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ABSTRACT

Objective: The first biological therapeutics
have already reached their patent expiration
dates and corresponding biosimilars have been
approved by the EMA and FDA. The approval
of products similar, but not identical to already
known innovative biologics is stirring a lot of
debate about safety concerns, as well as the re-
levance of these differences to clinical practice.

Methods: A Group of 13 experts involved in
various aspects of biological therapies in Poland
was established. Modified Delphi method of
voting was performed to achieve consensus re-
garding the most important aspects of biological
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treatment in Poland, with particular concern re-
garding biosimilars.

Results: Ten final statements were discussed
and voted upon. The statements cover general
aspects of biosimilars, including expected cost-
-benefit ratios, extrapolation of clinical indica-
tions, interchange, switching, patient informa-
tion and the requirement of patient consent.
The state of post-marketing pharmacovigilance
of biologicals (innovative ones as well as biosimi-
lars) was also discussed.

Conclusions: The Expert Group agreed that in-
troduction of biosimilars is an important achie-
vement in biological therapies, with the poten-

tial to reduce treatment costs and increase their
availability. Experts also agreed that the safety
of biological treatments should be monitored
more carefully in Poland. There is an unmet
need in Poland for the creation of a registry col-
lecting data needed for the assessment of safety
and efficacy of both biosimilars and their refe-
rence products in accordance with the experien-
ce and principles introduced in other European
countries.

INTRODUCTION

For over 15 years, biological drugs have been a
vital therapeutic tool used by experts in multiple
fields of medicine, such as oncology, haematolo-
gy, rheumatology, gastroenterology, transplanta-
tion, ophthalmology and allergology. There are a
(?) number of indications where biological drugs
are administered chronically, particularly in the
treatment of inflammatory rheumatologic dis-
orders or inflammatory bowel disease. With the
progress of medical knowledge, both the regula-
tory and evidence-based indications for the use
of biological drugs have extended. Multicentre
clinical studies have shown unequivocal proof of
the effectiveness of innovative therapies; how-
ever, long-term follow-up and pharmacovigilance
are necessary to assess the safety profile of medi-
cations, especially with regard to delayed adverse
reactions, such as the risk of developing cancer,
cardiovascular complications or autoimmune re-
actions.
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Another problem involves the growing costs of
biological treatment, particularly with monoclo-
nal antibodies and fusion proteins. This is due to
the specificity of the manufacturing technology
as well as the need to conduct appropriate clini-
cal studies with the innovative drugs. One way to
reduce treatment costs is the marketing of biosim-
ilars. A biosimilar is a biological drug with a mode
of action and structure analogous to those of the
original biologic, and manufactured after the ex-
piry of the patent of the latter °. Both the Europe-
an Medicines Agency (EMA) and the US Food and
Drug Association (FDA) have specified the require-
ments for biosimilar medicinal products to be
approved for treatment. These regulations have
sparked controversy and debate among many sci-
entific associations, especially with regard to the
extrapolation of indications, drug switching, drug
interchangeability, and consequently the safety
and monitoring of treatment. It is worth emphasiz-
ing that in line with the recommendations of both
the EMA and scientific associations, the choice of
therapy is at the discretion of the physician. Med-
ical practitioners bear the actual, moral, ethical as
well as legal responsibility for their patients’ health
and for providing them with accurate information
on the efficacy and safety of the administered
treatment. The ongoing debate and often contra-
dictory opinions whether to support or refute the
usefulness of biosimilars in clinical practice place
physicians in an uneasy position 132023 |n an at-
tempt to clarify these issues, opinions were gath-
ered from independent experts in various fields
of medicine to summarise the relevant data that

59



J H p & R Jaurnal of Health Palicy

are currently available and to develop a position
statement to act as a guideline for medical prac-
titioners dealing with biological therapy in Poland.

METHOD
Definitions

In a broad sense, a biological drug is a product
manufactured by living organisms. The presented
position statement concerns biological drugs —
monoclonal antibodies and fusion proteins de-
rived from cell cultures in vitro using genetic en-
gineering.

A biosimilar drug is similar, but not identical, to
a registered reference drug with regard to quality,
safety and efficacy (WHO). Biosimilarity status is
achieved when procedural requirements speci-
fied by the FDA and EMA are met. The proposed
pathway suggests a preliminary lack of clinically
significant differences between a biosimilar and
its reference analogue in terms of safety, purity
and potency (FDA) or quality, safety and efficacy
(EMA) 1022 1t is noteworthy that these regulations
are innovative in nature and have been developed
specifically for biosimilar drugs, which emphasizes
their distinctness from generic drugs.

