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Purpose: In France, the integration of biosimilars into medical practice in rheumatology and gastroenterology is well established.
Despite a high penetration rate in hospitals, the adoption of biosimilars varies depending on the molecules. This adoption differs
between new patients, for whom biosimilars are prescribed as initial biologic treatment, and those receiving these medications as part
of a treatment switch from reference biologics. The objective of the COMPRENDRE study was to identify and understand the
obstacles to switching from reference biologic products to their biosimilars by examining prescription practices and patient decisions.
This study proposes recommendations to overcome these barriers.

Patients and Methods: A total of twelve rheumatology and gastroenterology prescribers and fourteen patients with rheumatologic
and gastrointestinal disorders were interviewed for qualitative insights. Subsequently, one hundred prescribing physicians and one
hundred ninety patients responded to a quantitative survey to validate and explore these findings. The study was supervised by
a multidisciplinary expert committee.

Results: The results from the quantitative and qualitative surveys show similarities in the outcomes. In the qualitative study, 71% (10/
14) of patients accepted the switch to a biosimilar. For half of them (7/14), trust in the physician-patient relationship was the main
reason for acceptance. Key barriers identified by prescribers included the limited time available during consultations and patient
anxiety due to their illness, both of which negatively impacted willingness to switch. In the quantitative study, 89% (89/100)
prescribers reported prescribing biosimilars through switching from the reference biologic. However, only 33% (29/89) indicated
that they systematically switch eligible patients. Overall, 55% (104/190) of the patients surveyed had never been offered a switch to
a biosimilar.

Conclusion: Switching from a reference biologic to biosimilars is hampered by several factors, including the lack of systemic
proposals in the practice of prescribers as well as the lack of information given to patients.

Keywords: biologic, biosimilar, gastroenterology, healthcare professional, patient satisfaction, rheumatology, shared decision making,
switch

Introduction
The introduction of biosimilars to the European market starting in 2006 ' provided less costly but equally effective
alternatives to reference biologic treatments. These more affordable medications, with equivalent efficacy and compar-

able pharmacokinetic, safety and immunogenicity profiles as their reference products, help to stimulate competition and
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contribute to alleviate the economic burden on healthcare systems. Biosimilars have gradually gained importance in the
market, notably in the past five years, with the number of approvals doubling compared to the previous decade.’

Biosimilars have progressively penetrated markets in various therapeutic areas such as oncology, diabetes, rheuma-
tology, dermatology, gastroenterology, and ophthalmology. This explains why biosimilar use is more established in some
therapeutic areas than others. In France, the utilization of biosimilars is well integrated into the clinical practice of
therapeutic areas such as rheumatology and gastroenterology; however, it is more recent in other areas such as
ophthalmology. The first biosimilar used in rheumatology and gastroenterology, infliximab, was marketed in France in
2015, followed by other TNF-alpha inhibitors in 2016 (etanercept) and 2018 (adalimumab). Biosimilars of two TNF-
alpha inhibitors are used in both rheumatology and gastroenterology.*

Despite a high hospital penetration rate, estimated at 90% in 2023, the adoption of biosimilars in community settings
remains limited, with an average penetration rate of 31.9%.” This observation is accompanied by significant hetero-
geneity between biosimilar molecules, with penetration rates in community settings ranging from 3% to 92.7%.>

The adoption of biosimilars also differs between naive patients for whom the biosimilar is proposed as the initial
prescription compared with switched patients who have had previous therapeutic exposure to the reference biologic. In
2021, the initiation rate of naive patients to infliximab, etanercept, and adalimumab biosimilars was 94%, 67%, and 59%,
respectively, contrasting with 48%, 20%, and 18% of patients treated with the reference biologic infliximab, etanercept,
and adalimumab who transitioned to a biosimilar during their follow-up.*

According to the scientific literature, this limited adoption of biosimilars in switched patients is driven by multiple
factors, primarily related to healthcare professionals ‘confidence and practices, as well as patient activation.

A lack of confidence in biosimilars among patients has been identified as a factor negatively influencing the
perception of these medications and causing some reluctance to accept them.® Patients have expressed concerns about
a potential loss of efficacy or the appearance of side effects when switching from reference biologic to biosimilar
treatment.” Additionally, patients’ lack of understanding of the rigor of the approval process and health-economic
benefits of biosimilars could reinforce their reluctance to accept biosimilars.®

Among healthcare professionals, a need for additional knowledge and experience regarding biosimilars has been
observed, particularly among physicians and pharmacists.””'® Limited knowledge and a lack of experience with
biosimilars induced a lack of confidence and trust in biosimilars among healthcare professionals.® Additionally,
healthcare professionals’ reluctance to inform patients about biosimilars, due to fear of worrying them’ or time
constraints during patient visits, has been identified as an additional barrier to the adoption of these medications."'

To better identify these mechanisms, the COMPRENDRE study, initiated in 2023, analysed the utilization of
biosimilars, the barriers to their prescription, and their acceptance by patients. This study was conducted in two phases:
qualitative interviews with prescribers and patients with rheumatologic and gastrointestinal disorders, and an electronic
quantitative survey to validate and further explore the results with the same respondent profiles. A committee of experts
supervised the entire process and participated in consolidating and validating the insights to formulate recommendations
aimed at overcoming barriers to switching in France.

Materials and Methods

Establishment of an Expert Committee for the Utilization of Biosimilars

A multidisciplinary committee of experts was established to support the project throughout its development and at each
stage. This committee comprised two rheumatologists, a gastroenterologist, a psychologist, a health economist, a public
health expert and three representatives of patient associations.

Qualitative Study

Background

The qualitative study, conducted from June to July 2023 in mainland France, involved a series of semi-structured
telephone interviews, each lasting approximately one hour. These interviews were conducted with prescribers of biologic
medicines and patients treated with biologics. An interview guide, revised and validated by the members of the expert
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committee, was used to ensure all relevant themes were addressed. This guide was not shared with respondents prior to
the interviews.

