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Foreword

Mgr. et Mgr. Adam Vojtéch, MHA, Minister of Health

Health is one of the fundamental premises for a happy and creative life of every
person. Therefore, one of the issues that people pay the most attention to is what
healthcare in the CR - for us and our family members - shall look like. Healthcare
belongs among the most monitored public matters. The debate about how to
set up different parameters of the healthcare system practically never stops.

We all certainly wish for high-quality healthcare, enough personnel in health-
care facilities and healthcare evenly available around the entire Czech Republic.
At the same time, the system must be stable and sustainable in the long run in
terms of revenues and expenses.

The drug policy represents one of the key areas of healthcare. The state effec-
tively regulates healthcare in a way so that drugs would always be affordable
and available everywhere. The state also performs a thorough drug control to
make sure that the drugs used in healthcare are not only safe but also of high
quality. And it is this activity that day in, day out helps to improve our healthcare
and to provide the best possible services to patients.

In order to achieve good results, we must have full knowledge of the individu-
al important parameters of the healthcare system and used terms. This is why
I would like to recommend this glossary to everybody who wants to understand
one of the main pillars of our healthcare - the drug policy.

Mgr. Jakub Dvoracek, MHA, AIFP Executive Director

The Medicines Policy is a highly regulated environment and not always it is easy
to understand. One of the topical social topics tackles the issue of how to provide
the best possible treatment for all patients while the budgetary expenditure is
sustainable. Therefore, this brochure is dedicated to everybody who is interest-
ed in the healthcare system and is looking for relevant information. This manu-
al will certainly facilitate your understanding of matters concerning medicines.

The Association of Innovative Pharmaceutical Industry has long been striving
for the education of patients as well as the general public. Therefore, we sup-
port initiatives focused on improving healthcare and exchanging experience
among professionals. We believe that this Medicines Dictionary will be useful to
the general public.



Basic Terminology

Medicinal Product

The Act on Pharmaceuticals defines a medicinal
product as a substance or a combination of sub-
stances with curative or preventive character-
istics, which may be used to recover, modify or
affect the physiological functions by way of a phar-
macological, immunological or metabolic effect, or
to determine the diagnosis.

It does not matter whether we use the term me-
dicinal product, drug or medicine. They all mean
the same.

The medicinal product does not contain only the
active substance. In addition, it also contains ex-
cipients, bonding substances, colorants etc., which,
for instance, help to keep the tablet together in
order to ensure the active substance is released
at the right moment and at the right place, or to
make sure the color and taste are as least unpleas-
ant as possible for the patient. These substances
may have other functions but in principle they do
not influence the effect of the medicinal product.
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Original and Generic
Medicinal Products

Original Medicinal Product

An original medicinal product (sometimes also
called the “reference medicinal product”) means
the first medicine with a new active substance not
contained in any other medicinal preparation so
far, which has obtained marketing authorization.

The active substance as well as the manufac-
turing process (know-how), if relevant, is patent
protected. The original medicinal product that has
successfully received marketing authorization is
then granted a protection period, during which no
one is permitted to market copies of such a prod-
uct. It gives the manufacturer the opportunity to re-
cover the cost invested in the development through
selling the new marketed drug.
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D o O u kn o w that many years of research, development and testing preceded the mar-
y keting authorization of an original medicine? At the beginning there were

about 10,000 substances that were subject to a detailed study in order to check if they have any curative
potential at all. As the years of scientific research, analyzing and testing went by, many of them proved not
to be sufficiently effective, with too many severe adverse effects or otherwise not suitable to advance to the
human testing stage (so called clinical trial). Statistics say that out of 10,000 molecules, at the end just one
may be really successful to the point to pass all these tests necessary to be marketed as a new medicinal
product. All that after about 10 years of painstaking work by teams of scientists and doctors. Therefore, it
should not surprise us that the entire development, funded mostly by private companies, often costs more
than a billion or two billion dollars.



Generic Medicinal Product (Generic Drug)

The term generic drug is used to denote a legal
copy of the original medicinal product. Upon the
expiration of the protection period for which only
the original drug has been marketed, generic drugs
enter the market very fast. These drugs contain the
same active substance in the same dosage form
(e.g. tablets or injections). Generic drugs may con-
tain different excipients. The marketing of a generic
drug is not preceded by any complicated research.

