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Background: From the beginning of the year 2024, gradually implemented amendment to the Medicines Act will enable interchange
of biological medicines in pharmacies in Finland. The legislative change aims to reduce health care costs.

Methods: Opinions of the biological medicine users regarding substitution in pharmacies and knowledge about biological medicines
were determined by a patient survey in community pharmacies and via patient organizations in Finland.

Results: In total, 199 users of biological medicines responded to the survey. The respondents did not always know which product they
were using, an originator or a biosimilar. This was more prominent among patients with biosimilars determined according to brand
names. The more recently the biological medicine had been prescribed, the more likely a biosimilar was in use. Only about 40% of the
respondents would enable pharmacies to substitute their biological medicine to a lower cost product. The most common obstacle to the
idea of interchange in pharmacies was that the respondents wanted to keep the product the doctor had prescribed for them. In general,
biosimilar users were more accepting towards possible interchange than originator users.

Conclusion: Although the most recent treatments appear to be initiated with biosimilars, interchange in pharmacies could enable an
efficient way to lower health care costs. However, guidance and awareness regarding biosimilars and biological medicines in general
would improve patients’ willingness towards the change, but also help pharmacists and prescribing doctors in their meaningful role.

Plain Language Summary:

® The use of biological medicines and the costs thereafter are rapidly growing.

® In Finland, switching between an originator and a biosimilar currently requires doctor’s prescription, but interchange in pharmacies
will be possible in the beginning of year 2024.

® Due to notable differences in prices between biological medicines, active switching to lower cost products in pharmacies would
restrain health care costs remarkably.

® Oriola Expert Services ran a survey with an electronic questionnaire among patients using biological medicines.

® Survey data were collected in pharmacies and via patient organizations.

® Oriola research team found out that patients do not generally know the differences between biological medicines, and if they are
using an originator or a biosimilar.

® Despite the upcoming pharmacy substitution, future cost savings rely on decisions made by doctors at the time of prescribing
biological medication.

® To ensure patient compliance, sufficient patient information about biosimilars is required.
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Introduction

Biological medicines are a rapidly growing type of therapy available to treat for example cancers and immune-mediated
inflammatory conditions such as rheumatic diseases, inflammatory bowel diseases (IBD), and psoriasis. Adalimumab and
etanercept were among the most reimbursement costs causing biological medicines in Finland in 2022." Introduction of
biosimilars has resulted in considerable cost savings in public funded health care regimes in many countries.”
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Biosimilars are in structure and function similar to originator biological medicines and can therefore be extrapolated for
use in same indications. In 2017, experts representing medicines agencies from four European countries have concluded
that switching between comparable biological substances approved in the European Union (EU) is not expected to trigger
or enhance immunogenicity, which has been the main concern in discussion about changes between different biological
medicines.* Biosimilars are expected to increase patients' access to in every case high cost biological medicines, and
gradually, more patients will be switched to biosimilars either by doctors’ prescriptions or mandatory national
indications.> Economic impact of these switches is expected to be remarkable in the coming years.

Heads of Medicines Agencies (HMA) and European Medicines Agency (EMA) have recently considered that once
a biosimilar is approved in the EU it is interchangeable, which means that the biosimilar can be used instead of its reference
product (or vice versa) or one biosimilar can be replaced with another biosimilar of the same reference product.® Already before
that, since 2015, the position of the local authority of this EU country, Finnish Medicines Agency Fimea, has been that biosimilars
are interchangeable under supervision of a health care professional.” Similarly, in another Nordic country, since 2017, the position
of the Norwegian Medicines Agency is that switching between reference products and biosimilars during ongoing treatment is
safe.®

Currently, interchange between the originator and its biosimilar requires a doctor’s prescription in Finland, but next year,
according to amendment in Medicines Act, pharmacies can substitute biological medicines that Fimea has assessed
interchangeable.” The new legislation will be implemented gradually starting on January 01, 2024, and it will first concern
small molecular heparins, continuing later to cover rest of the biological medicines, excluding short-acting insulins.