Methodological Considerations

To ensure the reliability and rigor of the interviews and facilitate the publication of the results the COREQ (Consolidated
criteria for reporting qualitative research)'? checklist was used throughout all methodological decisions. This encom-
passed the development of the interview guide, selection of data collection and analysis methods, and the interpretation
of the findings.

Inclusion and Exclusion Criteria
The recruitment process of prescribers and patients was established to ensure the representativeness and relevance of the
respondents and was validated by the expert committee.

e Prescribers: Rheumatologists and gastroenterologists who prescribe biologic medicines. Participants were evenly
distributed between the two specialties, practicing across the French territory and in clinical settings, with a target of
60% in hospital (regional and local) and/or mixed settings, and 40% in community settings.

e Patients: Participants had to be over 18 years old, without cognitive disorders, and diagnosed with a rheumatic or
gastrointestinal disease. They must have been treated, or be currently treated, with the reference biologic medicine
infliximab, etanercept, or adalimumab, with a proposal to switch to a biosimilar, regardless of whether they
accepted or not. Participants were required to live and be treated in France either in a hospital, or mixed or
community settings. Gender parity was sought as much as possible.

¢ Quotas of Respondents: Quotas of responses were determined in collaboration with the expert committee to ensure
data saturation.

Participant Recruitment

Physicians were recruited by IQVIA France based on the inclusion and exclusion criteria. Patients were identified by the
healthcare professionals participating in the interviews and by patient associations that are members of the expert
committee.

Conducting the Interviews
Interviews were conducted in parallel to ensure consistency and avoid temporal biases in the collected information. Two
members of the project team conducted to ensure continuity and limit interpretation biases.

Transcription of Insights
Insights from each interview were recorded in a transcription grid by the moderators.

Quantitative Study

Background

To further explore and validate the insights from the qualitative study, a quantitative study with a larger panel of
respondents was conducted from November 2023 to January 2024. This study targeted prescribers of biologic medicines
and patients treated with biologics. Two versions of online questionnaires were used, one for prescribers and one for
patients. The questionnaires, composed of multiple-choice questions without open-ended responses, were revised and
validated by the expert committee.

Inclusion and Exclusion Criteria
The recruitment process for prescribers and patients was established to ensure the representativeness and relevance of the
respondents and was validated by the expert committee.
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e Prescribers: Rheumatologists and gastroenterologists who prescribe biologic medicines. Participants were evenly
distributed between the two specialties, practicing across the French territory and in clinical settings, with a target of
60% in hospital (regional and local) and/or mixed settings, and 40% in community settings.

e Patients: Participants had to be over 18 years old, without cognitive disorders, and diagnosed with a rheumatic or
gastrointestinal disease. They must have been treated, or be currently treated, with the reference biologic medicine
infliximab, etanercept, or adalimumab, with a proposal to switch to a biosimilar, regardless of whether they
accepted or not. Participants were required to live and be treated in France either in a hospital, or mixed or
community settings. Gender parity was sought as much as possible.

e Quotas of respondents: Quotas were determined in collaboration with the expert committee, targeting a total of 100
physicians. Initially, the quota was also set at 100 patients. However, due to a surge in participation, the collection
period was extended by one month to accommodate a larger volume of responses.

Participant Recruitment

Physicians were recruited by IQVIA France based on the inclusion and exclusion criteria and received the survey link by
email. Patients were recruited by healthcare professionals and representatives of patient associations who are members of
the expert committee, through emails, newsletters, LinkedIn posts, or QR codes in services. Compliance with the
inclusion criteria was ensured by preliminary questions at the beginning of the questionnaire.

GAD-7 Test
Responding patients who received a referral proposal could optionally complete a GAD-7 test reference. The GAD-7 is
an anxiety assessment tool that assigns a score from 0 to 21, where a score of 0 indicates no anxiety about their disease

and 21 indicates severe anxiety.

Data Collection and Analysis

The data collection period for the qualitative and quantitative studies of patients and prescribers were conducted in
parallel to ensure consistency and avoid temporal bias. Data processing and analysis were performed by IQVIA France,
using Excel. Qualitative variables were presented as percentages and quantitative variables were analyzed as mean,
standard deviation, median, minimum, and maximum.

Elaboration of Recommendations

To formulate recommendations aimed at overcoming the barriers to switching to biosimilars identified during the
qualitative and quantitative studies, three discussion groups were organized from February to March 2024. These groups
comprised prescribing physicians and patients in the therapeutic areas of gastroenterology and rheumatology. The
discussion themes were established to examine the primary outcomes of both the qualitative and quantitative studies.
These sessions allowed the collection of participants’ perspectives on the identified barriers and prompted discussions, on
potential solutions. Subsequently, recommendations were formulated, refined and validated by the multidisciplinary
expert committee.

Results

Respondent Characteristics

Qualitative Study

A total of 12 prescribing physicians participated in the qualitative phase. Among them, 42% (5/12) were gastroenter-
ologists and 58% (7/12) were rheumatologists. A total of 14 patients participated in the qualitative study. Of these, 43%
(6/14) were treated in gastroenterology and 57% (8/14) in rheumatology. Out of 14 patients interviewed about the switch
proposal, 71% (10/14) accepted the switch and 7% (1/14) refused it. 21% (3/14) accepted the switch to a biosimilar but
were subsequently treated again with the reference biologic. The additional characteristics of these participants are
presented in Table 1.
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Table | Socio-Demographic Data and Characteristics of Respondents of the Qualitative Study

Qualitative Study
Type of Participants Prescribers | Patients
Number of Participants 12 14
Therapeutic area Gastroenterology 5 (41.6%) 6 (42.8%)
Rheumatology 7 (58.3%) 8 (57.1%)
Healthcare setting Community 4 (33.3%) NA
Hospital and mixed 8 (66.6%) NA
Level of experience Moderate (> 3 years and <10 years) 6 (50%) NA
Strong (> 10 years) 6 (50%) NA
Patient association membership Non-member NA 4 (28.5%)
Former Member NA 4 (28.5%)
Current Member NA 6 (42.8%)
Biosimilar switch Acceptance NA 10 (71.4%)
Acceptance followed by a switch back to the reference biologic NA 3 (21.4%)
Refusal NA 1 (10%)

Abbreviation: NA, not applicable.