Nevertheless, all medicinal products, including ge-
neric drugs, have to receive marketing authori-
zation from the respective medicines agency.
However, for generic drugs it is required to sub-
mit far less extensive documentation than for an
original medicinal product. In principle, the most
important is to prove that they have the same char-
acteristics as the original, thus the same effect, in-
cluding the speed of its onset and length of this
effect, etc.

original
medicinal
product

protection period generic drugs marketing
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Do ou kn ow that a generic me-
y dicinal product is
launched into the market at a price that is on ave-
rage by 20 to 40% lower than the price of the ori-
ginal product? Therefore, generic drugs produce
savings for patients as well as for health insu-
rance companies that contribute to the payments
for medicines to their insured.

Examples

The active substance, acetylsalicylic acid, is one
of the oldest substances in modern history used
in medicine. We all are well familiar with it. We use
it when we have a fever and pains, e.g. for flu. For
more than 100 years, a still popular original me-
dicinal product produced by a German pharma-
ceutical company containing this active substance
has been in the market. However, over time, hun-
dreds of generic copies have entered the market.
These copies are just as popular with patients in
the Czech Republic.

The same applies to the active substance called
ibuprofen, which was discovered more than
50 years ago and it is most frequently used to sup-
press pain. It also has an anti-inflammatory effect.
In addition to the original product, there is a good
deal of popular generic drugs.

Classification
of Products based on
a Dispensing Method

Medicines on Prescription

A medical prescription means either prescription
or request form. However, most of us are familiar
only with the prescription that we receive from our
doctor to take to the pharmacy. The prescription
is given to medicines that, in order to determine
the diagnosis or specifying the use, require a doc-
tor's supervision. There may be all sorts of reasons
for that. The most frequent and simple reason is to
allow the doctor, after the diagnosis has been de-
termined, to monitor whether the treatment pro-
cess is right, to see whether there are any adverse
or unexpected effects or to observe whether the
patient takes the medicine as required.

The decision about whether the medicine is avail-
able to patients only when prescribed by a doctor
is made by each country’s medicines agency (in
the Czech Repubilic, it is the State Institute for Drug
Control [Statni Ustav pro kontrolu léciv, SUKL]).
These medicines agencies primarily consider



scientific documentation and data about the safe-
ty and efficacy of the respective medicine.

If there are not sufficient safety data available, they
will always prefer the option with prescription in or-
der to be able to monitor the patient. Nevertheless,
if it is the patient who will pay for the medicinal
product, then it does not matter which doctor pre-
scribes the medicine. Any doctor, for instance also
a general practitioner, may prescribe the patient
any medicine requiring prescription. Thus, they
take the responsibility. However, it is a different sto-
ry if the medicine is partially paid for by the health
insurance company and the patient does not pay
the full price for the medicine. We will come back
to it in the following chapters.

Starting 1 January 2018, doctors must issue pre-
scriptions in electronic form only. It is the so-called
e-prescription. Only in some exceptional cases,
especially if there is no access to the centralized
e-prescription storage (e.g. the Internet is not work-
ing), a doctor may issue a classical “paper” prescrip-
tion. The year 2018 is a transitional year without
sanctions for issuing a paper prescription instead
of an electronic one. It is prohibited to issue e-pre-
scriptions for medicines containing narcotic or psy-
chotropic substances.

Once a doctor prescribes a medicine in a device
connected to the Internet, the central e-prescrip-
tion storage will send him an identification code
of the e-prescription. The doctor can send this
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identification code to the patient by e-mail or SMS,
through an application in his/her mobile phone or
tablet or hand it over on paper.

When dispensing the medicine, the pharmacist
will upload the identification code provided by the
patient and the central e-prescription storage will
give the pharmacist information about the medi-
cine, its strength and package size, the number of
prescribed packaging and dosage. The pharmacist
will inform the central e-prescription storage about
the dispensing of the medicine.

Shortly after the launch of e-prescriptions, other
functions related to e-prescriptions should be put
into operation, in particular the patient’'s medicine
record that will allow the treating doctor, the dis-
pensing pharmacist and the patient himself/her-
self to check the safety of treatment in particular
with respect to taking medicines that contain the
same active substance or adversely interact with
each other.