Introduction of biosimilars has been modest, and interchange in pharmacies has been suggested to increase their use, but the
practice is not yet allowed or implemented.'® It has been discussed, that safe and efficient implementation of interchange in
pharmacies requires new research.'’ Current evidence on interchange of biological medicines is scarce reflecting low knowledge
and attitude towards biosimilars.'” Even though the upcoming legislation will lower technical threshold of substitution by
enabling pharmacies to offer the lower price products to patients, the final decision to adhere to the offered option depends on
patients themselves. The aim of this study was to investigate patients’ awareness regarding biosimilars in general, and their
opinion about lower-cost alternatives for the biological medicine they use, as well as their willingness for interchange.

Materials and Methods
This was a patient survey based on an electronic questionnaire in which adult patients using continuous, self-injectable, biological
medicines with biosimilars on the market could participate. Data collection was conducted in 88 community pharmacies around
Finland as well as via Finnish patient organizations, the Finnish Rheumatism Association, and the IBD and Other Intestinal
Diseases Association, between May and October 2022. In pharmacies, the survey was addressed to customers purchasing self-
administrated biological medicines containing the following active substances: adalimumab, etanercept, pegfilgrastim, or
filgrastim. The patient organizations informed their members about the survey via social media platforms.

The original semi-structured questionnaire consisted of 25 questions (with several sub-questions) specifically tailored
for the purposes of this study (Supplementary Material). The questions covered the following topics: 1) demographics,

2) information about current biological medication, 3) knowledge regarding biosimilars, and opinions about possible
interchange in pharmacies. Part of the results originating from the large questionnaire were reported here.

The data collection was conducted anonymously, and the participation was voluntary for the respondents. The respondents
were able to skip questions, stop answering, and delete answers at any point during the participation, and they were informed about
this possibility. Privacy statement, based on the EU General Data Protection Regulation (GDPR), was available for the participants
during the study in Finnish, Swedish, and English. However, due to the anonymous nature of the data collection, the GDPR-
specified right to correct or delete given answers afterwards was not applicable. The participation was based on consent, and the
survey was conducted following the guidelines of the Finnish National Advisory Board on Research Integrity. '

The data were analyzed using the statistical software R Studio version 4.2.2 for Windows. Categorical variables were reported
as frequencies of received responses and percentage distributions. Continuous variables were reported as means, medians with
interquartile ranges and ranges of minimum and maximum. Due to the voluntary nature of the data collection, some answers were
missing. In the analyses, the number of given responses were divided with the number of respondents. If the number of responses
in certain answer category was <5, results were presented as “<5” to ensure individual privacy.
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Results

In total, 199 respondents participated to the survey, and 69% were females (Table 1). Females were more commonly biosimilar
users, as of originator users 58% and of biosimilar users 70% were females. Median age of the respondents was 50 years
(mean=49.8; range=20-83; Q1=40; Q3=61). Originator users were somewhat older than biosimilar users, their median ages were
54 (mean: 53.3; Q1=45; Q3=63) and 48 years (mean: 48.7; Q1=38; Q3=60), respectively. For almost half of the respondents
(45%), the highest education level was secondary education (Table 1). Of the originator users 72% and of the biosimilar users 58%
were using the biological medicine originally prescribed and had not used any other biological medicine for the same condition.

There are five university hospitals and their catchment areas in Finland. Most of the responses were collected in
Helsinki, Oulu, and Tampere (27%, 27%, and 26%, respectively), and less in Kuopio (12%) and Turku (8%) specific
catchment areas. Originators were used more commonly in Helsinki and Turku, whereas in Oulu and Tampere
biosimilars were more commonly in use. In Kuopio, the use of originators and biosimilars was equally common.

Half of the respondents (50%) had used a biological medicine longer than three years (Table 1), and 31% had used the
same product longer than 3 years. Based on reported product names, 62% of the respondents currently used a biosimilar,
and 6% could not name the product they currently used (Figure 1A). On the other hand, based on respondents’ general
knowledge, the majority (46%) of the participants reported using an originator, and up to 23% did not know the nature of
their biological medication (Figure 1B).