Quantitative Study

A total of 100 prescribing physicians, equally divided between rheumatologists (50) and gastroenterologists (50),
participated in the quantitative phase. Among them, 86% (86/100) worked exclusively in a hospital setting, while 8%
(8/100) practiced in a community setting and 6% (6/100) had a mixed practice. The results of this study primarily focus
on the responses of prescribers involved in implementing treatment switches from reference biologic to biosimilar. The
additional characteristics of the participating prescribers are presented in Table 2.

Furthermore, a total of 190 patients participated in the quantitative study. Among them, 52% (98/190) were diagnosed
with a gastrointestinal disease and 48% (92/190) with a rheumatic disease. The study results primarily rely on the
responses of patients who received a proposal to switch from reference product to biosimilar (Figure 1). The additional
characteristics of these participants are presented in Table 2.

Table 2 Socio-Demographic Data and Characteristics of Respondents of the
Quantitative Study

Quantitative Study
Type of Participants Prescribers | Patients
Number of participants 100 190
Age Between 18 and 25 years old 0 8
Between 25 and 35 years old 20 34
Between 35 and 45 years old 36 6l
Between 45 and 60 years old 27 53
Over 60 years 17 34
(Continued)
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Table 2 (Continued).

Quantitative Study

Type of Participants Prescribers | Patients
Therapeutic area Gastroenterology 50 98
Rheumatology 50 92
Healthcare setting Community 8 NA
Hospital 86 NA
Mixed 6 NA
Patient association membership Non-member NA 96
Former Member NA 25
Current Member NA 69
Biologic treatment Etanercept NA 30
Adalimumab NA 98
Infliximab NA 62

Abbreviation: NA, not applicable.

Key Findings

The primary results of the study were categorized into three themes: 1) The relationship between the patient and the
healthcare team, 2) The frequency of proposal and acceptance of the switch, and 3) The prescriber’s position regarding
biosimilars and within the context of the proposal.

Relationship Between the Patient and Healthcare Team

During the qualitative interviews, patients were asked about the factors influencing their decision to accept the switch to
a biosimilar. Half of the respondents (7/14) cited trust in their prescriber as a determining factor. Similarly, in the
quantitative survey, prescribers were asked about the factors facilitating patient acceptance. Trust in the physician-patient

N=190 patients

respondents
N=104 patients who N=86 patients who
have not received a received a switch
proposal proposal
N=54 patients who have N=50 patients who have N=6 patients who N=80 patients who
N0 Mhowies of i about refused the biosimilar accepted the biosimilar
biosimilars biosimilars
N=27 patients who N=12 patients who - " . » " - "
would accept the would refuse the N=11 pahi:;swwho don't ‘N-Z pah'fnts'whod r:-4 p'athms v’vho ;
biosimilar biosimilar emporarily refuse categorically refuse

N=34 patients who
accepted immediately

N=35
patients who accepted at the
first consultation after
questioning

N=11 patients who
accepted after several
consultations

Figure | Sub-populations of patients according to questionnaire responses.
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relationship was the most frequently selected factor, reported by 54% of respondents (54/100). The second most common
factor was having a stable disease activity, selected by 53% of prescribers (53/100) (Figure 2).

In the quantitative study, patients who accepted the switch to a biosimilar were also asked about the factors
influencing their decision. Overall, 30% (24/80) identified feeling heard and supported as a determining factor (Figure 3).

To gain information about biosimilars, half of the patients in the qualitative study (7/14) indicated that the prescriber
was their sole source of information, and the majority (9/14) identified the prescriber as one of their primary sources.
Similarly, in the quantitative study, 51% (41/80) of patients who accepted the switch designated the prescriber as one of
their main sources of information, reinforcing the findings of the qualitative survey (Figure 4).

Trusting relationship between the patient and the prescriber
Stability of the patient medical condition

Efficacy of the current reference biologic medication

Suggestion of a discussion with their general practitioner
Tolerance of the current reference biologic medication

Level of engagement of the patient in their disease management
Long-term patient follow-up

Time available during the consultation

Socio-professional category

Age of the patient
Close surroundings and the presence of caregivers 1 2
Potential comorbidities 2

0 10 20 30 40 50 60

@ Prescribers performing switch (n=89) Prescribers no performing switch (n=11)

Figure 2 Factors that promote the acceptance of the switch according to prescribers.

Prescriber appeared confidentin this

decision and was convincing (42.5%) _ 9%
Feeling heard and supported (30%) _ 24
Access to preci(s1e1 i‘r21f50o;)r)nation and data - 9
%" Eavostion program (1105 N °
P estmonims @ 75%) I 7
0 10 20 30 40

W Patient accepting the switch (n=80)

Figure 3 Factors that promote patient acceptance of switching to a biosimilar.
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Prescribing physician of the reference biological
treatment (51.3%)

00O - -

Internet and/or Social Media (28.75%)  [[[[MIMMIMIG0T00Im 23

Patient associations, support groups, and meetings
with other patients (12.5%)

MMM 10

Other healthcare professionals involved in managing W o
the condition (11.25%)

General practitionner (8.75%) [l 7
Mainstream media (2.5%) ||| 2
Close surroundings of the patient (1.25%) || 1
Do not seek to obtain information (0%) 0

0 10 20 30 40 50
il Patient accepting the switch (n=80)

Figure 4 Sources of patient information about biosimilars.