There is also a special regime with “restricted pre-
scription.” This type is intended for highly sensi-
tive cases when it is advisable that the medicine is
prescribed only by specialists who have experience
with the disease, for which the medicine holds mar-
keting authorization.

Medicines dispensed based on the restricted pre-
scription may pose an increased risk for the patient
if used incorrectly or abused. Therefore, the super-
vision of the respective specialist is required or the
medicine has to be administered by the respective
specialist in a hospital. Currently, there are several
medicines of this type. For instance, they include
the so-called abortion pill (several products with
this effect holding marketing authorization) and
medical cannabis.



Over-the-counter Medicines

If the medicine has been marketed for several years
and has met other conditions, it may be reclassi-
fied as available without prescription. It is always
necessary that the assessment by clinical practice
is positive in terms of the effect and primarily the
safety of this medicine. The medicine must hold
a marketing authorization for such diseases that
patients are able to diagnose themselves and that
do not have to be treated under a regular doc-
tor’'s supervision. As soon as the medicine is classi-
fied as over-the-counter, it is suitable for self-treat-
ment and the appropriate level of expert guidance
is guaranteed by a pharmacist. The patient should
also read the information given in the package leaf-
let inserted in every box. A consultation with a doc-
tor is thus not required. This category includes the
vast majority of medicines for non-serious diseas-
es, such as flu or cold.

Glossary

Rx (sometimes also “Rp”) - medicinal
product available solely on prescription.

OTC (“over-the-counter”) - medicine that
is available without prescription.

However, within this category there is a special re-
gime of ,,restricted medicinal products available
without prescription”. These include medicinal
products requiring consultation with a pharma-
cist upon dispensing of a limited amount at one
time. Products containing pseudoephedrine, such
as Modafen, Paralen Plus, etc. are a typical exam-
ple. Unfortunately, these products are abused by
drug addicts and thus the purchased amount is
limited to the amount sufficient to about a one-
week treatment.

Do ou kno w that SUKL runs the
y so-called Databa-
se of Pharmaceuticals, where you can find the most
current and complete information about medicinal
products? The database is accessible to the pub-
lic and contains information about all medicinal
products holding a marketing authorization in the
Czech Republic. The information is updated daily.



Before and After Entering

the Market

Clinical Trial

The research phase and positive results of tests
with animals or cell cultures is followed by testing
the active substance on patients. A clinical tri-
al follows a predefined approved plan of several
stages, from healthy individuals to ill patients for
whom the medicine is developed. The objective
of a clinical trial is to demonstrate the safety and
tolerability of the medicine and verify its curative
effects and behavior in human organisms. Its aim
is also to find out any adverse effects.

In phase I the active substance is tested on healthy
volunteers to determine whether it is safe for a hu-
man organism and the doses tolerated by the
organism. Low doses are administered at first.
Gradually they are increased to find the maximum
tolerable dose. No research on healthy volunteers
is done if administering the substance to a healthy
person is highly inappropriate (e.g. cytostatics).

Phase Il already tests the drug on patients. With
a small number of patients, the curative effects
are demonstrated and only if a good efficiency is
shown that prevails the risk of adverse effects, it is
possible to proceed with the next phase.

In phase Ill the drug efficacy and other data in
terms of dosing and safety are tested on hundreds
to thousands of patients. Based on the results of
this phase, an application for a marketing author-
ization is submitted.

Phase IV is conducted after the marketing author-
ization has been received. This phase focuses on
monitoring adverse effects of long-term use in pa-
tients and data about possible interactions with
other medicines.

Among others, the clinical trial results in defining
the use of this medicine (specific indication and
a patient population) and setting the most favora-
ble dosing for the patient with the minimum risk
of adverse effects.
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Proposals for clinical trials to be conducted in the
Czech Republic are independently of each other
reviewed by the State Institute for Drug Control
and an ethics committee. In order to initiate the
study, it is necessary to obtain the approval by the
State Institute for Drug Control as well as the ethics
committee. The review is primarily focused on as-
sessing the patient risk and benefit ratio, scientific
rationale for conducting the respective clinical trial
as well as study design in order to ensure it gen-
erates objective and quality data and information.
The ethics committees are predominantly focused
on ensuring the protection and safeguarding the
rights of enrolled patients or healthy volunteers
and they review the ethical aspects of conducting
the given study.

clinical trials
approved in 2015

—— mostly trying medicines for diseases

f§ oncological
§ cardiovascular

@ neurological

Do ou kﬂOW that the most fre-
y quently conducted
clinical trials in the Czech Republic include phase Ill
international (involving several countries) and mul-
ticenter (involving several hospitals) trials? In recent
years the clinical trials mostly focused on oncolo-
gical, cardiovascular and neurological diseases. In
2015, 382 clinical trials were approved in the Czech
Republic, and at the moment more than one thou-
sand clinical trials in various phases are being con-
ducted here. In 2015, pharmaceutical companies
paid more than 1.75 billion CZK for clinical trials.



