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Abstract 

Objectives: Due to the increased num-
ber in biosimilar drugs getting marketing 
authorization, there is a question to be 
answered which reimbursement proce-
dure should be followed 

Methods: The TPPC task force has 
checked the approach to biosimilar 
drugs by WHO, at the EMA level and in 
a few countries worldwide. Among oth-
er aspects discussed, we concentrated 
on the production process of the refer-
ence (original) drugs and biosimilars  and 
looked for diff erences. An internet search 
was performed checking the defi nitions 
as well as regulatory and reimbursement 
processes worldwide, with focus on the 
countries having HTA procedure in place.

Findings: It was found that due to spe-
cifi cs of biosimilars, detailed and com-
prehensive regulatory processes have 
been established centrally for EU states. 
No reimbursement guidelines have been 
identifi ed. Due to lack of specifi c re-
imbursement guidelines TPPC agreed 
on a need to defi ne a biosimilar drugs 
reimbursement process in Poland.

TPPC task force also agreed that due 
to central European registration pro-

cess the defi nitions for biosimilar drug 
in Poland should be in line with the EMA 
guidelines.

The reimbursement process is diff erent 
in each EU member state and it should 
be defi ned for these products on a coun-
try level. Probably, it also requires spe-
cifi c guidelines to be developed, espe-
cially in countries such as Polandwith 
“HTA dependent reimbursement pro-
cess”.

Conclusions: TPPC task force has only 
identifi ed regulatory guidelines and its 
opinion is that in Poland, a detailed re-
imbursement process should be devel-
oped in the way it also includes the bio-
similar drugs.

Background and objectives

Since the European Union (EU) introduced 
the Directive 2004/27/EC biosimilar drugs 
started to be registered by European Medi-
cines Agency (EMA) 1. These drugs are similar 
to reference (original) biological drugs, which 
contain an active substance such as protein 
or protein complex and can be produced 
only by living cells. This group of drugs 
and the regulations related to registration/
marketing authorisation create many dis-
cussions around the world. Especially the 
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immunogenicity is an issue which cannot 
be ignored. We do not always observe clin-
ical effect with the antibodies formation. 
However, sometimes the clinical effects are 
significant and could be the cause of severe 
disease. Immunogenicity may impact effi-
cacy, biodistribution and pharmacokinetics 
of the drug, which can cause toxicity and in-
terfere with other therapeutic products. Hy-
persensitivity reactions, cross-neutraliza-
tion of endogenous substances, or changes 
in physiological functions can also be a re-
sult of immunogenicity.

There are many drug-related factors which 
can have influence on the immunologic sys-
tem, like manufacturing process, formula-
tion, dosage, packaging process and storage 
conditions.

As the patients’ safety is unquestiona-
bly of the biggest importance, the regu-
lations implemented in the countries for 
registration/marketing authorisation and 
reimbursement should take it into consider-
ation. Therefore, bearing in mind the inter-
ests of the patient, and in order to allocate 
public funds which are spent in the health 
sector in the best possible way, it would 
be reasonable if biosimilar drugs were sub-
ject to the same formalities as reference 
(original) drugs. Within the EU the drug reg-
istration/marketing authorisation process 
is unified with the central procedure, which 
is not the case in other countries across the 
world where the registration/marketing 
authorisation process is linked or followed 
by reimbursement process, which finally has 
an impact on drugs availability for patients. 
Due to more biosimilar drugs registrations 
expected in the future, there is a question 
to be answered regarding the reimburse-
ment procedure to be followed.

Neither the provisions of Directive 
2001/83/EC of the European Parliament 
and of the Council of 6 November 2001 
on the Community code relating to medic-
inal products for human nor the Polish Act 
of September 6, 2001 Pharmaceutical Law 
does not provide a legal definition of bio-

logical or biosimilar product. Both legal re-
gimes recognize, however, that the biologi-
cal products which are similar to biological 
reference product (ie. biosimilar products) 
cannot be identified with generic products 
and, therefore, provide specific rules for the 
marketing authorization of biosimilar prod-
ucts. The TPPC task force searched for solu-
tions in other countries, which could be im-
plemented in Poland. 

