GaBiJournal
Generics and Biosimilars Initiative Journal

ORIGINAL RESEARCH

For personal use only. Not to be reproduced without permission of the publisher (editorial @gabi-journal.net).

What pricing and reimbursement policies to use
for off-patent biologicals in Europe? — results from
the second EBE biological medicines policy survey

Jean-Baptiste Reiland, MSc; Barbara Freischem; Alexander Roediger, MA

Objective: Biosimilar policies with a focus on uptake have received a lot of attention at national and regional level in the last few years.
It is now 10 years since the first biosimilar was approved in the European Union, but do policies in the Member States take the dif-
ferences between biological medicines and small-molecule generics into account? To map the policy landscape in Europe, European
Biopharmaceutical Enterprises (EBE) has conducted a second round of its descriptive survey of pricing and reimbursement policies for
off-patent biologicals.

Methods: The EBE survey was conducted among national pharmaceutical trade associations in 32 countries, the 28 EU Member States
plus Norway, Serbia, Switzerland and Turkey. The questionnaire was a revised version of the previous survey of 2014 and was devel-
oped by the EBE Biosimilars Working Group. It contained 44 questions about eight policy areas: Availability of biological medicines,
Tendering, Health Technology Assessment, International Nonproprietary Name prescribing, Internal Reference Pricing, Substitution,
Interchangeability and Quotas.

Results: Responses were received from all national trade associations contacted. According to the responses, the majority of the 32
countries surveyed have specific policies for off-patent biologicals in place and therefore take account of the specificities of biologi-
cals. Nevertheless, variations exist and reflect the responsibilities in healthcare policy-making in Europe. In the majority of countries,
treatment decisions remain in the hands of physicians. Compared to the first EBE survey, shifts have been seen in the areas of substitu-
tion and interchangeability.

Conclusion: The second EBE survey on biological medicines policies indicates that nearly all jurisdictions have policies in place that
reflect the different nature of biological medicines. However, policies and their implementation vary among different jurisdictions.
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Introduction

Pharmaceutical pricing and reimbursement policies aim to
improve the rational use of medicines and keep pharmaceuti-
cal spending under control [1]. In the European Union (EU), the
design and implementation of pharmaceutical policies are in the
competence of Member States as laid down in the Treaty [2]. Deci-
sions about price and reimbursement of prescription medicines
are generally made by governments and payers. One particular
area of interest for pharmaceutical policy is the off-patent market
since, with patent expiration, many follow-on medicines, both
small-molecule generics and biosimilars, can enter the market
and compete with the originator products. For small-molecule
medicines, according to Medicines for Europe, governments have
saved Euros 100 billion in 2014 thanks to generics [3].

Although biosimilars are not the same as generics [4], they are both
marketed to compete with originators [5]. According to IMS Health
(now Quintiles IMS) the cumulative potential savings to health
systems in the EU and the US, as a result of the use of biosimilars,
could exceed Euros 50 billion in aggregate over the next five years
(by 2020) and reach as much as Euros 100 billion [6].

Between 2006 and 2016, 23 biosimilars were authorized in the
EU, two of which have been withdrawn (2008 and 2012) for
commercial reasons. The remaining 21 products only represent
12 biosimilar molecules [7]. Thirteen biosimilars are currently
under review by the European Medicines Agency (EMA) [8].

Pharmaceutical policies for the off-patent market for small-
molecule generics traditionally included a variety of measures
related to pricing, reimbursement, market entry and expendi-
ture controls but also measures targeting distributors, physicians
and patients [1]. Some of the most common policies involve
generic substitution, Internal Reference Pricing (IRP) (including
Generic Reference Pricing and Therapeutic Reference Pricing),
prescribing by International Nonproprietary Name (INN) of the
active principle of the medicine, often linked with the obliga-
tion for pharmacists to dispense the cheapest medicine available
with the same INN, quotas and finally also procurement prac-
tices, such as tendering, see Table 1 in Annexes.

All of these policies aim at creating savings through competi-
tion. They have in common that they assume that products are
interchangeable, fostering therefore price competition and gen-
eration of savings in the off-patent market.

However, biosimilars, with the complex structure of biologi-
cal medicines, are not the same as small-molecule generics [4],
which have simpler chemical structures and are considered to
be identical to their reference medicines [9, 10]. EMA Procedural
Advice furthermore specifies: ‘The decisions on interchangeabil-
ity and/or substitution rely on national competent authorities
and are outside the remit of EMA’ [11], see Table 1 in Annexes
for definitions of interchangeability and substitution used in the
context of this paper.
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Table 1: Legal status of substitution of biosimilars within

European countries in 2016

Table 2: Does your country have an official position on inter-
changeability/switching (2016)?

No substitution (26) No (16)
Law (9) Austria, Belgium, Bulgaria, Italy, Lithuania, Austria, Bulgaria, Croatia, Cyprus, Czech Republic, Hungary,
Luxembourg, Spain, Sweden, Switzerland Latvia, Lithuania, Malta, Norway, Poland, Romania, Serbia,
Guideline (8) Cyprus, Greece, Ireland, Malta, Netherlands, Slovakia, Spain, Switzerland
Romania, Slovenia, United Kingdom Yes (14) Public authorities
Other (6) Croatia, Denmark, France, Germany*, Hungary, Regulatory agency (11) Belgium, Denmark, Finland, France,
Norway Germany, Greece, Ireland, Italy,
Not regulated (3) | Finland, Portugal, Slovakia Luxembourg, Netherlands, Sweden
*Binding contract between the German Pharmacists’ Association (DAV) and the National Other (3) Portugal, Slovenia, United Kingdom
Association of Statutory Health Insurance Funds (GKV-SV). Yes (2)

Literature suggests that biosimilar competition is likely to differ
from small-molecule generic drug competition: besides the entry
hurdles — more intense research and development investment,
higher manufacturing costs — Mestre-Ferrandiz et al. point to
concerns among some physicians requiring more intense edu-
cation, and concludes that, ‘... we can expect fewer biosimilar
entrants and consequently less intense biosimilar price competi-
tion’, [12]. However, other articles also suggest that the intensity
of the price competition could be stronger, notably based on
the price decreases observed for some biosimilars already mar-
keted for several years in Europe [13].