Each clinical trial engages three important partici-
pants - a sponsor that is a company or institution
(most frequently a pharmaceutical company de-
veloping the product) and is responsible for initiat-
ing and managing as well as financing the trial, an
investigator who is a doctor responsible for con-
ducting the clinical trial and a trial subject who is
a person on whom the active substance is tested.

Either a healthy volunteer or a patient is the trial
subject. Healthy volunteers are used for pharma-
cokinetic studies (simply said to test what is hap-
pening with a medicine in a body), bioequivalence
studies with generic drugs and vaccine studies.
When a new medicine is tested, it is usually neces-
sary to conduct dozens of studies in hundreds of
patients (this rule, however, cannot be observed if
it concerns a disease with low incidence in the pop-
ulation; in such a case the medicine may receive
a marketing authorization based on data collected
from a lower number of patients.

Each patient and each healthy volunteer signs an
informed consent, confirming their willingness to
take part in the clinical trial after having been in-
formed about all aspects. The participation in a clin-
ical trial is not just an opportunity to use a newly
developed medicine that is not available otherwise
but also the necessity to accept responsibility and
duties related to the participation in a clinical tri-
al. The consent to take part in a clinical trial may
be withdrawn at any time. It is important to realize
that a clinical trial is conducted while the medicine
is being developed, which means there is a lack of
information about its effects. It is not unusual that
during the study it is determined that the treatment
benefit is below expectations and as a result the
clinical trial is stopped.

In most cases, clinical trials of new medicines
are conducted as randomized and double-blind.
Randomization means random assignment of tri-
al subjects to groups; either to a group receiving
the tested medicine, or to a control group. The
control group may receive either a placebo (inac-
tive substance modified to look like the same as
the medicine) or a medicine that is compared to
the tested medicine. This is done if a placebo ad-
ministration instead of the active substance could
harm the patient. The purpose of randomization is
to mitigate bias and to increase the validity of the
collected data. The procedure of double-blinding
is also used to collect objective data; neither the
study doctor, nor the trial subject, knows in which
group they were assigned to.

The doctors are motivated to take part in a clini-
cal trial as they have the opportunity to get a new
medicine for their patients free of charge and to
familiarize themselves with new treatment options
for the respective disease; the motivation in pa-
tients lies in the opportunity to be treated with the
most modern medicines several years before they
become a part of regular medical practice, often at
times when the existing medication does not offer
sufficient efficacy.

In 2015, a total of 6,812 new patients were
included in clinical trials. Overall, more than
26,000 patients participate in clinical trials.

It has been estimated that the patients par-
ticipating in clinical trials help to save up to
625 million CZK.
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Marketing Authorization

If the new medication successfully passes the phase
[l clinical trials, all the testing results may be sub-
mitted for a marketing authorization by the medi-
cines authority. The main objective of the market-
ing authorization is to minimize foreseeable risks
related to introducing the medicine into the market.
The quality, efficacy and safety of the medicine
are always reviewed, along with a positive ratio of
risks and benefits. Although the authorization and
post-authorization processes continuously develop
as a result of scientific progress, the rules for ap-
proving medicines are uniform across all European
countries. The authorization procedure may be im-
plemented in several different ways.

Centralized Authorization

The assessment is conducted by the European
Medicines Agency (EMA) and the authorization
granted by the European Commission is valid in
all EU Member States, Norway and Iceland. This
procedure is mandatory for biotechnology manu-
factured products, new active substances for AIDS,
diabetes, oncological, neurodegenerative, auto-
immune and viral disease indications and for rare
disease treatment products concerning only a very
limited number of patients.

Other types of authorization are processed by the
medicines authority of the respective country. In
the Czech Republic it is the State Institute for Drug
Control (SUKL).

