the paper by Sutherland and Waldek, the present study defines an unlicensed
medicine as a medicine without marketing authorization in the country of use and thus excludes the off-label use of
medicines licensed in Finland. This is also the approach used in the local guidance and legislation presented above.**’*
Our study also excludes veterinary products.

As community pharmacies are relatively unfamiliar with unlicensed medicines, pharmacy staff might expect doctors
to have higher responsibility for patient counselling. This might lead to a greater variation in the level of information
given.

The success of counselling in pharmacies was studied with a survey that targeted both pharmacy staff and patients.
The survey also aimed to map the ways in which importers, marketing authorization holders, and other stakeholders
could support the implementation of medication counselling on unlicensed medicines in the future.
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Materials and Methods

Surveys and Questionnaires

This research project included two surveys, one of which was intended for Finnish pharmacists working in community
pharmacies and the other for patients using medicines with a special or fixed-term special permit in Finland. The
pharmacists were recruited through the communication channels of Oriola (a pharmaceutical wholesale company) in
June-November 2022 by sending them an open invitation. The survey for pharmacists included 11 questions about the
respondents’ professional background, their experiences of dispensing unlicensed medicines, and the type of supporting
material they would prefer for medication counselling.

The other survey targeted patients purchasing medicines with special or fixed-term special permits from community
pharmacies in Finland. The survey was aimed for adults, but caregivers purchasing medicines for their underaged
children were allowed to answer too. This survey was carried out in August-November 2022 via Oriola’s Research
Pharmacy Network consisting of more than 130 community pharmacies. The network covers about 20% of Finnish
pharmacies and geographically represents all of Finland. Potential respondents were identified by pharmacists at the time
of dispensing prescriptions and were invited to participate on iPads in the pharmacy or later via an internet link using
their own mobile devices. The patient survey also included 11 questions, which concerned the respondents’ background
information, medication counselling given by the pharmacist and prescribing doctor, and any need to search for
additional information.

In questions related to dispensing unlicensed medicines, the pharmacists were asked to consider their latest dispensing
event. In the patient survey, the respondents were also asked to think back to their latest experience of medication
counselling involving an unlicensed medicine. Some of the survey responses could, in principle, involve the same event;
however, the study design intentionally excluded any attempts to identify and link such cases.

Both questionnaires were semi-structured, and questions were specifically tailored for the purposes of this study. The
structured questions had exclusive answer options if not otherwise reported in the Results section. The questionnaires,
planned by the authors, were first face-validated and their content validity was then assessed by five independent
pharmacists from Oriola and the University of Helsinki.

Both surveys were electronic and data collection was compliant with the European Union (EU) General Data
Protection Regulation (GDPR). No data were saved on iPads or other devices, as all data were transferred directly to

a securc Server.

Ethics

The questionnaires were anonymous, and participation was voluntary and based on consent. The respondents were
allowed to skip questions, stop answering, or delete answers at any point if they so wished, and they were informed about
this option. The survey was conducted following the guidelines of the Finnish National Board on Research Integrity
TENK.'' No separate ethical review is required for this type of studies in Finland. Privacy statements, based on the EU
GDPR and tailored for both surveys separately, were available during the study (and will be accessible throughout the

data archiving period).

Data Analysis

The data were analyzed using the statistical software R Studio version 4.2.2 for Windows. Categorical variables
were reported as frequencies and as percentages of the number of respondents. Due to the voluntary nature of the
data collection, some answers were missing. Categories with fewer than five responses were not presented to ensure
individual privacy. Medication counselling was evaluated on a ten-point scale (1-10). These results were reported as
averages, and when cross-tabulated with other answers, the answers were transformed to a three-point (good, 8-10;
fair, 4-7; poor, 1-3) Likert scale.

Integrated Pharmacy Research and Practice 2024:13 https: 193

Dove:


https://www.dovepress.com
https://www.dovepress.com

Liipo et al Dove

Results

Survey for Pharmacists

The survey for pharmacists was completed by 389 respondents working in community pharmacies around Finland. Even
though they had the opportunity to skip questions, the respondents replied to over 99% of the survey questions. Over
80% of the respondents had more than 5 years and approximately 60% had more than 10 years of work experience in the
field. More than 80% of the respondents dispensed medicines with special or fixed-term special permits at least monthly
and more than 30% weekly.