For instance, some political actors like the Belgian Government
considered the uptake of biosimilars as too slow and put in
place measures to increase it [14]. Additionally, in 2015 some
regulatory agencies, e.g. Finland, Germany, Italy and The
Netherlands have issued positions on interchangeability which
either allow or encourage switching [15-17]. Nonetheless, none
of them does discuss pharmacy-level substitution — Finland and
Germany even exclude it from the scope of the position — and
all of them have in common that they require physician involve-
ment in treatment changes.

The European Biopharmaceutical Enterprises (EBE) survey
on policies for biological medicines intended to examine the
current policies and the role of physicians in this context.
Acknowledging that design and implementation of pharmaceu-
tical policies are in the competence of Member States, policy
measures adopted at national level rarely remain isolated. The
objective of EBE in carrying out this survey was to provide a
pan-European landscape, showing common trends and differ-
ences among countries in the definition of the policies.

Method

Between February and May 2016, EBE conducted a survey in
32 countries, the 28 EU Member States plus Norway, Serbia,
Switzerland and Turkey. This geographical scope, which goes
beyond the political borders of the EU, covers countries which
are represented within the European Federation of Pharmaceuti-
cal Industries and Associations (EFPIA).

The questionnaire was a revised version of the previous survey
of 2014 and developed by the EBE Biosimilars Working Group.
It contained 44 questions on eight policy areas: Availability of
biological medicines, Tendering, Health Technology Assessment
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Physician association Estonia, Turkey

Note: ‘having a position’ does not prejudge whether position would encourage or discour-
age interchangeability.

(HTA), International Nonproprietary Name (INN) prescribing,
Internal Reference Pricing (IRP), Substitution, Interchangeabil-
ity, and Quotas, see Table 2 in Annexes. The definitions used in
the survey and in this paper are shown on Table 1 of Annexes
and are based on the Consensus Information Document ‘What
you need to know about biosimilar medicinal products’ pub-
lished by Directorate General Growth, European Commission,
in 2013 [18].

The policy areas were selected based on a list of 23 different policies
discussed in the Economic Paper 461 ‘Cost-containment policies
in public pharmaceutical spending in the EU’ of the Directorate-
General for Economic and Financial Affairs (DG ECFIN) [1]. Infor-
mation for specific countries were based on individual comments
provided in the survey response and is used to supplement the
findings. The questionnaire was available in English only.

The questionnaire was sent to national pharmaceutical associa-
tions, which are members of EFPIA, see Table 5 in Annexes: the
initial mailing took place on 4 February 2016 with some remind-
ers, followed by two review mailings on the survey outcome.
Participation in the survey was voluntary and did not incur any
reimbursement or payments for participation.

The findings presented in the paper are based on the insights
provided by the 32 pharmaceutical trade associations surveyed
and are not based on a systematic review of the literature.

Results
EBE received responses from all 32 national pharmaceutical
associations (a 100% response rate).

Substitution

Substitution refers to the practice of dispensing one medicine
instead of another equivalent and interchangeable medicine
at the pharmacy level without consulting the prescriber, see
Table 1 in Annexes. Out of the 32 countries, which responded
to the survey, 26 (81%) reported that pharmacy-level substitu-
tion of biologicals was prohibited. Among these 26 countries,
17 (65%) answered that either laws or guidelines are in place.
For the others, answers indicated that prohibition of pharmacy-
level substitution is notably linked to the absence of reference
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Figure 1: Biologicals substitution across Europe in 2016

No
B Yes

b

* Pharmacy-level substitution* of biologicals can happen in Czech Republic, Estonia,
Latvia, Poland, Serbia and Turkey

* Itis worthy to note that there is an opt-out provision for the physician in these six
countries

* In 2014**, subsititution was only possible in Poland and Estonia

*Practice of dispensing one medicine instead of another equivalent and interchangeable
medicine at the pharmacy level without consulting the prescriber [18].
**Methodological note: Turkey was not among the countries surveyed in 2014.

to biologicals in the current legal framework or to guidelines
by medical societies, e.g. Portugal, or the Regulatory Agency,
e.g. Finland, see Table 1.

Respondents indicated that pharmacy-level substitution of bio-
logicals could occur in six out of the 32 European countries
(19%): Czech Republic, Estonia, Latvia, Poland, Serbia and
Turkey, see Figure 1. In 2014, substitution was only possible in
Poland and Estonia [19]. It should be noted that these substitu-
tion policies are applicable to both ‘naive’ patients and patients
on treatment. Eventually, there are opt-out provisions, which
mean that a physician can exclude this possibility of substitution
in its prescription form.

Additionally, it should also be mentioned that the answers
clearly highlighted that the modalities of pharmacy-level sub-
stitution can vary from one country to another. For example,
Estonia reported that the possibility of substitution depends
on the molecules dispensed in pharmacies while in Czech
Republic, due to the fact that there are no special rules for bio-
logicals, pharmacy-level substitution is not prohibited as such.
However, it should be recalled that pharmacy-level substitution
for biologicals is not automatic and does not occur frequently.
In Poland, pharmacy-level substitution is possible, unless the
physician indicates ‘Not substitutable’; the pharmacist has to
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inform about the cheapest option, as there is no differentiation
between small molecule drugs and biologicals in the current
legislative framework.

In Germany, it should be noted that there is a distinction for
biological medicines depending on whether it is considered as
a bioidentical or not. Only bioidenticals (= biotechnology drugs
with the same active ingredient, i.e. they must not differ as regards
their starting materials and manufacturing process) are subject to
substitution by the pharmacist. For all other biopharmaceuticals,
automatic substitution at pharmacy level is prohibited.