However, other healthcare professionals also played a role in providing information about biosimilars to patients.
Among those who accepted to switch, 9% (7/80) identified their general practitioner, and 11% (9/80) reported other
healthcare professionals involved in their care as primary sources of information (Figure 4). In the qualitative study, two
prescribers considered that other healthcare professionals, particularly nurses and pharmacists, could also contribute to
information dissemination and facilitate the acceptance of the proposal to switch.

During the interviews, one prescriber noted that the majority of community pharmacists did not have sufficient
information to effectively inform patients about biosimilars. Similarly, some patients reported a lack of knowledge of
biosimilars among community pharmacists, which hindered their ability to provide answers to their questions. Two
prescribers also emphasized the importance of training other healthcare professionals in the care pathway, notably
community pharmacists, to ensure the consistent transmission of accurate information beyond the hospital.

Patient associations were also frequently regarded by patients as sources of information. Among those patients who
accepted to switch to a biosimilar, 12.5% (10/80) selected patient associations as one of their primary sources of
information (Figure 4). During the interviews, several patients noted that sharing experiences from other patients could
help facilitate the acceptance of the biosimilar. In the quantitative survey, 89 prescribers reported prescribing biosimilars
through switching from the reference biologic. Thirty percent (27/89) of prescribers performing switch identified patient
testimonials as a missing tool that could facilitate the acceptance of the switch (Figure 5).

The Frequency of Proposal and Acceptance of Switching from Reference Product to
Biosimilar

Patient Response to the Switch Proposal

In the quantitative study, prescribers were asked how their patient reacted to the switch proposal. Each prescriber provided
an estimate of the proportion of patients who accepted or refused to switch from reference biologic to a biosimilar,
specifying whether acceptance was immediate, required additional information during the initial appointment, or several
consultations. Similarly, refusals were categorized as potentially temporary or definitive. On average, prescribers who
prescribe switches from reference product to biosimilar in their clinical practice (N=89) estimated that 82% of their patients
accepted the switch: 40% immediately, 30% after asking questions, and 12% after several consultations. Among the 18%
who refused, 8% were considered temporary refusals, while 10% were deemed categorical.
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Therapeutic education program (32.58%) _ 29

Patient testimonials (30%)
Informative booklet (30%)
Appointment or a dedicated time with a member _ 25
of the medical team (28%)
websic .50%) |

Published scientific studies (15.73%) _ 14

5 10 15 20 25 30 35

o

B Prescribers practicing the switch (n=89)

Figure 5 Missing tools identified by prescribers to support switching.

The patient acceptance rate for switching estimated by prescribers was slightly lower than that reported by the
patients in the quantitative survey. Among the surveyed patients, 93% (80/86) indicated that they had accepted the
switch, while 7% (6/86) had refused. Among those who accepted, 39.5% (34/86) did so immediately, 41% (35/86) after
asking questions, and 13% (11/86) after several consultations. Among the patients who refused the biosimilar, 2% (2/86)
indicated that their decision might change in the future.

Frequency of Switch Proposals
Among the 100 prescribers surveyed in the quantitative study, 89% (89/100) reported prescribing biosimilars through switching
from the reference biologic. In contrast, 11% (11/100) indicated that they prescribe biosimilars only for biologic-naive patients
(initiation of biologic treatment) or in subsequent line therapy, but not through switching. Prescribers who practice switching
were asked about the frequency with which they propose to switch from reference biologic to biosimilar to eligible patients. Only
33% (29/89) reported systematically proposing to switch to a biosimilar to eligible patients. Among the 67% (60/89) who did not
always propose the switch, 28% (25/89) indicated that they rarely refrain from proposing it, 24% (21/89) occasionally refraining,
15% (13/89) stated that they often refrain, and 1% (1/89) reported very often refraining from proposing the switch.

Of the 190 patients who participated in the quantitative study, 55% (104/190) reported that they had never received
a proposal to switch to a biosimilar.

Causes of Reluctance to Propose the Switch

Prescribers assessed the difficulty of using a biosimilar for patients who had already received a reference biologic
treatment compared with treatment-naive patients on biosimilars. This assessment was conducted using a five-point
scale, where 1 indicated “the same level of effort”, and 5 represented an “extremely difficult” practice. Among the 100
prescribers surveyed, 67% (67/100) perceived switching to a biosimilar from the reference product as more challenging
than prescribing in treatment-naive patients. Among them, 43% (43/100) considered it slightly more difficult, 20% (20/
100) rated it as quite difficult, and 4% (4/100) found it very difficult (Table 3). Conversely, 33% (33/100) of
prescribers considered that switching required the same level of effort as prescribing biosimilars for treatment-naive
patients. Prescribers who do not practice switching (N=11) perceived the process as more challenging than others,
assigning an average difficulty score of 2.5/5, compared to a score of 1.89/5 indicated by prescribers who practice
switches. (Table 3).
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Table 3 Evaluation of the Difficulty of Switching to Biosimilars and Self-Assessment of the Ability to Convince Prescribers

Prescribers Practicing Prescribers Not Overall
the Switch Practicing the Switch Precribers
(N=89) (N=11) (N=100)

Assessment of the difficulty of the switch compared to 1.89/5 2.45/5 1.95/5
treatment-naive patients (MEAN)
Same Level of Difficulty (n, %) 31 (35%) 2 (18%) 33 (33%)
Slightly More Difficult (n, %) 39 (44%) 4 (36%) 43 (43%)
Quite Difficult (n, %) 17 (19%) 3 (27%) 20 (20%)
Very Difficult (n, %) 2 (2%) 2 (18%) 4 (4%)
Extremely Difficult (n, %) 0 (0%) 0 (0%) 0 (0%)
Self-assessment of persuasion and reassurance abilities 3.76/5 3.09/5 3.69/5
(MEAN)
Very Poorly Capable (n, %) 0 (0%) 0 (0%) 0 (0%)
Poorly Capable (n, %) 2 (2%) 2 (18%) 4 (4%)
Quite Capable (n, %) 26 (29%) 6 (55%) 32 (32%)
Very Capable (n, %) 52 (58%) 3 (27%) 55 (55%)
Highly capable (n, %) 9 (10%) 0 (0%) 9 (9%)

During the qualitative interviews, prescribers identified several factors contributing to their reluctance in proposing
switches to biosimilars. One major obstacle was the limited duration of consultations, as the switch process was
perceived as time-consuming and requiring significant discussion. Many prescribers reported prioritizing the medical
follow-up of the patient during the consultations, often leaving insufficient time to introduce and offer to switch to
a biosimilar. Additionally, some prescribers noted that patients with a long history of stable disease were more reluctant
to change their treatment, further reducing the likelihood of accepting a switch proposal.