Of all 389 unlicensed medicines dispensations, 73% involved medication counselling concerning a medicine with a
fixed-term special permit. Of the pharmacists, 79% responded that the patient had used the medicine before, 15% replied
that the medicine was new to the user, and the rest were unsure. According to the pharmacists, 41% of the patients had
received medication counselling from the prescribing doctor, 11% had not, and almost half of the respondents did not
know if counselling had been given. More than half (52%) of the respondents confirmed that they had given medication
counselling to the patient, but almost half (42%) had not.

Pharmacists most actively provided counselling if the patient had not received counselling from the prescribing doctor
(90%; Figure 1a) and if the patient had not used the medication before (88%; Figure 1b). In cases where the doctor had
not given medication counselling for the patient, fewer than five pharmacists responded that they did not give it either
(Figure la). If the medication was not new to the patient, about half (45%) of the pharmacists gave medication
counselling and the other half did not (Figure 1b). If the product in question had a fixed-term special permit, counselling
by a pharmacist was more common (60%) than in the case of medicines with a special permit (34%; Figure lc).
Altogether, 60% of the pharmacists did not give counselling when dispensing unlicensed medicines.

Evaluation of the Medication Counselling

In general, 51% of pharmacists considered that the patient had received sufficient medication counselling, while 14%
thought the opposite. The rest were unsure if the counselling had been sufficient or not. On average, the pharmacists gave
themselves a grade of 6.5/10 regarding their medication counselling on unlicensed medicines. The best results in this
self-evaluation were seen among those who had been in the field longest (Figure 2a). On the other hand, only 21% of the
pharmacists with work experience of less than four years gave themselves a grade of 8-10 (“good”), while 20% gave
themselves a grade of 1-3 (“poor”). The frequency with which the pharmacists dispensed medicines with special or
fixed-term special permits did not appear to influence their self-evaluation results (Figure 2b). In each group, approxi-
mately one-third gave themselves a rating “good” and about half a rating “fair”.

Supporting Material in Patient Counselling

A total of 23% of the 389 pharmacists responded that the package leaflet (PL) of the dispensed product was in German,
9% that it was in English, and 5% that it was in Finnish (Figure 3). In 58% of the cases, the pharmacist could not say
what the language of the PL was.

When the pharmacists were asked what kind of supporting material for medication counselling they knew was
available and where, 50% replied that they found information on the electronic Terveysportti portal (Duodecim
Publishing Company Ltd, Finland). The original PL was used by 14% and a printed translation of the PL by 10% of
the respondents. Only 2% had found information on a pharma company’s website, and 15% had not found any supporting
material. (In this question, the respondents could select several options).

The most common supporting material that the pharmacists thought was missing (74% of the respondents) was
summaries in the Tietotippa information database (Association of Finnish Pharmacies, Finland), integrated in pharma-
cies’ electronic systems. Half of the respondents (50%) wished a Finnish-language PL had been available. (In this
question, the respondents could select several options). Of the respondents, 8% felt they did not need any supporting

material in relation to dispensing medicines with special or fixed-term special permits.
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Figure | Self-reported medication counselling given by pharmacists (A) if the patient had also received medication counselling from the prescribing doctor, (B) if the patient
had used the product before, and (C) according to the type of special permit.

Survey for Patients

The survey for patients was completed by 36 respondents purchasing unlicensed medicines in community pharmacies.
Despite the opportunity to skip questions, the respondents completed the survey with a response rate of 99%. Of the
respondents, 33% were 3549 years old, 36% were 50-64 years old, and 22% were 65 years old or older. Almost all were
purchasing the medicines for themselves and only less than five for their underaged children. Almost 70% of the patients
used the medicine in question regularly, while the rest used it as a course or when needed. About 40% of the patients had
used the medication over two years, 28% more than six months but less than two years, 17% less than six months, and for
17% this was the first purchase.

Almost all the 36 patients had received medication counselling, 61% of them from the prescribing doctor and 53%
from a pharmacist (respondents could select several options). Of these patients, 75% thought that the medication
counselling they had received was useful. The patients gave an average grade of 7.3/10 for medication counselling by
pharmacists and 6.1/10 for medication counselling given by prescribing doctors. The most prominent value given by

Integrated Pharmacy Research and Practice 2024:13 https: 195

Dove:


https://www.dovepress.com
https://www.dovepress.com

Liipo et al Dove

A)

36%
Good 34%

Fair

47%
52%
50%

Poor

How long have you worked in
the field of pharmacy?