In France, regulation adopted in 2014 allowed, in principle,
pharmacy-level substitution at treatment initiation, pending the
publication of an implementing decree. Note: When the survey
was performed (February—May 2016), this decree had not yel been
published and therefore substitution did not take place in practice.

Interchangeability

Out of the 32 countries surveyed, 16 (50%) responded that
their countries have an official position on interchangeability
or switching, see Table 2. It should be mentioned that having a
position does not prejudge whether this position would encour-
age or discourage interchangeability.

Even though the responses indicate that there is no clear
and harmonized approach across the European countries on

Figure 2: Tenders that contain biological medicines in 2016

Are biologicals included in tenders?

Yes
BG HR DK FI DE
NL NO PL RS ES SE TR
No
AT GR LV RO SK CH

- Patients can be switched for non-medical reasons
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interchangeability, the majority of positions have been issued
by the regulatory agency and not by an HTA body or a payer. In
2015, Finland [15] and the Netherlands [17] had been among the
first EU countries to adopt a position on interchangeability or
switching between a reference product and a biosimilar, allow-
ing physicians to switch under adequate control and surveil-
lance. Germany, through the Paul Ehrlich Institute, adopted a
specific position regarding the use of biosimilar infliximab [16].

In 2016, countries like France and Portugal updated or issued
guidelines or recommendations. The French agency notably
stated that due to the growing body of experience, it is no
longer justified to formally exclude all interchangeability.
However, patients should be informed, agree to the switch and
be closely monitored. Guidelines also state that traceability for
concerned products should be ensured [20]. For Portugal, the
National Commission on Pharmacy and Therapeutics (Comissao
Nacional de Farmdcia e Terapéutica, CNFT), a consultative
body of the Portuguese regulatory agency under guardianship
of the Ministries of Health and Finance, clearly state that the
switch between biosimilar medicines must be articulated with
the clinical services involved, respecting the precautionary prin-
ciple and in accordance with the therapeutic indications for
each case.

The official positions on interchangeability published across the
countries surveyed generally affirm the role of the treating phy-
sician as the initiator and supervisor of the switch.

Tendering

According to the answers received from the trade associations
surveyed, biological medicines can be purchased through tender-
ing procedure [21] in 26 out of 32 countries (81%), see Figure 2.
Respondents indicated that most of the tenders that include bio-
logicals are either national (8) or hospital tenders (7). Likewise,
a large number of countries reported ‘single winner’ tenders
(12), which means that only one supplier can win.

The respondents reported that, as a result of tenders, switching of
patients for non-medical reasons can happen in 12 out of the 26
countries (46%), and that in eight of these 12 countries the physi-
cian can opt out. This would imply that in four countries patients
are forced to switch (Bulgaria, Poland, Serbia and Turkey).

Figure 3 shows how often tenders are conducted, e.g. in Bulgaria
every 12 months; in Finland every 24-36 months. Frequency of
tendering may have an impact on switching. In Bulgaria, physi-
cians cannot ‘opt out’, which means that they have to prescribe
the medicine of the manufacturer which has won the tender.

Health Technology Assessment (HTA)

In the context of the survey, HTA related to the broader assess-
ment of the economic impact of biosimilars. The responses for
75% of the countries indicated that HTA processes do not apply
to biosimilars, see Table 3. In the eight countries where biosimi-
lars are reported to undergo HTA, conditions and modalities
are not harmonized and vary from one country to another. For
example, in Finland, it was reported that biosimilars do not
undergo HTA in hospitals but do so in the outpatient care set-
ting while in France, the assessment is conducted through a
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Figure 3: Frequency of biologicals tenders

How frequently are biologicals included in tenders?
54

48

BE BGHRCYCZ DK EE FI FRDEHU IE IT LTMT NLNO PL PT RS SL ES SE TR UK
Treated patients can be switched in 12 countries:

A Physician can opt out in eight Countries (HR, DK, FI, DE, NL, NO, ES, SE)

A Nooptoutin four Countries (BG, PL, RS, TR)

See Table 4 in Annexes for country abbreviations.

Table 3: Are biosimilars undergoing Health Technology Assess-

ment 20162

Yes (8)

Belgium, Finland, Italy, Portugal, Bulgaria, France, Luxem-
bourg, Sweden

No (24)

Austria, Germany, Malta, Slovakia, Croatia, Greece, Nether-
lands, Slovenia, Cyprus, Hungary, Norway, Spain, Czech

Republic, Ireland, Poland, Switzerland, Denmark, Latvia,
Romania, Turkey, Estonia, Lithuania, Serbia, United Kingdom

simplified procedure, with clinical evidence analysed to assess
the Therapeutic Value (SMR) and Added Therapeutic Value
(ASMR). In Portugal, it was reported that a simplified proce-
dure is in place for biosimilars. There is no assessment of clini-
cal value, only pricing negotiations. Finally, in Hungary it was
reported that biosimilars do not undergo HTA except if the
product sets a higher price than the reference product.

INN prescribing

The intention of INN prescribing, meaning prescribing by the INN
of the active ingredient of the medicine, is to disable incentives
for brand name prescribing. Prescribing biological medicines by
INN can lead to therapeutic changes for patients on treatment
since the INN used for the biosimilar is in most cases the same as
the one designated by WHO for the reference product.

INN prescribing has been reported as either mandatory or recom-
mended in 11 out of 32 countries (34%). In addition, it appeared
from the responses that where INN prescribing was mandatory
or recommended, the large majority of countries have introduced
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Figure 4: International Nonproprietary Name (INN) prescribing

in 2016

4 Estonia

Latvia

INN for off-patent medicines prescribing is ...

w In France, INN prescribing is mandatory, but for biologicals, doctors must add to their
prescription the brand name of the product.
In Spain, INN prescribing is at the discretion of the prescribing physician but brand name
prescription is mandatory for yes, biologicals.