A biosimilar pharmaceutical product (“me-too”
biologic, non-innovative biologic) is a medication
that targets the same antigen as an innovative
drug but whose equivalence with regard to phar-
macokinetics, pharmacodynamics, efficacy, safety
and immunogenicity has not been proven in ac-
cordance with EMA or FDA standards. “Me-too”
biologic medicinal products have been excluded
from analysis in the presented position statement.

The following definitions were adopted in the
discussion. Interchangeability was defined as
the administration of the same active ingredient
produced by different manufacturers (where the
administration of a biological or biosimilar drug
is random) allowing for automatic substitution of
one drug for another. Switching was defined as
a switch from one administered drug to another
(with the same active ingredient but produced by
different manufacturers) upon the decision of the
physician.
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EXPERT GROUP

The position statement was developed in col-
laboration with national consultants (in rheu-
matology, haematology, and gastroenterology),
heads of coordinating teams for biological treat-
ment (in rheumatology, allergology, and derma-
tology), experts in different fields of medicine
(rheumatology, allergology, gastroenterology,
oncology, dermatology, ophthalmology, clinical
immunology, and experimental pharmacology)
who deal with the issues of biological thera-
py and had agreed to participate in the Expert
Group. A SWOT (strengths/weaknesses/oppor-
tunities/threats) analysis was performed for the
appointed Expert Group (supplementary materi-
als).

The Expert Group included:

e  Prof. Karina Jahnz-Rézyk (allergologist,
clinical immunologist) — Head,

Members:

e  Prof. Anna Filipowicz-Sosnowska
(rheumatologist),

e  Prof. Jerzy Gil (gastroenterologist),

e  Prof. Pawet Grieb (experimental
pharmacologist),

e Prof. Wiestaw W Jedrzejczak
(haematologist),

e Witold Owczarek, MD-PhD
(dermatologist),

e  Prof. Tadeusz Ptusa (allergologist,
pulmonologist),

e  Prof. Lidia Rutkowska-Sak (paediatrician,
rheumatologist),

e  Prof. Grazyna Rydzewska
(gastroenterologist),

e  Prof. Jerzy Szaflik (ophthalmologist),

e  Prof. Witold Ttustochowicz
(rheumatologist). On 13th May 2014,
prof. Ttustochowicz announced his
decision to withdraw from the Expert
Group,

e  Prof. Piotr Wysocki (oncologist),

e  Monika tazicka-Gatecka, MD-PhD
(ophthalmologist),

e Ewa Wiesik-Szewczyk, MD-PhD
(rheumatologist, clinical immunologist).

ABIOSIMILAR DRUG IS SIMI-
LAR, BUT NOT IDENTICAL, T0
AREGISTERED REFERENCE
DRUG WITH REGARD TO
QUALITY, SAFETY AND EFFI-
CACY (WHO). BIOSIMILARITY
STATUS IS ACHIEVED WHEN
PROCEDURAL REQUIRE-
MENTS SPECIFIED BY THE
FDA AND EMA ARE MET.

WORK PHASES

A modified Delphi process was implemented in
order to develop the position statement. In the
first phase, an open online debate was held con-
cerning selected aspects of biological therapy,
taking into account the specificity of Polish regu-
lations (coordinating teams), the issues of safety
and biological treatment regimens in different
indications, treatment costs, the outlook for the
introduction of biosimilar drugs and the extrapo-
lation of indications. Subsequently, 10 issues out
of those discussed in a direct debate were se-
lected at an Expert Group meeting. In the next
phase, these issues were subject to closed online
voting. Each of the issues was evaluated sepa-
rately and independently by particular experts.
Issues were rated from 0 (I completely disagree
with the presented opinion) to 10 (I fully support
the presented view). Thirteen experts partici-
pated in the voting. The mean values and stand-
ard deviations (SD) were calculated for the ob-
tained results. The maximum concordance rate
is defined by the highest mean and the lowest
SD.

RESULTS

Ten issues were identified to describe the
current state of knowledge and the experts’ at-
titudes concerning biological therapy, and treat-
ment with innovative and biosimilar medications
in the Polish setting. The results are presented
in table 1.