- Over 10 years

| cannot say . 5-10 years
B Less than 4 years
0 20 40
% of respondents
B)
Good
45%
Fair 51%
46%
Poor
How often do you dispense medicines with special
or fixed-term special permits?
. Weekly
| cannot say . Monthly

B Atewtimes ayear

0 20 40
% of respondents

Figure 2 Self-evaluation concerning medication counselling by pharmacists in relation to (A) how long they had worked on the field, and (B) how often they dispensed
unlicensed medicines.
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Figure 3 The variety of languages of the package leaflets of medicines with special permits or fixed-term special permits dispensed by pharmacists.

patients for both pharmacists and doctors was 10 (in 25% and in 19% of the cases, respectively), but the second most
common grade that patients gave their doctors was 1 (in 17% of the cases).

Patients actively searched for information on the use of their medication (44%), its storage (17%) and other
instructions (36%) (respondents could select several options). A total of 31% of patients replied that they did not search
for information. However, when asked about the sources for additional information, only 19% responded that they did
not search for information. The most common sources of additional information were pharma companies’ web pages

196 https: Integrated Pharmacy Research and Practice 2024:13

Dove!


https://www.dovepress.com
https://www.dovepress.com

Dove Liipo et al

(22%) and online discussion forums (25%). Information was also searched from the websites of authorities and patient
associations (in this question, the respondents could select several options).

Discussion

In the survey aimed for pharmacists, two-thirds of respondents were not sure if patients had received sufficient
medication counselling while purchasing medicines with special or fixed-term special permits. Almost half of the
respondents did not know if the prescribing doctor had provided any counselling, and more than half had not given
the patient any counselling themselves. This means that some patients did not receive instructions from their doctor or
from the pharmacy, and this was not due to the patient’s refusal.

Prescribing and dispensing unlicensed medicines creates additional professional responsibilities for both the pre-
scriber and the dispensing pharmacist.'? In these cases, there is no marketing authorization holder to take the respon-
sibility for, eg, adverse reactions and the prescriber is the responsible party. When patients purchasing unlicensed
medicines in community pharmacies were asked how comprehensive medication counselling they had received, 42%
gave doctors and 64% pharmacists a grade “good” (8—10 on a ten-point scale). Evaluation results concerning counselling
by doctors were strongly divided: many patients gave their doctor the score 10 and many the score 1. On the other hand,
patients gave pharmacists better grades than the pharmacists gave themselves.

Based on the results, it can be concluded that there is a remarkable language barrier in medication counselling in
Finland. More than half of the respondents were unaware of the language in which the PL of the product they had
dispensed had been written. In general, the language of the available PLs varied greatly. In more than 20% of the cases,
the original PL had been available in German only. It can be assumed that, generally, neither Finnish pharmacists nor
patients can comprehensively handle information in German. Finland is one of the five Nordic countries, but unlike the
other languages in the Nordic countries, Finnish does not belong to the same language family. Only 3% of the
respondents considered a Swedish-language PL to be a desirable source of information.

Community pharmacies (more than 600 pharmacist-owned and two university-owned pharmacies) in Finland are
privately owned. Pharmacy chains are not allowed in Finland. Finland is a reasonably small market with about 5.5
million people, and there might be only one patient using a particular medicine with special permit in this country.
Medicines with fixed-term special permits are often higher volume items. This may explain the results showing that the
level of given consultation varies considerably. Fimea does not record the countries of origin or the languages of the
product information of the unlicensed medicines used in Finland. The use of unlicensed medicines touches upon many
different areas of legislation. In Finland, marketing of unlicensed medicines is strictly forbidden,” which limits the
availability of information about these products.

In Finland, all pharmacies can handle applications for special permits. This is an advantage from the patients’ point of
view as unlicensed medication can be obtained from any pharmacy in Finland. In some cases, however, concentrating
expertise might be beneficial and could result in more efficient processes and a higher quality of counselling on
unlicensed medicines. Despite the potential advantages of service centralization, it is also important to consider potential
drawbacks such as the risk of knowledge silos and a decreased service accessibility in some areas of Finland.