Mandatory (CY, GR, LV, LT, PT, Ro, SK)

Recommended (EE, UK)

Not in place (AT, BG, DK, HU, PL, RS, SE)

At the discretion of the prescribing physician (BE, FI, HR, CZ, DE, IE, IT, LU, NL, MT,
NO SL, CH, TR)

If INN prescribing is mandatory/ recommended, are biological medicines
included?
Yes, biologicals included in mandatory INN prescribing (GR, LV, PT)

Yes, biologicals included in recommended INN prescribing (EE)

Figure 5: Internal reference pricing in 2016

Biologicals are part of Internal Reference Pricing in 15 countries: ]

AT, BG, HR, CZ, DE, LV, LT, LU, NL, PL, RO, RS, SK, ES, TR

)

Does this lead to changes of
treatment of patients on treatment
for other than clinical reasons?
« Yes (three countries): BG, LV, PL
« No (six countries): HR, CZ, LT,
LU, RO, ES
» Sometimes (five countries):
AT, DE, NL, RS, SK

Pricing in two countries:

Therapeutic Reference ]
CZ, DE

Generic Reference Pricing
in 13 countries:

AT, BG, DE, HR, LV, LT, LU,
NL, PL, RO, RS, SK, ES

Note: See Table 4 in Annexes for country abbreviations.

mechanisms to exempt biological medicines from prescribing by
INN. In seven out of these 11 countries the responses indicated
that biologicals are excluded from INN prescribing, which means
that although INN prescribing for biologicals is recommended
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in Estonia, Greece, Latvia and Portugal, effectively, treatment
changes may happen only in Estonia and Latvia, see Figure 4.

Internal reference pricing (IRP)

For 14 (44%) out of 32 countries the responses indicated that
biologicals are included in Internal Reference Pricing (IRP). Two
countries declared applying Therapeutic Reference Pricing (TRP),
creating reference groups [22] at the level of the therapeutic class
or higher (ATC 4 [Anatomical Therapeutic Chemicall or higher).
Twelve countries reported having reference pricing at active
substance level (ATC 5; Generic Reference Pricing) in place.
In Germany, the response highlighted that both Therapeu-
tic Reference Pricing and Generic Reference Pricing can hap-
pen, but not at the same time, see Figure 5. Other countries may
have excluded biologicals explicitly from IRP or do not have this
policy at all [23]. In three out of 14 countries the responses show
that switches can happen due to IRP. In Turkey, the trade asso-
ciation answered that biologicals are part of IRP but this is nei-
ther Therapeutic Reference Pricing nor Generic Reference Pricing.
Biologicals and biosimilars have 100% of the reference price.
Biosimilar products that do not have a reference price, take the origi-
nal product’s price as a reference.

Quotas

According to the consolidated set of responses, quotas of med-
icine for physicians to increase uptake is not a widely used
policy across Europe. seven countries (22%) have declared
having such measures in place: Cyprus, Denmark, Germany,
Greece, Italy, Latvia and Lithuania. Nevertheless, none of those
countries exclude biologicals from the scope of the quotas, as
reported by the respondents, and it appears that there is no
‘one size fits all’ in the design. In three countries (Denmark,
Latvia and Lithuania), quotas are mandatory whereas they are
only indicative in Germany (except in some regional physicians
associations, where physicians are mandated by payers to reach
defined quotas), Cyprus, Greece and Italy.

Similar to IRP or INN prescribing, quotas aim to create incentives
for prescribing a certain type of medicine. When it comes to
the question of whether quotas could create discrimination, i.e.
preference for a specific product group, the responses provided
highlighted that: in Lithuania, the focus of quotas is on pre-
scribing the cheapest product, whereas in Denmark, the focus
of quotas is prescribing biosimilars. In Cyprus, Germany, Italy,
Latvia, quotas design is both focused on prescription of the
cheapest and on biosimilars. In Portugal, a quota of 20% is estab-
lished as a performance indicator regarding the National Health
Service (Servico Nacional de Saude, SNS) funding contract.

The physician’s role

The survey contained several questions on ‘opting out’, i.e. the
possibility of the individual prescribing physician not to apply
one of the above described policies. This concerns the policy
fields of tendering, INN prescribing, substitution, interchange-
ability and quotas. Opting out is an indicator of the physician’s
role when it comes to a treatment decision.

Tendering
Based on the responses of the associations, it appears that opting-
out is possible in a majority of countries where biologicals are
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part of tenders (eight out of 12). Out of the 32, 26 countries
reported that biologicals are tendered, and 12 countries
reported that switching from a reference product to a biosimilar
can occur; but physicians can opt out from switching in eight
out of the 12 countries even though the degree of freedom to
opt out varies between those countries.

Opting out possible (8): Croatia, Denmark, Finland, Germany,
Netherlands, Norway, Spain, Sweden

Opting out not possible (4): Bulgaria, Poland, Serbia, Turkey

INN prescribing of biologicals

Responses show that opting out is always possible even in the four
out of 11 countries where INN prescribing for biologicals is man-
datory or recommended. However, two countries (Estonia, Latvia)
report that the treatment could change due to INN prescribing;
nevertheless, the physician has the possibility to opt out.

Substitution

As reported by the respondents, substitution of biologicals at phar-
macy level is possible in six countries (Czech Republic, Estonia,
Latvia, Poland, Serbia and Turkey). The physician can opt out in
all of these countries; however, in some countries it creates some
burden on the physician (Estonia, Latvia and Poland).

Interchangeability

Among the 32 countries surveyed, 16 have declared having
a position on interchangeability. In six out of eight countries
where switching is encouraged, it was reported that the physi-
cian is deciding on every individual switch (Finland, Germany,
The Netherlands, Portugal, Turkey and United Kingdom).

Quotas

For seven countries, the existence of quotas for biologicals was
reported. The responses also indicate that in four out of these
seven countries the physician can opt out (Denmark, Germany,
Italy and Latvia); this is not the case in Cyprus and Lithuania. No
response on this aspect was received from Greece.