Another key barrier was patient anxiety, which prescribers perceived as negatively impacting willingness to switch-
ing. Indeed, 58% (7/12) of the interviewed prescribers identified anxious patients as the most resistant to the switch. This
finding was reinforced by the quantitative survey, where 65% (65/100) of prescribers reported that patient anxiety was
a significant factor reducing the likelihood of switch acceptance.

In the quantitative survey, 61 patients who received a proposal to switch agreed to take the optional GAD-7 anxiety
test. Among the patients who accepted to switch, those who accepted immediately (26/61) had the highest mean anxiety
score although it was still considered in the range of mild anxiety symptoms <10 (Table 4). Conversely, patients who
accepted to switch after asking questions (25/61) had the lowest score (score <10) (Table 4). The sample of patients who
refused to switch either temporarily (2/61) or categorically (3/61) was too small to allow for meaningful interpretation of
their anxiety scores.

Table 4 Patient’s Average GAD-7 Anxiety Score Based on Their Responses to Switch Proposal

Patient Profile Regarding Immediate Agreement after Agreement after Temporary | Complete Overall
the Proposal of the Switch | Agreement Multiples Several Rejection Rejection | Population
(N=26) Inquiries Consultations (N=2) (N=3) (N=61)
(N=25) (N=5)
Anxiety Score on the 9.9 9 9.6 9 9.3 9.7
GAD-7 Scale (MEAN)

https:
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Prescribers’ Position on Biosimilars and Their Approach to Proposing the Switch from

Reference Product

Prescribers’ Adoption of Biosimilars

In the quantitative study, 80 patients who accepted to switch from a reference biologic to a biosimilar were asked about
the factors influencing their decision. The most frequently mentioned factor, chosen by 42.5% (34/80) of them, was the
prescriber’s conviction in favor of biosimilars and the presentation of convincing arguments (Figure 3).

Prescribers assessed their level of knowledge about biosimilar medicines on a scale from 1 to 5, where 1 represented
“low knowledge” and 5 indicated “extensive knowledge”. The mean score across all prescribers was 4.5/5, and 93% (93/
100) of prescribers rated their knowledge as at least “good”. Despite this, four prescribers expressed the need for
additional training on biosimilars, and three prescribers indicated a lack of documentation on biosimilars. Additionally,
two prescribers voiced concerns about the evidence on efficacy of certain biosimilars, particularly regarding the use of
indication extrapolated indications within their therapeutic area.

Communication and Trust in the Prescriber-Patient Relationship

In the quantitative study, prescribers were asked to evaluate their ability to convince and reassure patients about
biosimilars on a scale from 1 to 5 where 1 indicated “very little” and 5 indicated “extremely capable”. The majority
of prescribers, 64% (64/100) felt they were either very capable or extremely capable of reassuring their patients during
the switch proposal. A further 32% (32/100) rated themselves as moderately capable, while 4% (4/100) felt less capable
(Table 4). Prescribers who rated their convincing ability as good (3/5) or very good (4/5) were more likely to system-
atically propose biosimilars to their eligible patient population compared to the overall group (Table 5). This highlights
the significant role of communication in fostering trust and facilitating the decision to switch to a biosimilar.

Similarly, the 11 prescribers who do not practice switching patients from reference biologics to biosimilars rated their
ability to convince and reassure patients at a lower level than the entire panel (3.1/5 compared to 3.8/5).

Furthermore, the quantitative study examined prescribers’ responses in cases where a patient refused the switch
proposal. In this situation, 29% (26/89) of prescribers stated that they systematically repeat the proposal at the next
consultation. 29% (26/89) indicated that they discontinued efforts to switch in such cases. 39% (35/89) indicated that
they provide documentation or share additional information sources with the patient after a refusal (Figure 6).

Tools and Information to Support the Proposal to Switch

In the quantitative study, prescribers were asked about the main tools they rely on when proposing patients to switch from
reference biologic to biosimilar. Among them, 60% (53/89) indicated that they provide brochures, 26% (23/89)
encouraged participation in therapeutic education programs, and 22% (20/89) shared scientific studies as part of their
approach.

Table 5 Frequency of Non-Proposal of Switch of Eligible Patients According to Self-Assessment of Prescribers’ Persuasive Capacity

Prescribers Categorized by Self-Assessment of Very Poorly Poorly Quite Very Highly

Persuasion and Reassurance Abilities Confident Confident | Confident | Confident | Confident
(N=0) (N=2) (N=26) (N=52) (N=9)

Frequency of non-switch proposition to eligible patients

Never (n, %) 0 (0%) 0 (0%) 6 (23%) 21 (40%) 2 (22%)

Seldom (n, %) 0 (0%) I (50%) 10 (38%) I (21%) 3 (33%)

Occasionally (n, %) 0 (0%) I (50%) 7 (27%) I (21%) 2 (22%)

Often (n, %) 0 (0%) 0 (0%) 2 (8%) 9 (17%) 2 (22%)

Very often (n, %) 0 (0%) 0 (0%) 1 (4%) 0 (0%) 0 (0%)
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Share documentation or guide them to information sources (39.32%) | I 35
Wait for one to two consultations before proposing it again (37%) [ NN ::
Repropose it systematically at the next consultation (29.21%) |GG ¢
Repropose at the next consultation with new arguments and tools (29.21%) [ IIINIININGNGENGEGNGNGNNNENNEENGENN 06
Do not propose it again (29.21%) [ IINIINGNGNEEEEEEE 05
Wait for several consultations before proposing it again (25.84%) [N  :
Suggest they discuss it with their general practitioner (13.48%) | NI 12
Invite them to contact a patient association (13.48%) | NN 12
Offer an appointment with a medical team member (6.74%) | I 6

0 10 20 30 40

B Prescribers practicing the switch (n=89)

Figure 6 Prescriber reactions to rejection following the proposal switch to switch.