According to the present study, pharmacists who had been working in the field the longest were most likely to reply to
the survey, but they also dispensed unlicensed medicines the most. It would be important to ensure that the youngest
pharmacists also have an adequate level of knowledge on unlicensed medicines. Young pharmacists might be more
experienced in searching for information in different sources and more familiar with reading information in different
languages.

Both pharmacists and patients had questions concerning instructions for use. Patients most often wished to have
information about adverse effects, efficacy, duration of usage, and concomitant use of food and medication. These were
the themes prominent in open-ended responses (data not shown). According to the legislation, both the prescriber and the
pharmacist dispensing the unlicensed product must ensure the patient receives sufficient information on the safe use of
the medicine.”® However, patients often rely on social media and discussion forums for additional information about

their medication.
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The study aimed to reach 200 pharmacists and 200 patients. The results consist of responses from 389 pharmacists
and 36 patients. Thus, we exceeded the targeted number of pharmacists but the number of patients participating the
survey remained low. Patients were invited to participate the study in the pharmacies. Not all pharmacists felt that they
had given sufficient guidance when dispensing the medicine, which may have affected their willingness to recruit
potential patients. As the patients receiving better guidance were therefore more likely to be invited to the survey, this
may have resulted in a selection bias in the patients’ group. In addition, the corona pandemic may have affected the
willingness of patients to stay in pharmacies longer than needed or that of pharmacy staff to ask them to do so. At the
same time, pharmacy staff participated the survey more actively than expected. Consequently, the results data presented
here highlight responses given by the pharmacists. It can be assumed that this group of participants replied to the
questions honestly. The coverage of responses to survey questions was high, over 99%.

Previous scientific literature on counselling regarding unlicensed medicines is very scarce. Wale et al have run semi-
structured interviews for pharmacists and pharmacy technicians in community pharmacies in Wales.” They asked about
accessing and supplying unlicensed medicines with special permit to patients and had questions concerning the impact of
challenges faced by patients. The themes they interpreted as central were a need for patients to assume additional
responsibilities, impact on the confidence felt by pharmacy staff when accessing and supplying unlicensed medicines and
continuity of supply. The prescribing and dispensing of unlicensed medications must result in a safe and appropriate
chain of action from the patient’s perspective but also from the point of view of prescribers, pharmacists, and other
healthcare professionals.® It is not known whether healthcare professionals are aware of the risks of using unlicensed

medicines, 12

although the use of such medicines may result in increased risks to patients.' According to Fimea,
prescribers should actively update their knowledge about unlicensed medicines.® As to dispensing, pharmacists are
often unaware of why an unlicensed preparation has been prescribed,'? which further complicates the counselling work at
the pharmacy. However, sometimes there is no licensed product available for a patient’s specific clinical needs. These
cases occur especially with rare diseases or in times of drug shortages.” Due to a trend of increasing drug shortages, the
use of medicines with special or fixed-term special permits will increase in the future.

Safe and effective use of unlicensed medicines requires robust clinical management processes and sufficient information
available.! Compared to the existing situation, more information is needed to achieve the necessary support for medication
counselling. It is also important to understand what kind of information the patients can currently obtain on unlicensed
products.'?> When necessary, the doctor and pharmacist must work together to ensure that the patient receives the
information, and they must have requisite sources of information available as well as readiness to use them."?

The findings of this study highlight the importance of effective medication counselling and suggest areas for
improvement: ensuring that all patients receive counselling, improving quality of counselling given by both prescribing
doctors and pharmacists, and providing supporting materials for doctors, pharmacists, and patients. These improvements
will require actions from original marketing authorization holders, importers, authorities, and other stakeholders such as
companies providing reliable online materials.

Conclusions

Our survey for patients and pharmacy staff showed that many patients did not receive any medication counselling for
medicines with special or fixed-term special permits even if this is required by the Finnish Medicines Decree. Use of
medicines with special or fixed-term special permits is common in a small market such as Finland with a language
barrier, and the use will increase in the future due to a trend of increasing drug shortages of licensed medicines. Both
prescribing doctors and pharmacists need to improve the quality of their counselling to ensure safe and effective use of
these unlicensed drugs. We suggest that pharmaceutical companies and authorities would provide reliable supporting
material on the use of unlicensed medicines for doctors, pharmacists, and patients.

Abbreviations
EU, European Union; Fimea, Finnish Medicines Agency; GDPR, General Data Protection Regulation; PL, package
leafiet.
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