In summary, treatment decisions remain in the hands of physi-
cians in the majority of countries. Based on the complete analy-
sis of the answers provided, it appears that in Latvia and Turkey
the physician’s role seems the weakest (tendering, IRP, INN,
substitution), followed by Poland, Lithuania, Bulgaria and Serbia.

Limitations

The survey had several limitations. It only included questions
about biological medicines and did not poll generics policies in
the respective countries.

Organization of healthcare systems, including pricing and
reimbursement of medicines, is a national competence in
Europe, and it is acknowledged that any comparison of policy
frameworks is limited by the need to streamline questions versus
the desire to capture the subtleties of the various systems.

The questions, see Table 1 in Annexes, were general by nature
and were thus not able to probe the details and interdependencies
around those policies. However, many respondents added
country specific comments, thus providing better granularity for
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the analysis. To minimize the risk of inappropriate comparisons,
only data which allowed solid comparisons are presented.
Certain data such as opt-out for physicians in IRP were there-
fore excluded from the analysis since the diversity of the health
systems precluded meaningful conclusions.

The findings presented in the paper are based on the insights
provided by the 32 pharmaceutical trade associations surveyed.
There was no validation process with experts or through litera-
ture review.

Discussion

The results of this second EBE policy survey show that, con-
sidering the increased entry of biologicals and biosimilars in
the health systems, a large majority of the countries in Europe
have specific policies in place reflecting the different nature of
biological medicines compared with small-molecule medicines.

It appears from the responses of the trade associations surveyed
that the prescribing physician retains a decision-making role. In
nearly all of the countries and policy areas the treatment decision
remains with the physician. This is in line with the Policy Principles
for Off-patent Biologic Medicines in Europe of EFPIA [24].

Mestre-Ferrandiz et al. have recently assessed different policies
and their contribution to ‘achieve significant, sustained savings
from use of biosimilars’: 1) substitution; 2) direct price interven-
tion, e.g. IRP or price cuts; 3) tendering; 4) ‘incentives for budget
holders to use lower-cost products’; and 5) market support
through outcomes data for physicians and pharmacists [12]. Draw-
ing on the experiences from the generics market, the authors
suggest that policy measures 4) and 5) would be appropriate
policies to ensure long-term savings from biosimilars competi-
tion. Other literature by Curto et al. suggest that tendering (which
would therefore be the measure 3 of Mestre-Ferrandiz et al.) might
be the most efficient way of fostering competition and generating
‘worthwhile savings can be generated in tenders, once the bid is
designed in such a way that competition can produce its effects,
i.e. allowing more than one manufacturer to tender’ [25].

The results from the present EBE biologicals policy survey
show that the majority of countries are following this approach.
Most countries prohibit substitution at pharmacy level, and the
majority of countries, which practice INN prescribing and IRP,
exclude biologicals. In addition, physicians can opt out in all six
countries where substitution or INN prescribing is in place. Con-
cerning prescribing practices, it is worth mentioning that, fur-
ther to the adoption of the cross-border healthcare EU Directive
[26], an Implementing Directive is requiring the use of brand
name when prescribing biological medicines in order to ensure
traceability and patient safety [27].

Tendering is used widely. For the vast majority of countries (81%)
it was reported that biologicals are included in tenders and that
in 50% of these, switching of patients for non-medical reasons
can happen, i.e. Bulgaria, Poland, Serbia and Turkey, without
opt-out possibility for the prescriber. This can be of concern
when also taking into account the frequency of tenders reported
in Turkey (every four months), Bulgaria and Poland (every
12 months each), as it could lead to multiple treatment changes
all of which are out of the prescribing physician’s control.
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Tenders can generate substantial savings if sufficient manufacturers
participate in them. However, ‘winner takes all’ tenders can also
pose a barrier to entry of competing products and lead to a risk
of shortages [12]. In its policy principles EFPIA recommends that
when incentives for using lower-cost products are used to increase
uptake, they should: 1) explicitly retain doctors’ freedom to pre-
scribe; 2) create a clear level playing field between off-patent origi-
nators and biosimilars; 3) propose a level of volume shift in the
market that is, at a maximum, in line with a policy of naive patient
initiation; and 4) ensure that treatment decisions are always made
first on the basis of clinical judgement and secondly on the basis of
an overall value proposition offered by the individual medicine [24].

Regarding the use of quotas, the survey shows a mixed picture
with regard to the recommendations of EFPIA principles. Quotas
can be used to increase uptake of lower-cost products. Of the
countries which declared having quotas in place, some focus
on prescribing the cheapest, while others require prescribing a
certain amount of biosimilars. Also, some countries fail to retain
the physician’s freedom to prescribe.

Uptake is not necessarily an indicator for sustainable savings.
The recent IMS study on the impact of biosimilar competition
shows that the correlation between biosimilars market share,
i.e. uptake, and price was weak [8]. In fact, it was competition
between multiple suppliers, off-patent originators and various
biosimilars manufacturers which drove down prices. This was
not only the case in the market of biosimilars and its respective
reference product, but also in the total market.

Since the last EBE biologicals policy survey much has happened in
the area of market support, especially in the assessment and moni-
toring of switching. Several manufacturers, as well as other stake-
holders, have initiated switching studies [28]. An overview is also
given by Braun et al. [29]. The new and updated positions of the
Regulatory Agencies of Finland, Germany and The Netherlands
reflect the increasing number of available biosimilars and the need
of first assessments through the national regulatory bodies.

Conclusion

The results of this second EBE policy survey show that, consider-
ing the increased entry of biologicals and biosimilars in the health
systems, a large majority of the countries in Europe have specific
policies in place reflecting the different nature of biological medi-
cines compared with small-molecule medicines. In addition, treat-
ment decisions remain in the hands of physicians in the majority
of countries, where physicians can either decide on treatments or
opt out. However, policies and their implementation vary among
different jurisdictions. Compared to the first EBE survey, shifts
have been seen in the area of substitution and interchangeability.
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Annexes

Table 1: Definitions

The table lists the terms and definitions that have been used with the questionnaire. When available, definitions were based on
the Consensus Information Document (2013) [18].