Methodology

The TPPC task force started discussions 
about the biosimilar drugs reimbursement 
pathways in 2011. The approach to biosimi-
lar drugs worldwide with special focus on EU 
and at the EMA level was checked.

A review of current legal regulations 
concerning biosimilar drugs has been per-
formed with special attention to definitions 
of biosimilar drug, regulatory processes im-
plemented and reimbursement guidelines 
in place in different countries. There was no 
limitation towards the countries in scope.

Different databases have been reviewed 
to identify published regulations con-
cerning biosimilar drugs across the whole 
world. Special search focus was on reim-
bursement regulations and on guidelines 
issued by worldwide known and experi-
enced Health Technology Assessment (HTA) 
Agencies. The Polish HTA, when preparing 
the verification analysis related to the as-
sessed product, checks the reimbursement 
guidelines issued by National Institute for 
Health and Clinical Excellence in UK (NICE), 
in Scotland by the Scottish Medicines Con-
sortium (SMC), by Haute Autorite de la Sante 
in France (HAS), in Australia by Pharmaceuti-
cal Benefits Advisory Committee (PBAC), and 
in Canada by the Canadian Agency for Drugs 
and Technologies in Health (CADTH)2.

The search done by TPPC focused on the 
following words: “biosimilars”, “biosimilar 
drug definition”, “guidelines”, “HTA”, “reim-
bursement”, “reimbursement guidelines” 
and it was conducted using Internet.

The TPPC task force 
started discussions 
about the biosimilar 
drugs reimbursement 
pathways in 2011. The 
approach to biosimilar 
drugs worldwide with 
special focus on EU and 
at the EMA level was 
checked.
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The identifi ed defi nitions and regulations 
have been presented at the TPPC task force 
meetings and discussed by team members 
in terms of suitability for adaptation to the 
Polish health care system.

Findings

Among other aspects discussed by the 
task force, we concentrated on the produc-
tion process of the reference (original) bi-
ologic drugs and a biosimilar drug looking 
for diff erences. Finally an agreement was 
reached that following EMA regulations 
there is a need to defi ne what a biosimilar 
drug is in the Polish legal system. The TPPC 
task force agreed on the following defi nition:

Biosimilar drug is a drug produced using 
biotechnological methodology and it is sim-
ilar in terms of medicinal product design, 
pharmacological and pharmacokinetic prop-
erties, safety and effi  cacy, but not identical 
to the original registered and authorized ref-
erence biological medicinal product.

This defi nition was presented to the Board 
at the Polish ISPOR Chapter meeting in De-
cember 2011 as the one proposed to be in-
cluded in the future legal acts regarding re-
imbursement and HTA.

Regarding legal regulations on biologic 
drugs legislation including biosimilar drugs 
search, it was found that the regulations 
started to be prepared and implement-
ed in those countries where the biosimilar 
drugs are already in the market or are ex-
pected in a short term.

In 2012 EMA issued a draft revised ‘over-
arching’ guideline on similar biological (bio-
similar) medicinal products for consultation. 
In addition, EMA have issued and continue 
to update product specifi c biosimilar guide-
lines which are available on the EMA website3. 

Among other information available on EMA 
website the following defi nition on biosimi-
lars can be found: “a similar biological or ‚bi-

osimilar’ medicine is a biological medicine 
that is similar to another biological medicine 
that has already been authorised for use”, 
“Biological medicines are medicines that 
are made by or derived from a biological 
source, such as a bacterium or yeast. They 
can consist of relatively small molecules 
such as human insulin or erythropoietin, 
or complex molecules such as monoclonal 
antibodies4.

So far, EMA have assessed 15 applications 
on biosimilars submitted by diff erent com-
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panies, 12 out of 15 have been authorized 
by EMA for use in the EU (including one with 
patient safety warning), for 1 biosimilar EMA 
has recommended the refusal of marketing 
authorization and for 2 biosimilar drugs the 
marketing authorisations have been with-
drawn at the request of the marketing-au-
thorisation holders (companies) 5.