Of originator users, 72% had been using the current biological medicine longer than three years (Figure 2). In
contrast, of biosimilar users, 89% had been using the current biological medicine less than three years.

In total, 47% of biosimilar users who were able to name the brand of the biological medicine they used, were aware
that the product was a biosimilar, whereas 31% thought that the biological medicine was an originator (Figure 3). Of
originator users, 80% knew they used an originator, and none of them miss-thought they were using a biosimilar. From
20% to 23% of originator and biosimilar users, respectively, did not know which one they were using.

Table | Demographic Characteristics of the Respondents

Variable Definition Percentage
Sex Female 69%
(N=197) Male 31%
Age category 2040 years 28%
(N=196) 41-60 years 46%
61 years or over 26%
User history of any About to start 3%
Biological medicine 0-6 months 19%
(N=199) 7-12 months 12%
1-2 years 17%
3-6 years 26%
7 years or longer 24%
Level of education Basic education 11%
(N=199) Secondary education 45%
Higher education 41%
Other 3%

Abbreviation: N, number of respondents.
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Figure | Distribution of the originator and biosimilar users based on (A) reported product name of the currently used biological medicine (N=199); (B) respondents’ own
perspective about originators versus biosimilars (N=199).
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Figure 2 Time for how long the current biological medicine had been in use (N=188) with current medication based on self-reported product name as a background variable.

When the question was more about the costs, 40% of all respondents wished pharmacies could suggest a lower-cost
alternative for the biological medicine, but the most common (41%) answer was “I do not know/not important”. In this
category, the youngest respondents were the most prominent (59%) compared to the other age groups (33% and 35% in
41-60-year-old and 61-year-old and older, respectively). Discretized age categories have been presented in Table 1.
Almost one-fifth (19%) of all respondents answered that they would not wish for the interchange to take place in
pharmacies.

For 76% of these, the main reason was the wish to use the medicine the doctor had prescribed for them. The other
three most common reasons for unwillingness against possible interchange were that the new product would be
unsuitable or less effective and desire to use a familiar product.

Respondents who were current biosimilar users were more willing (45%) towards the interchange in pharmacies than
the originator users (31%; Figure 4). On the other hand, originator users were more against the interchange versus the
biosimilar users (30% versus 15%, respectively), and in total up to 79% did not really have an opinion.
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Figure 3 Awareness of the respondents regarding to the biological medicine type they currently used (N=188) with current medication based on self-reported product
name as a background variable.
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Figure 4 Respondents’ willingness regarding the interchange of lower-cost alternative biosimilars (N=188) with current medication based on self-reported product name as
a background variable.

Discussion
The first results of this large patient survey study show that the longer the biologic medicine had been in use, the more likely it was
about an originator and not switched to a biosimilar. Of those respondents who had used a biological medicine longer than three
years, less than a quarter were on a biosimilar suggesting that interchange has not yet been actively conducted by doctors. At the
same time, the findings indicate that in recent years, biological therapy has more likely than earlier been initiated with a biosimilar,
but there is still demand towards this trend in order to restrain health care costs.

Since 2017, Social Insurance Institution of Finland has actively sent guidance containing feedback on the prescriptions for
doctors prescribing biological medicines."* In 2020, a “Dear Doctor” letter acknowledged those doctors who had been prescribing
biosimilars. This positive feedback did not increase the use of biosimilars, and in 2022, Social Insurance Institution of Finland sent

Integrated Pharmacy Research and Practice 2024:13 https: 13
Dove:


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

Polkki and Prami Dove

a comment to those doctors who had been prescribing the most expensive biological medicines despite less expensive products on
the market. Again, very recently, there have been efforts to provide doctors with more up-to-date information about the prices of
biological products encouraging them to choose the most reasonably priced product available.'*

Our findings indicate that patients’ knowledge regarding biosimilars and biological medicines in general could be notably
improved. In addition, despite high level general education in Finland and among the respondents of this study, the patients’ own
awareness of their currently used biosimilar or originator was surprisingly weak. Of the originator users, 80% knew that they were
using an originator and none miss-thought they were using a biosimilar. Of the biosimilar users, one-third thought that they were
using an originator, and only half of them were sure that they were using a biosimilar. On the other hand, only one-third of the
originator users knew the meaning of biosimilars (data not shown). This type of unawareness might set barriers to discussions
when planning a substitution.