Generics Pharmacists may be induced or mandated to dispense the cheapest bioequivalent medicine, which is often
substitution called ‘generics substitution’ [1].

Internal Reference | Internal Reference Pricing typically means determining the maximum price for medicinal products and the
Group (IRP) maximum reimbursement rate for each medicine by grouping them and calculating the price, e.g. average,
lowest [1]. See also ‘Reference Group’.

Interchangeability | The medical practice of changing one medicine for another that is expected to achieve the same clinical effect
in a given clinical setting and in any patient on the initiative, or with the agreement of the prescriber [18].

Quotas These may define a target of the percentage of generics to be prescribed by each physician or may target
the average cost of prescriptions (at least six EU Member States) [1].

Reference Group A group of medicines of the same active ingredient (ATC 5, Anatomical Therapeutic Chemical), in a given
therapeutic class (ATC 4) or clustered based on a broader definition but still considered interchangeable.
These clusters of medicines form the basis for establishing a reference price system [22].

Depending on the ATC level the pricing mechanism is called Generic Reference Pricing (ATC 5, active sub-
stance level) or Therapeutic Reference Pricing (ATC 4 and above) [23].

Substitution Practice of dispensing one medicine instead of another equivalent and interchangeable medicine at the
pharmacy level without consulting the prescriber [18].

Switching Decision by the treating physician to exchange one medicine for another medicine with the same thera-
peutic intent in patients who are undergoing treatment [18].

Tender The procurement means by which products or services (in the present case pharmaceuticals) are acquired
based on a competitive bidding process, where the contract is granted to the supplier who offered the best
bid following strict criteria specified in advance [21].

Table 2: Questions

1. Availability of biologicals

How biologicals are made available to patients?

2. Tenders

Are biologicals parts of tenders?
If biologicals are part of tenders, at what level are they organized?
If biologicals are part of tenders, how often do the tender calls take place?

If biologicals are part of tenders, are these tenders: a) ‘single win’; or b) ‘multiple win’; ¢) single + multiple win; d) both, or
other ways?

If biologicals are part of tenders, are the tenders covering: a) a whole therapeutic area (therapeutic tenders); b) only ATC 5
(Anatomical Therapeutic Chemical) level (same substance); or ¢) both?

If part of tenders, will this affect: a) only new patients; b) new patients and patients on treatment; or ¢) otherwise (please explain)?
If biologicals are part of tenders, does this lead to changes of treatment for already treated patients for other than clinical reasons?

If part of tenders, does the decision-making process for purchasing and procurement always involve a committee involving
medical or scientific advice?

If part of tenders, does the treating physician have the possibility to opt out for individual patients?
3. Health Technology Assessment (HTA)

Are biosimilars undergoing HTA?

If yes, how is the assessment for biosimilars conducted and what is assessed?

(Continued)
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Table 2: Questions (Continued)

4. International Nonproprietary Name (INN) prescribing

Is INN prescribing for off-patent medicines: a) mandatory; b) recommended; ¢) not in place; d) at the discretion of the prescribing
physician

If INN prescribing is: a) mandatory; or b) recommended, are biological medicines included?
If yes, i.e. biological medicines are in INN prescribing included, is it for: a) new patients only, or b) all patients?

If yes, i.e. biological medicines are included in INN prescribing and for all patients, does this lead to treatment changes for
patients on treatment for other than medical reasons?

If biological medicines are included, does the treating physician have the possibility to opt out for individual patients?
5. Internal Reference Pricing (IRP)

Are biological medicines parts of IRP mechanisms?

If biological medicines are included, what type?
If biological medicines are included, does this lead to changes of treatment of patients on treatment for other than clinical reasons?

If biological medicines are included, does the treating physician have the possibility to opt out for individual patients?

6. Substitution

Are biological medicines subject to pharmacy substitution?
If no, at what level is substitution prohibited?
If substitution is otherwise regulated/prohibited, please describe.

If biologicals are subject to pharmacy substitution, does it apply to: a) new patients only; b) new patients and patients on
treatment?

If biologicals are subject to pharmacy substitution, at what level is substitution regulated?
If biologicals are subject to pharmacy substitution, how and when is the treating physician informed about the substitution?

If biologicals are subject to pharmacy substitution and it applies only to new patients, does the treating physician have the pos-
sibility to opt out for individual patients?

If biologicals are generally subject to pharmacy substitution (new patients and patients on treatment), does the treating physi-
cian have the possibility to opt out for individual patients?

Does opting-out create any burden on the physician or patient?

7. Interchangeability

Does your country have an official position/statement/guideline on interchangeability/switching?
If your country has a position on interchangeability, who has issued the position/guideline?

If your country has a position on interchangeability, to what extent is switching encouraged?

If switching is encouraged, how is the prescribing physician in the switching involved?

If switching is encouraged, has the prescribing physician always the possibility to opt out?

8. Quotas

Do you have quotas in place?
If you have quotas in place, are biological medicines included?
If biological medicines are part of quotas, are the quotas: a) mandatory; or b) just indicative?

If biological medicines are part of quotas, how are the quotas designed? a) prescribe the cheapest; b) prescribe biosimilars; or
¢) both types of quotas?

What is the minimum share of quotas: a) new patients only; or b) higher share?

Does the treating physician have the possibility to opt out for individual patients?