Apart from the detailed guidelines taking 
into account transparency issues for the 
public, EMA publishes general information 
on biosimilars, including requirements for 
authorization of biosimilar medicines, indi-
cating that the company needs to carry out 
studiesto show that the medicine is similar 
to the reference medicine, does not have 
any meaningful differences from the ref-
erence medicine in terms of quality, safety 
or efficacy4. EMA, in the last Directive re-
garding pharmacovigilance and amending 
Directive 2001/83/EC on the Community 
code relating to medicinal products for hu-
man use, considers safety monitoring of bio-
similar drugs as a priority. It states that some 
medicinal products are authorised subject 
to additional monitoring. This includes all 
medicinal products with a new active sub-
stance and biological medicinal products, 
including biosimilars, which are priorities 
for pharmacovigilance6.

For transparency reasons, in September 
2012, EMA published a brief document ti-
tled “Questions and answers on biosimi-
lar medicines (similar biological medicinal 
products)”7. EMA published first adopted 
guidelines on similar biological medici-
nal products in September 2005 (effective 
since October 2005) as the result of Com-
mittee for Medicinal Products for Human 
Use (CHMP) discussion which took place 
in June-November 20048.

The approach by the World Health Organ-
ization (WHO) is that biosimilar medicines 
are biotherapeutic products that are sim-
ilar in terms of quality, safety and efficacy 
to the reference product already licensed. 
WHO provides globally accepted norms 
and standards for the evaluation of biosim-

ilar products. Written standards established 
through the Expert Committee on Biological 
Standardization (ECBS) serve as a basis for 
setting national requirements for produc-
tion, quality control and overall regulation 
of biological medicines. In addition, Inter-
national Standards for measurement are 
essential tools for the establishment of po-
tential for biological medicines worldwide. 
Therefore, WHO has developed guidelines 
for the assessment of biosimilar products 
(SBPs)9. The intention of this document 
is to provide globally acceptable principles 
for licensing biotherapeutic products that 
are claimed to be similar to biotherapeutic 
products of assured quality, safety, and effi-
cacy that have been licensed based on a full 
licensing dossier. On the basis of proven 
similarity, the licensing of SBPs will rely, 
in part, on non-clinical and clinical data gen-
erated with an already licensed reference 
biotherapeutic product (RBP). This guide-
line can be adopted as a whole, or partially, 
by national registration authorities world-
wide or used as a basis for establishing na-
tional regulatory frameworks for licensure 
of these products.

WHO guidelines specify the key princi-
ples of licensing SBPs that indicate the need 
to demonstrate comparability to the refer-
ence product in both preclinical studies and 
clinical trials. Full documentation on the 
quality of both the drug substance and the 
drug product is always required to meet the 
standards required by the national regulato-
ry authorities in relation to innovative prod-
ucts 9.

In the United States (US) the Food and 
Drug Administration Agency (FDA) defines 
that a biosimilar is a biological product that 
is highly similar to a U.S.-licensed reference 
biological product notwithstanding minor 
differences in clinically inactive compo-
nents, and for which there are no clinically 
meaningful differences between the bio-
logical product and the reference product 
in terms of the safety, purity, and potency 
of the product 10.
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The Association of British Pharmaceu-
tical Industry (ABPI) working on the bio-
similar topic recommended that biosimilar 
medicines should be subject to full Health 
Technology Assessment processes in the 
UK as for other medicines in order that they 
can be appropriately assessed for clinical 
and cost eff ectiveness using the appropriate 
evidence base. It should be stated clearly 
in the main section of the HTA guidance that 
is issued that the medicine appraised is a bi-
osimilar11.

ABPI also recommends that biosimilar 
products should be recorded on UK Phar-
maScan by companies as soon as they enter 
Phase III clinical trials or within three years 
of their expected launch date so they can 
be reported upon by the NHS horizon scan-
ning agencies for HTA topic selection pur-
poses11.

The Scottish Medicines Consortium (SMC) 
and All Wales Medicine Strategy Group 
(AWMSG) (where appropriate) should rou-
tinely appraise biosimilar medicines and the 
NICE topic selection process should be used 
to identify those biosimilars which should 
be subject to NICE appraisal11.