Patients who agreed to switch were also questioned about their main sources of information. The internet and social
media, selected by 29% (23/80), was the second most cited source (Figure 4).

In the qualitative study, both prescribers and patients were asked about the potential tools and measures that could
facilitate patient acceptance. During the interviews, five patients expressed the need for written materials on biosimilars,
such as brochures. Three patients indicated a desire for more detailed instructions on self-administration of the biosimilar
treatment. One patient expressed the need for more digital content.

Discussion

Biologic medicines provide significant therapeutic benefits for patients, improving clinical outcomes, while stopping or
delaying disease progression; however, their costs can be substantial. Biosimilars offer a more cost-effective alternative
while maintaining comparable efficacy and safety to the reference biologic. Despite these advantages, the patient
acceptance of switching from the reference product to the corresponding biosimilar remains a key challenge.'® Based
on this analysis, supported by available literature, three strategic axes are recommended to improve patient acceptance
and biosimilar adoption in a context of switching.

Implement a Structured Framework for the Prescription of Biosimilars
This study highlights the crucial role of prescribing physicians in facilitating patients to accept the switch to biosimilars.
Evidence suggests that patients with a better understanding of biosimilars demonstrate higher adherence to these
treatments.” Given that prescribers serve as the primary source of information, it is essential that they provide clear,
evidence-based, and convincing communication. Additionally, introducing a proposal to switch to a biosimilar within an
established trust-based relationship fosters a more reassuring environment, which may enhance patient acceptance.’” To
further optimize this process, prescribers should tailor their communication strategies to individual patient profiles,'*
particularly by incorporating active listening techniques.

Despite the high overall acceptance rate among patients, the study reveals that only half of eligible patients receive
a switch proposal. This suggest that the switching process is not yet fully integrated into routine clinical practice. Indeed,
only one-third of prescribers systematically propose switching to eligible and stable patients. Time constraints during
consultations, coupled with the absence of standardized protocols, appear to hinder the widespread adoption of this
practice.'’ Additionally, factors such as disease history, patient anxiety, and prescriber-related barriers may contribute to
a reluctance to propose switching to biosimilars, even to patients who meet the eligibility criteria.

6692 https: Journal of Multidisciplinary Healthcare 2025:18



Gaujoux-Viala et al

The analysis of the average GAD-7 anxiety scores indicates that mild anxiety is prevalent among patients,'> which
can be attributed to the impact of their chronic condition on daily life."® Nevertheless, the results reveal that patients who
refuse the switch proposal do not exhibit higher anxiety scores than those who accept it. This finding suggests that
prescribers may overestimate the influence of anxiety on patient’s decision and that anxiety may not be a significant
barrier to biosimilar acceptance. Furthermore, more than half of the patients who have never been offered a switch
indicate that they would accept it if proposed. This underscores the fact that the absence of a switch proposal to eligible
patients represents a major barrier to the broader adoption of biosimilars.

The study highlights that over 10% of patients require multiple consultations to accept switching to a biosimilar. This
reflects the need for time to gather information and reflect on their decision. For certain patient profiles, a gradual
approach could be beneficial and should be systematically considered in cases of initial refusal. The concept of
a biosimilar could be introduced during a first consultation, at the end of which the prescriber would provide
documentation to the patient. The following consultation could allow addressing patient’s questions or concerns. The
proposal to switch would be made at the end of this consultation, or during a third consultation if the patient needs further
time to reflect. However, the study reveals that only half of the prescribers renew the proposal after an initial refusal. This
means that half of the patients who require additional time may never receive another opportunity to reconsider the
switch.

To bridge the gap between patient needs and prescriber practices, it is essential to implement a structured operational
process for biosimilar switching. For community settings, a structured process would simplify the steps involved in
proposing a switch, reducing its perceived complexity. By providing a clear framework or protocol, prescribers can be
guided through the entire transition process, ensuring that eligible patients receive consistent well-structured commu-
nication about biosimilars. This comprehensive tool, designed for all healthcare professionals involved in the patient’s
care pathway, should cover all stages of the switch proposal: identification of eligible patients, guidance on proposing the
switch, and post-switch follow-up to ensure treatment adherence and address patients concerns.

A clearly defined protocol would ensure access to a system that provides a detailed list of followed patients, the
nature of their current treatment, their eligibility for a treatment change, and the date of their next consultation. This
systematic tracking of patients would help medical teams and private specialists to identify eligible patients and set up
the most suitable approach for each profile before the consultation. This could allow, in some cases, an extension of the
consultation duration, the adoption of an appropriate posture, a pre-interview with a hospital nurse, or the preparation of
arguments and tools. In cases of refusal, notes could be recorded to adjust the physician’s approach in future visits or
involve other team members and provide supporting materials between appointments. Post-consultation support should
also be included, allowing patients to ask questions and express concerns. To implement this effectively, a biosimilar
referent should be appointed to coordinate the process and serve as the main contact for community physicians and
pharmacists. Monitoring a dashboard would help track the protocol’s impact.