DISCUSSION

Biological drugs are increasingly used in vari-
ous indications and will undoubtedly constitute
one of the most dynamically developing ther-
apeutic pathways of contemporary medicine,
considering both: innovative therapies, and
the possibility of registering biosimilar drugs,
i.e. analogues of innovative drugs with expired
patents. Long-term administration of biological
drugs is not uncommon, which involves signifi-
cant costs for the patient and/or state budget °.
Therefore, convincing experts that the introduc-
tion of biosimilar drugs yields economic ben-
efits is an important element of the presented
position statement (statement 1). It is a way to
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Table 1. The Polish Expert Group Position Statement
on the safety of biological treatment with monoclonal
antibodies and fusion proteins: results of the Delphi
method

DELPHI SCORE
STATEMENT (MEAN, SD)

The introduction of biosimilars-monoclonal ~ 9.46+1.45
antibodies/fusion proteins (BS-mAb/FP)-is

associated with benefits, mostly due to

reduced costs and increased availability of

the treatment

Although BS-mAb/FP may be applicable in  7.69+2.59
indications and/or patient populations

approved for the reference drug despite

the lack of formal studies, such

extrapolations must be approached with

caution

The current state of knowledge does not 8.08+3.07
allow for recommendations to interchange

reference drugs with their biosimilar

analogues

The current state of knowledge allows 7.54+3.23
physicians to decide on the switching of a
reference drug with its biosimilar analogue

Patients should be informed of such 9.0+2.16
switching

Patients should consent to such switching 7.54+3.6

Intolerance following treatment with 7.61+ 2.4
mAb/FP (reference drug) disqualifies the

patient from any attempts at treatment

with BS-mAb/FP and vice versa

The lack of effect following treatment with 8.23+2.17
mAb (reference drug) disqualifies the

patient from any attempts at treatment

with BS-mAb/FP and vice versa

There is a need for closer monitoring of 8.23+2.17
adverse events caused by mAb/FP and/or

BS-mAb/FP treatment than that currently

in place

There is a need to create a national registry ~ 7.61+3.33
of patients receiving biological treatment
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generate competition, potentially leading to
price reduction of innovative therapies offered
by monopolistic manufacturers. This is because
any newly introduced biosimilar product would
be cheaper than its reference analogue */ for at
least 2 reasons. Firstly, which may be observed
at the level of molecular studies/fundamental
sciences, there would be no need for a creative
but often ineffective search for a target mole-
cule, one out of many with potentially beneficial
effects. Instead of this risky path, the manufac-
turers’ task would be only to find their own way
of producing the medicinal product with already
established therapeutic properties and clinical
indications. Secondly, at the clinical study level,
there would be limited requirements for con-
ducting these studies to prove bioequivalence
and bioeffectiveness comparable with those of
the reference drug.

Reduced costs of therapy would eventually
lead to the expansion of the patient population
receiving treatment. For example, in the Polish
setting this could translate into the inclusion of
rheumatoid arthritis patients with moderate dis-
ease activity, persistent despite treatment with
conventional DMARDs (DAS 28 3.2-5.1) into the
biological treatment programme, which would
be in accordance with global standards. Accord-
ing to the recommendations of international
associations, physicians should be aware of the
costs of administered treatments. It is the phy-
sician who is directly responsible for treating the
patient, and the physician’s ultimate goal is to
provide the patient with an optimum therapeu-
tic strategy, the selection of which—especially in
the case of chronic diseases—requires joint de-
cisions and consequently, shared responsibility
on the part of the patient. According to EULAR, a
biosimilar drug is defined as an equivalent thera-
peutic option for patients qualified for biological
treatment 2°.

Experts (mostly medical practitioners) em-
phasise the fact that any potential reduction of
treatment costs must not overshadow the safety
of therapy. A debate over this issue has shown
insufficiency of the current Polish clinical phar-
macovigilance protocols for treatment with ref-
erence biologics (statement 9). On the one hand,

62

it seems that the practice of reporting adverse
reactions is uncommon despite the existing rel-
evant legal regulations. On the other hand, the
scope of questions concerning safetyaspectsis, in
many drug programmes, insufficient. Moreover,
too-short patient follow-up periods in the pro-
gramme lead to difficulties in the detection of
potential delayed adverse reactions, where the
cause-and-effect relationship between drug ad-
ministration and the event may not be direct.
This includes reactions such as cardiovascular
complications, autoimmune disorders or neo-
plastic growth. One example of this type of cor-
relation among conventional drugs is exposure
to cyclophosphamide, which increases the risk of
bladder cancer for life. The lack of data concern-
ing the safety of treatment with innovative drugs
in Poland makes it difficult to establish a refer-
ence point to compare the safety of treatment
with biosimilar products. The available knowl-
edge on this topic is derived mainly from data
collected from populations in other European
countries. The debate over this issue revealed
a clear divergence in expert opinions as to the
possible solutions to this problem (statement
10). Worldwide practice and literature data sug-
gest that most safety data are collected through
registries 824, The registries should meet specific
formal requirements with regard to the recruit-
ment of the study and control populations, fol-
low-up duration, and the assessed and reported
clinical parameters ©. The question of whether
in the Polish reality these should constitute an
element of drug programmes, take the form of
observational studies or of a broad national reg-
istry remains unanswered.