In Australia Pharmaceutical Benefi t Advi-
sory Committee (PBAC) an independent stat-
utory advisory body to Minister of Health 
in its current guidelines for HTA (2008 ver-
sion of the PBAC Guidelines) plan as next 
step to consider further guidance in relation 
to other technical policy issues and, among 
others, the biosimilars are in scope12.

Japan’s Ministry of Health, Labour and 
Welfare (MHLW) has issued guidance on bio-
similars, which sets out the policies regard-
ing requests on development and regulatory 
approval application for biosimilars in Japan, 
according to a report by Pharma Japan13. 
The defi nition is as follows: „Biosimilars are 
drugs which are equivalent and homogene-
ous to original biopharmaceuticals in terms 
of quality, effi  cacy and safety and which are 
developed by manufacturers diff erent from 

those of the original biopharmaceuticals”.

WHO guidelines were used as a reference 
and basis to create local guidelines in many 
countries. The organization makes the infor-
mation about the adapted and implemented 
guidelines available on their website.

According to the published information 
the biosimilar drug is defi ned and regulato-
ry guidelines are available in the following 
Latin American countries14.

The President of Mexican United States 
in 2011 issued a Decree that amends and 
adds various provisions to the regulation 
of health supplies, defi ning SBP as non-in-
novative biotechnological drug that proves 
to be bio-comparable in terms of safety, 
quality, and eff ectiveness, based on the 
specifi c tests established for this purpose 
by the law.

In Cuba in 2011 the Ministry of Health 
published the Resolution number 56/2011 
specifying the requisites for registration 
of known biological products, and accord-
ing to that resolution the SBP is a biologi-
cal product produced by multiple manu-
facturers, in which the active substance 
is comparable in terms of quality, safety, 
and effi  cacy profi les to the active substance 
of an already licensed RBP in Cuba or in oth-
er countries. The dosage form, the potency, 
and indications should be the same as those 
of the RBP.

In Guatemala, biosimilar drug is defi ned 
as biologic/biotechnological medication 
that has demonstrated, by an exercise 
of biosimilarity and biocomparability, that 
is similar or comparable in terms of quality, 
safety, effi  cacy, and immunogenicity to the 
reference medication (Technical standard 
67-2010: Sanitary reference registry of bio-
logical and biotechnological products/Min-
istry of public health and social assistance, 
2010).

Costa Rica defi nes SBP as biological 
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medication that has been demonstrated 
by the exercise of biosimilarity to be similar 
in terms of quality, safety, and efficacy to the 
reference biological medication (RTCR 440: 
2010 Regulation on the inscription and con-
trol of biological medications/ Presidency 
of the Republic – Ministry of Health).

Regulatory guidelines related to biosimi-
lar drugs were also identified in India, Saudi 
Arabia, Turkey, Iran, Pakistan and Korea.

In India in 2012 the “Guidelines on Similar 
Biologics” have been published. They were 
prepared by Central Drugs Standard Control 
Organization (CDSCO) and the Department 
of Biotechnology (DBT) lay down the regula-
tory pathway for a similar biologic claiming 
to be similar to an already authorized refer-
ence biologic15.

The guidelines address the regulatory 
pathway regarding manufacturing process 
and quality aspects for similar biologics. 
These guidelines also address the pre-mar-
ket regulatory requirements including com-
parability exercise for quality, preclinical 
and clinical studies and post market regu-
latory requirements for similar biologics15.

The Drug Sector of the Saudi Food and 
Drug Authority (SFDA) as an organization 
that is concerned about availability of med-
icines and safety of patients, in December 
2010 issued the guidelines related to bio-
similar drugs registration process in Saudi 
Arabia16. The content of this document was 
assembled through extensive search and 
research of the European Medicines Agency 
(EMEA) Guidelines, the International Confer-
ence on Harmonization (ICH) Guidelines and 
other resources including published, peer 
reviewed articles. The guidelines should 
be revisited biannually for evaluation, im-
provement, revision, and amendment. Just 
as for conventional chemical products, the 
prerequisites for marketing authorization 
of a biosimilar are proof of quality, safe-
ty, and efficacy. These three issues must 
be clearly addressed when assessing com-

parability between a biosimilar and the ref-
erence medicinal product.