A structured protocol for proposing to switch to a biosimilar was implemented and tested in the rheumatology
department of Cochin Hospital between April 2019 and March 2020."7 This process involved the use of a pharmacy
software to identify eligible patients, followed by telephone communication with these patients to propose
a multidisciplinary consultation. During the consultation, patients first met with a care coordinator to assess the
progression of their disease, followed by a meeting with a pharmacist who explained the concept of a biosimilar and
initiated a discussion about a potential switch. Finally, the patient consulted with the rheumatologist, who would decide
whether to propose the switch based on the reports provided by the care coordinator and pharmacist.

To evaluate the impact of this switching protocol, a retrospective study was conducted to compare a group of patients
who participated in this multidisciplinary consultation with a control group who only consulted the rheumatologist. The
results demonstrated a positive impact of this structured approach, with a switch rate of 69.4% (59/85) in the intervention
group compared to 41.1% (23/56) in the control group.'®

The successful implementation of this protocol encourages its replication. However, it is essential to ensure that this
organizational approach can be adapted to the specific needs of each hospital department and private practice. The
process may therefore vary depending on factors such as the size of the department or practice, the experience of
healthcare professionals, available resources, and the current management of switch proposals.
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Enhancing Knowledge and Awareness Among Healthcare Professionals and Patients

on the Value of Biosimilars

Not all prescribers show the same level of initiative or confidence when proposing the switch to biosimilars, as some do
not engage in this process. The analysis of the subpopulation of prescribers who never switch patients to biosimilars
revealed a lower self-assessment of their ability to convince patients and greater perception of the challenges associated
with this process.

A prescriber’s level of knowledge about biosimilars can significantly influence their approach to switching. Some
prescribers show reluctance to use biosimilars, fearing a loss of efficacy, adverse events, or inferior quality, despite
evidence confirming their equivalent efficacy and comparable pharmacokinetic, safety and immunogenicity profiles.®
Concerns about efficacy are partly driven by indication extrapolation. However, this reluctance may also stem from a lack
of comprehensive knowledge about biosimilars, which can contribute to their hesitation.

The level of knowledge about biosimilars reported by prescribers in this study contrasts with findings from a previous
French study conducted before the introduction of incentives for prescribing biosimilars.'®?® A 2015 study found that
55.2% of rheumatologists surveyed rated knowledge of biosimilars as low,” whereas only 7% of prescribers in the
COMPRENDRE study, including both rheumatologists and gastroenterologists, reported having limited knowledge. The
available scientific evidence and successful experience with TNF inhibitors biosimilars in clinical practice over the years
in rheumatology and gastroenterology may partially explain this difference. Nevertheless, the COMPRENDRE study
results, the sample of prescribers consisted of only 8% of exclusively community practitioners, compared to 32.8% in the
considered study. In that sense, prior to April 2024, the majority of biologic medicines had to be initially prescribed in the
hospital,?! which allowed hospital prescribers to accumulate more experience with biologics — and by extension,
biosimilars — compared to private prescribers. Considering that in 2023, 36% of gastroenterologists and 40% of
rheumatologists practiced exclusively privately,? the prescribers in this study might, on average, have better experience
with biosimilars. Therefore, the average level of knowledge among prescribers in this study might be slightly higher than
the national average.

Furthermore, healthcare professionals involved in the patient’s care pathway, particularly those practicing in the
community such as pharmacists, general practitioners, and nurses among others, may not all be fully knowledgeable
about biosimilars,'® limiting their ability to answer patients’ questions.® However, ensuring consistent information
conveyed to the patient throughout patient care, both in the community and in the hospital, is key to promoting patient
acceptance. Therefore, it is crucial to ensure that all these healthcare professionals have access to clear and reliable
information about biosimilars. To address these disparities in knowledge and ability to communicate the value of
biosimilars, new tools could be developed to support healthcare professionals who need assistance with these aspects.
These tools would compile reliable and compelling data on biosimilars, including scientific studies on their clinical value,
economic benefits, and positive impacts on the healthcare system. Based on this information, clear and comprehensive
support measures could be created and disseminated. These would equip healthcare professionals with the necessary
responses to provide before, during, and after the proposal to switch. Such tools could improve prescribers’ under-
standing and confidence in biosimilars, particularly among private practitioners, and encourage them to initiate the switch
more frequently and confidently.

To effectively disseminate this information, training programs for healthcare professionals, both hospital-based and
private, could be implemented. These programs should be tailored to all stakeholders in the healthcare pathway, including
nurses, general practitioners, and pharmacists. Such training sessions would raise awareness among all involved parties
and create a reliable and functional source of information for patients. This could also support prescribers in improving
their approach and the value arguments they present to patients during the switch proposal. This would improve their
confidence in convincing patients while reducing the perceived challenges associated with the proposal. Patient associa-
tions could also leverage these training sessions to allow a biosimilar expert, identified within their organization, to
enhance their knowledge and address questions beyond the strictly medical framework.

These training sessions can be delivered through various formats, including modules, symposia, seminars, or
interactive workshops, and can be complemented by interactive digital tools to assist prescribers in the prescription of
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biologic treatments. Prioritizing young physicians for these sessions may be particularly relevant, as many may not have
studied or experienced biosimilar switching during their academic training. Additionally, with the gradual expansion of
therapeutic areas incorporating biosimilars, it is essential to extend this opportunity to specialists whose fields have
recently adopted or are expected to adopt biosimilars. This would enable them to initiate the switch process more
efficiently and with greater confidence. Finally, with the removal of the initial hospital prescription requirement in
April 2024,2%%! it is essential to encourage private practitioners — who generally have less experience with biosimilars —

to participate in these training sessions.

Improving Access to Reliable, Relevant, and Patient-Tailored Content Through
a Multichannel Approach

A limited understanding of biosimilars among patients is often linked to increased concerns about their efficacy and
safety,” as well as confusion about the reasons for switching treatments. Providing clear and accurate information is
therefore essential to fostering patient confidence and adherence to treatment. According to the COMPRENDRE study,
addressing patients’ questions during consultations increases the likelihood of switch acceptance for more than half of the
patients. To further support patient acceptance, it is important to dedicate time during consultations to answer their
concerns and guide them toward reliable sources of information.