10 | Volume 6 | 2017 | Issue 2 GaBl Journal | www.gabi-journal.net
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Table 3a: Data on availability of biolgoicals, health technology assessment and substitution

ORIGINAL RESEARCH

Countries Availability of biologicals Health Technology Substitution
Assessment (HTA)

How biologicals are made Are biosimilars Are biological medicines | If no, at what level is substi-
available to patients? undergoing HTA? subject to pharmacy tution prohibited? A) law;
A) reimbursementlist; B) tenders; substitution? B) guideline; C) otherwise;
C) both ways; D) otherwise D) not regulated

Austria A NO A

Belgium C YES B

Bulgaria C YES A

Croatia C NO C

Cyprus C NO A

Czech Republic C NO YES /

Denmark B NO C

Estonia C NO YES /

Finland C YES D

France C YES C

Germany D NO C

Greece A NO A

Hungary C NO D

Ireland C NO B

Ttaly B YES A

Latvia A NO YES /

Lithuania C NO A

Luxembourg A NO A

Malta B NO B

Netherlands C NO B

Norway B NO D

Poland C NO YES /

Portugal C YES D

Romania A NO B

Serbia B NO YES /

Slovakia A NO D

Slovenia C NO B

Spain C NO A

Sweden C YES A

Switzerland A NO A

Turkey C NO YES /

United Kingdom C NO B
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Table 3b: Data on tenders

Countries Are biologicals | If biologicals are part of | If biologicals are part of | If biologicals are part | If part of tenders, will
parts of tenders? | tenders, at what level tenders, are these tenders: | of tenders, are the this affect: A) only new
are they organized? A) ‘single win’; or tenders covering: A) a | patients; or B) new
A) hospital; B) regional; | B) ‘multiple win’; C) single+ | whole therapeutic area | patients and patients on
C) national; D) multiple; | multiple win; d) both, or | (therapeutic tenders); B) | treatment; C) otherwise
E) other ways other ways only ATC 5 level (same | (please explain)
substance); or C) both

Austria NO / / / /

Belgium YES A C B C

Bulgaria YES A A C B

Croatia YES D A C B

Cyprus YES C A A A

Czech Republic | YES C B B B

Denmark YES C A A B

Estonia YES A A C B

Finland YES B C B B

France YES A B B B

Germany YES E C C B

Greece NO / / / /

Hungary YES C A B A

Ireland YES A B B B

Italy YES B A B A

Latvia NO / / / /

Lithuania YES C A C B

Luxembourg YES / / / /

Malta YES C A B A

Netherlands YES D B / B

Norway YES C B A B

Poland YES D A C B

Portugal YES A B B B

Romania NO / / / /

Serbia YES C C C B

Slovakia NO / / / /

Slovenia YES D A C B

Spain YES D C B B

Sweden YES B A B B

Switzerland NO / / / /

Turkey YES A A B 27?

United Kingdom | YES D B C B
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Table 3b: Data on tenders (Continued)

Countries If biologicals are part of tenders, does | If part of tenders, does the decision- | If part of tenders, does the treating
this lead to changes of treatment for | making process for purchasing and | physician have the possibility to opt
already treated patients for other procurement always involve a commit- | out for individual patients?
than clinical reasons? tee involving medical or scientific

advice?

Austria N/A / /

Belgium N/A YES YES

Bulgaria YES YES NO

Croatia YES YES YES

Cyprus N/A YES NO

Czech Republic NO NO YES

Denmark YES YES YES

Estonia NO YES YES

Finland YES YES YES

France NO YES YES

Germany YES NO YES

Greece N/A / /

Hungary N/A YES NO

Ireland NO NO YES

Ttaly N/A NO YES

Latvia N/A / /

Lithuania NO NO NO

Luxembourg N/A / /

Malta N/A YES YES

Netherlands YES YES YES

Norway YES YES YES

Poland YES NO NO

Portugal NO NO YES

Romania N/A / /

Serbia YES NO NO

Slovakia N/A / /

Slovenia NO YES YES

Spain YES YES YES

Sweden YES YES YES

Switzerland N/A / /

Turkey YES YES NO

United Kingdom NO NO YES
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Table 3c: Data on quotas

Countries Are biological medi- | If biological medicines | If biological medicines are | What is the minimum | Does the treating
cines included in are part of quotas, are | part of quotas, how are | share of quotas: A) new | physician have the
the quotas? the quotas: A) man- | the quotas designed? A) | patients only; or B) possibility to opt

datory; or B) just prescribe the cheapest; B) | higher share? out for individual
indicative? prescribe biosimilars; or patients?
C) both types of quotas?

Austria NO / / / /

Belgium NO / / / /

Bulgaria NO / / / /

Croatia NO / / / /

Cyprus YES B C A NO

Czech Republic | NO / / / /

Denmark YES A A A YES

Estonia NO / / /

Finland NO / / /

France NO / / /

Germany YES B C / YES

Greece YES B C /

Hungary NO / / /

Ireland NO / / /

Italy YES B C A YES

Latvia YES A A A YES

Lithuania YES A C A NO

Luxembourg NO / / / /

Malta NO / / / /

Netherlands NO / / / /

Norway NO / / / /

Poland NO / / / /

Portugal NO / / / /

Romania NO / / / /

Serbia NO / / / /

Slovakia NO / / / /

Slovenia NO / / / /

Spain NO / / / /

Sweden NO / / / /

Switzerland NO / / / /

Turkey NO / / / /

United Kingdom | NO / / / /
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Table 3d: Data on international nonproprietary name (INN) prescribing

Countries INN prescribing for off- These columns are only answered in case of response A) or B)
patent medicines is: A) Are biological Is it for: A) new Does this lead to treat- | Does the treating
mandatory; B) recoms- medicines included? | patients only; or B) | ment changes for physician have the
mended; C), notinp lace; all patients? patients on treatment | possibility to opt
D) at the discretion of for other than medical | out for individual
the physician reasons? patients?