In Turkey the first guidelines for regis-
tration of biosimilar drugs were published 
in 2008, since that time some changes have 
been introduced17. The document intro-
duced the concept of biosimilar medicinal 
products and guidelines for application. Ref-
erence documents for similarity statements 
and definitions were EMEA/CHMP guide-
lines.

The parliament in Pakistan approved 
mandate of the Drug Regulatory Authority 
of Pakistan (DRAP), but also defined a sep-
arate registration pathway for Biologics and 
guidelines for Biosimilars (in line with WHO 
Guidelines)18.

In Korea biosimilar product is regulated 
under the same regulation as biological 
products. The difference from new biological 
product is that biosimilar product requires 
full comparability data with reference prod-
uct. Korean guideline for biosimilar products 
was developed in line with the WHO’s guide-
lines and most of the recommendations 
were based on similar principle. The differ-
ence is in relation to the clinical evaluation 
required to demonstrate similarity19. 

Discussion

Poland being part of EU follows the EMA 
regulations in relation to the regulatory pro-
cess. EMA is working on the best approach 
to biosimilar drugs implementation in Eu-
rope but the focus is on the regulatory pro-
cess taking into consideration the differenc-
es towards the reference (original) biological 
drugs and safety issues. However, drug reg-
istration/marketing authorisation is not 
equal to access to treatment. Many Europe-
an countries have specific reimbursement 
procedures or guidelines in place and some 
of them take into account the economic ar-
guments in the decision-making process. 
In those countries there are special agencies 
or dedicated governmental bodies estab-

Japan’s Ministry 
of Health, Labour 
and Welfare (MHLW) 
has issued guidance 
on biosimilars, which 
sets out the policies 
regarding requests 
on development and 
regulatory approval 
application for 
biosimilars in Japan, 
according to a report 
by Pharma Japan
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lished to assess the new health technology 
impact on the healthcare system, clinical 
and economic value of the new technology 
and its safety. As an example we can consid-
er the impact of NICE on the fi nal decisions 
to fi nance a new product in UK or the Polish 
HTA agency (AHTAPOL) infl uence in Poland.

The TPPC task force, as part of the Polish 
Pharmacoeconomical Society, is interested 
in the current reimbursement regulations 
and is looking for the future trends with-
in the Drug dedicated Programs in Poland 
which have identifi ed biosimilars entry into 
the Programs as a potential fi eld for further 
development and discussion. Firstly the 
biosimilar drug defi nition was discussed 
as the starting point for further discussion. 
There is no doubt that Poland being a mem-
ber of EU should follow EMA regulations 
and the defi nition proposed by Polish TPPC 
task force was in line with the one proposed 
by EMA.

Concentrating the eff orts on reimburse-
ment guidelines it was expected that dur-
ing the search a reimbursement specifi c 
guidelines or HTA guidelines which would 
include an approach to biosimilar drugs 
would be identifi ed. This has not happened. 
In our opinion it does not mean that there 
is no need for such guidelines. The example 
of PBAC in Australia, planning inclusion of bi-
osimilar drugs in the next HTA guidelines edi-
tion confi rmed the TPPC task forces opinion 
that a similar process is needed in Poland. 
Members of TPPC task force discussed it and 
agreed on the need to include, the defi nition 
of biosimilar drugs in the existing guidelines 
for Poland and also to defi ne the require-
ments to be fulfi lled for reimbursement.

Conclusions

Having EMA, WHO and FDA guidelines 
in place is not enough. Local regulations and 
legal acts should address multiple areas, go-
ing beyond the regulatory approval process. 
Due to only regulatory guidelines being iden-
tifi ed, the TPPC task force’s opinion is that 
in Poland, a country which has HTA regulations 

in place, a detailed reimbursement process 
should be developed including the biosim-
ilar drugs’ presence. It should not be sole-
ly limited to the cost – eff ectiveness of the 
new technologies and the impact on payer’s 
budget but also the evaluation of the effi  ca-
cy and safety in comparison to the standard 
therapy used should be considered.
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