Providing patients with written materials during the switch proposal can enhance both the clarity and impact of the
message.® However, findings from the COMPRENDRE study suggest that this practice is not systematically adopted.
While the prescriber remains a key source of information for most patients, they may also seek additional details outside
of medical consultations, which are often infrequent and time limited. In these cases, patients may turn to online
resources, patient associations, or other healthcare professionals in their care. However, community-based professionals
(community pharmacists, general practitioners, and nurses, among others), often lack specialized training on
biosimilars,'® making it difficult for them to provide accurate and consistent information. According to the
COMPRENDRE study, patients rely more on the internet and social media than on non-prescribing healthcare profes-
sionals for information. Notably, those who conduct online research tend to develop more negative perceptions regarding
the safety and efficacy of biosimilars.*

To reinforce patient adherence, it is important to provide accessible and reliable information beyond medical
consultations. This can be achieved through trusted digital platform or websites, ensuring that patients receive clear,
educational, and tailored content. Such resources not only offer reassurance but also empower patients by granting them
access to verified information.

The use of educational tools is an integral part of the shared medical decision-making process.** These tools help
patients explore different treatment options and communicate their preferences to physicians,* ultimately enhancing
patient engagement in their treatment.**

Given the wide range of diseases treated with biologic treatments> and the diverse patient population in terms of age and
autonomy, it is essential to offer multiple communication channels tailored to individual needs. A combination of printed
materials provided by healthcare professionals and digital resources can help a wider audience. Some content, such as
informational websites or brochures, already exists but could be more widely disseminated. Digital tools, such as mobile
applications'” or serious games,”® have already been tested in certain diseases to improve treatment understanding and
disease management, demonstrating a positive impact on patient adherence.?’ These resources address clinical and practical
aspects of different biosimilars, but could also include patient testimonials, videos, and tutorials on the use of biosimilars.

Additionally, organizing through patient associations, in collaboration with healthcare professionals, could allow
patients to feel supported and have access to reliable information on biosimilars outside the traditional medical setting.
The goal of all these initiatives is to provide answers both before and after the switch proposal, ensuring that patients feel
supported at every stage and addressing their main concerns.

Journal of Multidisciplinary Healthcare 2025:18 hetps: 6695



Gaujoux-Viala et al

Study Limitations
This study presents several limitations to consider when interpreting the results. It was conducted from June 2023 to
January 2024. The experimental incentive on biosimilars in hospitals (Article 51) ended in late December 2022."° On the
other hand, the experiment of Amendment 9 on the prescription of biosimilars in the community, which began in
January 2022, and ended in December 2024.%° These incentives aimed at changing prescriber practices may have
influenced the study results.

The recruitment method resulted in a substantial proportion of patients — 49% (94/190) — being members or former
members of patient associations. Additionally, the territorial distribution of patients was uneven, which could introduce
a bias related to disparities in access to care and healthcare professionals.

The distribution of prescribers according to their mode of practice was very uneven, with only 8% practicing
exclusively privately, which does not reflect the national distribution.”® Therefore, the generalization of the results to
all prescribers in France should be done with caution.

Important to notice the study was carried out before the publication of the decree' authorizing substitution by the
dispensing pharmacist (Decree of 20 February 2025 establishing the list of similar biological groups that can be
substituted by pharmacist and the conditions for substitution).

Conclusion

The COMPRENDRE study has identified key barriers to the acceptance of biosimilars when switching from a reference
biologic in France. Currently, this process is not systematically implemented by prescribers, resulting in a limited number of
switch proposals, despite a high rate of patient acceptance when offered. The identified barriers in the study allowed the
expert committee to develop levers to bridge the gap and provide therapeutic education for patients and support physicians to
adopt switches from reference biologic to biosimilar. The qualitative and quantitative studies highlighted that physicians
perceive switching from reference biologic to its biosimilar more challenging than prescribing a biosimilar to treatment-naive
patients. The qualitative patient study identified patient trust in their physicians to significantly influence their acceptance to
switch. This highlights the critical role of shared decision-making between prescribers and patients, which is built on
a foundation of trust established with the treating specialist. This was corroborated in the quantitative study of patients which
highlighted that the main source of information for patients was their physician. Even if this study suggests that patients
would accept the switch if offered, only half of the eligible patients received a switch proposal. This study also indicates that
the switching process is not yet fully integrated into routine clinical practice due to limited time during consultations and
prescriber reluctance to propose a switch due to perceived patient anxiety about changes in therapy. The study shed light on
the differences in perception between patients and doctors, as well as the gap that exists between the needs of patients and
clinical practice. Implementing an organized and structured switch proposal protocol could help integrate this practice more
consistently within the relevant services. Additionally, it would ensure that the proposal is tailored to the diverse profiles and
needs of patients, promoting a more inclusive and effective approach.

The study highlighted that a large majority of physicians rate their level of knowledge about biosimilars as very good,
whereas most patients have limited knowledge of biosimilars. One of the solutions proposed by the expert committee to
improve patients’ knowledge of biosimilars is to widely disseminate information regarding biosimilars, to have a multi-
channel approach through healthcare professionals, and to collaborate cross-functionally with patient associations.
Training all healthcare professionals involved in the patient care pathway on biosimilars would facilitate a smoother
switch process and enable them to provide consistent, reliable information to patients, both in hospital and community
settings. Additionally, ensuring that patients have access to accurate and reliable information about biosimilars, even
outside the clinical environment, is essential. A coordinated, cross-disciplinary approach involving different stakeholders
is important to strengthen the switch process and enhance patient acceptance.

The recommendations from this study are relevant to all therapeutic areas utilizing biosimilars, particularly those
where biosimilars have been recently introduced. These insights may help promote best practices and improve the overall

adoption of biosimilars.
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