Austria C / / / /

Belgium D / / / /

Bulgaria C / / / /

Croatia D / / / /

Cyprus A NO / / /

Czech Republic D / / /

Denmark C / / /

Estonia B YES B Sometimes YES

Finland B / / / /

France A NO / / /

Germany D / / / /

Greece A YES B NO YES

Hungary C / / / /

Ireland D / / / /

Italy D / / /

Latvia A YES A YES YES

Lithuania A NO / / /

Luxembourg D / / / /

Malta D / / / /

Netherlands A NO / / /

Norway D NO / / /

Poland C / / / /

Portugal A YES B NO YES

Romania A NO / / /

Serbia C / / / /

Slovakia A NO / / /

Slovenia D / / / /

Spain D / / / /

Sweden C / / / /

Switzerland D / / / /

Turkey D / / / /

United Kingdom | B NO / / /
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Table 3e: Data on internal reference pricing (IRP)

Countries Are biological medicines parts of IRP | If biological medicines are included, | Does this lead to changes of treatment

mechanisms? what type? A) Therapeutic RP; of patients on treatment for other than
B) Generic RP; C) Both clinical reasons?

Austria YES Sometimes

Belgium NO / /

Bulgaria YES B YES

Croatia YES B NO

Cyprus NO / /

Czech Republic | YES A NO

Denmark NO / /

Estonia NO / /

Finland NO / /

France NO / /

Germany YES C Sometimes

Greece NO / /

Hungary NO / /

Ireland NO / /

Italy NO / /

Latvia YES B YES

Lithuania YES B NO

Luxembourg YES B NO

Malta NO / /

Netherlands YES B Sometimes

Norway NO / /

Poland YES B YES

Portugal NO / /

Romania YES B NO

Serbia YES B Sometimes

Slovakia YES B

Slovenia NO / /

Spain YES B NO

Sweden NO / /

Switzerland NO / /

Turkey NO / /

United Kingdom | NO / /
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Table 3f: Data on interchangeability

Countries Does your country have | Who has issued the position/ | If switching is encouraged, how | If switching is encouraged,
an official position on | guideline? A) Regulatory is the prescribing physician | has the prescribing physi-
interchangeability/ Agency; HTA body) B; C) involved on interchangeability | cian always the possibility
switching? Payer; D) Physician switching? A) in the creation | to opt out?

Association; E) Other on interchangeability position;
B) in the formulary decision;
Q) in every individual on
interchangeability

Austria NO / / /

Belgium YES A N/A N/A

Bulgaria NO / /

Croatia NO / / /

Cyprus NO / /

Czech Republic | NO / / /

Denmark YES A N/A N/A

Estonia YES D N/A N/A

Finland YES A C /

France YES A N/A N/A

Germany YES A C YES

Greece YES A N/A N/A

Hungary NO / / /

Ireland YES A N/A N/A

Ttaly YES A N/A N/A

Latvia NO / / /

Lithuania NO / / /

Luxembourg YES A A YES

Malta NO / / /

Netherlands YES A C YES

Norway NO / / /

Poland NO / / /

Portugal YES E C YES

Romania NO / /

Serbia NO / /

Slovakia NO / /

Slovenia YES E A YES

Spain NO / / /

Sweden YES A N/A N/A

Switzerland NO / / /

Turkey YES D C YES

United Kingdom | YES E C YES

ATC: Anatomical Therapeutic Chemical; N/A: Not Applicable
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Table 4: Countries’ abbreviations

AT Austria GR Greece PT Portugal
BE Belgium HU Hungary RO Romania
BG Bulgaria 1IE Ireland RS Serbia

HR Croatia IT Ttaly SL Slovenia
CY Cyprus LV Latvia SK Slovakia
CZ Czech Republic LU Luxembourg ES Spain

DK Denmark LT Lithuania CH Switzerland
EE Estonia MT Malta SE Sweden

FI Finland NL Netherlands TR Turkey

FR France NO Norway UK United Kingdom
DE Germany PL Poland

Table 5: Names of national pharmaceutical associations surveyed

Pharmaceutical Manufacturers (AFA)

Austria Fachverband der Chemischen Industrie Luxembourg Association Pharmaceutique Luxembourgeoise
Osterreichs (FCIO)

Belgium pharma.be (Association Générale de Lithuania The Innovative Pharmaceutical Industry Asso-
l'industrie du Médicament) ciation (IFPA)

Bulgaria Association of the Research-based Pharma- Malta Pharmaceutical Research-based Industry
ceutical Manufacturers in Bulgaria (ARPharM) Malta Association (PRIMA).

Croatia iF! — Innovative Pharmaceutical Initiative Netherlands Dutch Association for Innovative Medicines

Cyprus Cyprus Association of Research and Develop- | Norway Norwegian Association of Pharmaceutical
ment Pharmaceutical Companies (KEFEA) Manufacturers (LMI)

Czech Republic | Association of Innovative Pharmaceutical Poland Employers’ Association of Innovative Pharma-
Industry (AIFP) ceutical Companies (INFARMA)

Denmark The Danish Association of the Pharmaceutical | Portugal Associacao Portuguesa da Industria
Industry (LiF) Farmacéutica (APIFARMA)

Estonia Association of Pharmaceutical Manufacturers | Romania Association of International Medicine Manu-
in Estonia (APME) facturers (ARPIM)

Finland Pharma Industry Finland (PIF) Serbia Innovative Drug Manufacturers’ Association

(INOVIA)
France Les Entreprises du Médicament (LEEM) Slovenia Forum of International Research and Devel-
opment Pharmaceutical Companies (EIG)

Germany Verband Forschender Arzneimittelhersteller Slovakia Slovak Association of Innovative Pharmaceutical
(VfA) Industry (AIFP)

Greece Hellenic Association of Pharmaceutical Com- | Spain Asociacion Nacional Empresarial de la Industria
panies (SFEE) Farmacéutica (Farmaindustria)

Hungary Association of Innovative Pharmaceutical Switzerland scienceindustries
Manufacturers (AIPM)

Ireland Irish Pharmaceutical Healthcare Association Sweden The Swedish Association of the Pharmaceutical
(IPHA) Industry (LIF)

Italy Associazione delle imprese del farmaco Turkey Turkey Arastirmact ila¢ Firmalart Dernegi (AiFD)
(Farmindustria)

Latvia Association of International Research-based United Kingdom | The Association of the British Pharmaceutical

Industry (ABPD)
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