In statements 2, 3 and 4, the experts addressed
controversial issues associated with the intro-
duction of biosimilar drugs: the extrapolation
of indications, interchangeability and switching
between innovative drugs and their biosimilar
equivalents.

The extrapolation of clinical indications con-
sists in the use of a biosimilar drug for the indi-
cation for which the reference drug is used, but
for which the biosimilar has not been assessed.
Both the EMA and FDA are in favour of the ex-
trapolation of indications *. The extrapolation
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of indications seems possible; however, more
experience in this field is required. Extrapolation
is more justified in cases where both the under-
lying pathogenesis of the disease and the mech-
anism of drug action are identified. Nonetheless,
a given drug may display different modes of ac-
tion in different therapeutic indications, e.g. in
oncology and rheumatology; therefore, the FDA
and EMA admit the need for conducting separate
studies for specific indications ’. In such cases,
the decision on whether or not to extrapolate
the indication should be made on a case-by-case
basis °.

It is necessary to include the limitations of ex-
trapolation in clinical practice, e.g. those associ-
ated with populations described as particularly
sensitive, such as the paediatric population or
patients with inflammatory bowel disease 2°12,

Another controversial issue is switching from
an original biologic drug to a biosimilar and vice
versa with the consent of the physician, or in-
terchangeability (automatic substitution) at the
pharmacy level. Although this does not seem to
be a problem for experimental pharmacologists,
medical practitioners, who recommend and are
responsible for treatment, consider safety data
regarding drug interchangeability to be insuffi-
cient for this kind of practice to be encouraged.
Both the interchanging and switching of drugs
hamper observational studies and pharmacovig-
ilance. It is worth emphasizing that in such cases
adverse events should be reported, and these
reports should include not only the name of
the active ingredient, but also the drug’s trade
name. The EMA maintains that the assessment
process of biosimilars does not include recom-
mendations on interchangeability or switching
and leaves these regulations at the discretion
of individual countries. The EMA stresses that
the issue of switching drugs should be discussed
individually between the patient and attending
physician 11. Further scientific data are needed
to prove that the efficacy and safety of therapy
in patients treated permanently with a specific
biological drug are the same as those in patients
whose treatment was switched from a reference
drug to a biosimilar 161819,
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There is an ongoing analysis of relevant clinical
studies, thus the opinion in this regard may be
verified once scientific data proving the safety
of such actions have been obtained **. In clini-
cal practice, any change in treatment is associ-
ated with providing the patient with accurate
information, which is also a legal requirement
for physicians (statement 5). Experts disagree on
whether such change in treatment should involve
obtaining an informed consent of the patient, ex-
pressed in a separate document (statement 6).

Yet another issue is switching therapies in cases
where the original innovative drug, or its bio-
similar analogue, is not tolerated. It seems that
for safety reasons, the treatments should not be
switched in cases of drug intolerance; however,
exceptions to this rule might be made but require
individual and detailed analysis of the risk-benefit
ratio (statement 7). In cases of no therapeutic ef-
fect, continuation of therapy based on switching
drugs with a similar mechanism of action is un-
justified (statement 8). This is especially impor-
tant in the case of targeted therapy for oncolog-
ical indications. EULAR holds a similar view and
emphasizes that biosimilar infliximab may not be
considered to be a distinct therapeutic option in
patients with inadequate response to innovative
infliximab. There was a 97% consensus among
European experts in this regard 2*.

In summary, it is noteworthy that the strongest
consensus was reached when the Expert Group
analysed statement 1 (reduction of costs and in-
creased availability of treatment) and statement
10 (pharmacovigilance). The remainder of the as-
sessed aspects revealed discrepancies in expert
opinions, sometimes considerable, as evidenced
by standard deviations from the mean.

Subjectivity is one disadvantage of the Delphi
method; therefore, the results represent the
lowest (l1) level of scientific evidence according
to the principles of evidence-based medicine.
On the other hand, this form of evidence may
be useful in the case of no hard scientific data,
as it allows for the summation of the opinions of
competent individuals and helps define problems
that require further studies. The position state-
ment presented here concerning innovative bi-
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ological and biosimilar drugs may not serve for
purposes where a higher degree of certainty is
needed. The complex and dynamic problem of
using innovative and biosimilar biological drugs
places a duty on all health care professionals to
systematically monitor this process.
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