This was a cross-sectional survey in 2022. Respondents were guided to answer to the survey only once. We managed
to capture targeted number of respondents: about 200. The most common biological medicine among the respondents
was adalimumab originator followed by its biosimilars. These results are in line with the unit sales data from Finland,
according to which use of the biosimilars of these medicines are not yet dominating the market. At the time of the data
collection, switching between originators and biosimilars was only possible with a doctor’s prescription.

Comparing with other European countries, Finland is ahead in culture of biosimilar use, and direct interchange of biological
medicines in pharmacies starts in the beginning of next year. In Ireland, for example, biosimilar uptake has been reported to be
very slow when estimating the use of best-value biological products of adalimumab or etanercept.'® Increasing use of biosimilars
would create financial savings that further could support invest in new innovative therapies beneficial for even more patients. This
is possible through the introduction of biosimilars that, when placed on the market, reduce the price of the original medication.'®
Last year, it was reported how prices and market shares of outpatient biosimilars had been developed in Finland during 2009—
2020.* Public reimbursement scheme related to the market entry of biosimilars and changes in pricing policy were the main
reasons for the decrease in the prices of reference products.

The new Finnish legislation about interchange of biological medicines in pharmacies will be implemented gradually.” The
parliament has required strengthening guidance and advice on interchange, especially in use of administration devices, for that
patient safety will not be jeopardized. Currently, also the Norwegian legislation allows biosimilar change in pharmacies, and the
Norwegian Medicines Agency assesses whether and how it would be safe to introduce this procedure.'” In addition to device use
counselling, other risk themes related to interchange of biological medicines, such as patients lacking advise from pharmacies and
distracting support material, were identified in semi-structured qualitative interviews in Finland."" This study identified potentially
a new role for community pharmacists to facilitate safe and effective substitution of biological medicines. Further analyses with
the data collected in this study project will concentrate on this important angle of view.

According to the present results, 40% of the respondents felt positive about future substitution in pharmacies. They saw that
this would decrease costs for themselves and for the society (57% and 33% of the respondents with positive opinion, respectively).
Further, it seemed that biosimilar users were more willing towards substitution than originator users, but in both groups equally
many were uncertain or did not consider this topic important (Figure 4). The main reason to oppose substitution was willingness to
stick to the product that the doctor had prescribed. This suggests that even if interchange to a less expensive product in pharmacies
would be possible, the doctors’ role in choosing the more affordable option remains important. In addition, it is important to
understand that the price is not the only key influencing factor in prescribing of a specific product, as stated before.”

Use of biosimilars instead of originators saves costs, that is widely understood, but according to our knowledge there
is only very little published information about effects and importance of interchange in pharmacies. This will be an
interesting research topic in the future. In addition to the interchange operation itself, pharmacies will have an important
role in guiding patients, especially among those who currently use originators, towards more affordable alternatives and
further in decreasing health care costs. The patients must feel comfortable with the substitution when offered to them, and
they need to understand the similarity of efficacy and safety of different products to guarantee good compliance.
Furthermore, pharmacists need clear instructions how to proceed with this guidance and with what type of material.
Future studies will show how the patients’ attitudes about interchange have changed compared to the results of today.
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Conclusions

The most recent treatments were initiated with biosimilars, and patients with originators were more often against possible
interchange than biosimilar users. It is important that costs of biological medicines are considered at the time of
prescription, especially at the initiation of medication. Relevant guidance for patients and pharmacy staff but also for
doctors who prescribe biological medicines is needed.
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