Mutual Recognition Procedure (MRP)
Authorization

The mutual recognition procedure is designed for
the authorization of a medicine that has already re-
ceived the authorization in one member state. This
state is called the “reference state”. The reference
state prepares an assessment report that includes
information submitted post authorization. The au-
thorities in other member states where the med-
icine seeks authorization review the assessment
report and decide whether or not they recognize
the authorization.

Decentralized Procedure (DCP)
Authorization

The decentralized authorization is intended for
a medicine that has not received the authorization
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in any country and is supposed to receive author-
ization for several countries. The authorization
applicant chooses the “reference state” that will
prepare the assessment report with a positive or
negative authorization opinion and the other coun-
tries assess the report and decide whether or not
they agree with it.

National authorization is only possible for a med-
icine that has not received authorization in the EU.
It is valid for only one country (e.g. Czech Republic).
This type of authorization is applied less and less.

As already mentioned above, the requirements
for medicine authorization are the same across
all EU member states. The principal requirements
include evidence of the medicine nature, the indi-
vidual manufacturing steps, quality control meas-
ures imposed on the raw materials as well as final
product; it is necessary to prove that the medicine
meets stability testing criteria and that the manu-
facturing follows standards guaranteeing its quality
(i.e. good manufacturing practices). Nevertheless,
the requirements for presented data and author-
ization documentation differ, depending on the
type of medicine:

Original medicine authorization - to be approved
it is necessary to submit results of tests and clin-
ical trials conducted over several years, objective
of which was to collect enough information about
the use of the medicine in order to assess the risk /
benefit ratio.

Generic medicine authorization - to be approved
it is not required to submit results of pharma-
cological and toxicological tests or clinical stud-
ies. Instead evidence is required proving that the

original
medicinal
product T

generic drug° @

clinical trials
results

prooving that
the drug is a copy
of the original



generic medicine is a “copy” of the original; a so-
called bioequivalence study demonstrates that the
same amount of the active substance gets into the
blood circulation as for the original medicine and
that excretion from the body is also similar, which
proves that the respective medicine affects the
body in the same way as the original.

In addition to the most common types of author-
ization, there are authorization procedures for
traditional herbal preparations, homeopathic
remedies and long-term used medicines with
well-established curative uses with specific re-
quirements modified for these categories.

Biologics

Biologics are the most modern and the fast-
est developing group of medicines. Contrary
to classic medicines made based on a chem-
ical synthesis, biologics are made from living
organisms (cells), into which specific genetic
information stored in DNA is inserted. The
natural processes in the host cell create diver-
sity thanks to the spatial shape of molecules.
The structure of biologics cannot be exactly
defined. They are big molecules of protein or
polypeptides that are further modified during

the extraction, purification, drug form creation
and storing of biologics.

After the patent protection of original biolog-
ics expires, it is possible to market legal cop-
ies of these medicines, so-called biosimilars.
Biosimilars are biological medicinal products
that are only similar to original biologics. They
can never be totally identical since the biolog-
ical origin and the production method are al-
ways unique.

The authorization process also defines the dis-
pensing regime (whether the medicine requires
a prescription or whether it may be sold as OTC)
and generates documents providing the pub-
lic with information about the medicinal prod-
uct. The Summary of Product Characteristics
(SPQ) is intended for professionals (doctors and

Biosimilars should not be referred to as bio-
generics; they are naturally diverse because
they are a product of living organisms and
therefore, it is impossible to exactly define
their structure.

Because of their effect on the immune system,
they cannot be replaced with an original bio-
logic without a doctor’s evaluation and with-
out medical reasons for such replacement.
Contrary to classic generics, the efficacy and
safety of biosimilars must be documented by
pre-clinical and clinical trials comparing bio-
similars with original biologics and assessed
in authorization proceedings.

The main advantage of biologics is their abil-
ity to target a specific place in the body (e.g.
a cancer cell). Thanks to this, it is possible to
target treatment, to achieve better therapeu-
tic effects and to reduce the probability of side
effects. In comparison to classic treatment, bi-
ological treatment is more expensive because
the development of biologics is costly.

pharmacists). SPC is a rather extensive document
that includes all essential information related to
the use of the medicine, its dosing, indications, in-
teractions, adverse effects, pharmacological and
pharmacokinetic characteristics as well as the
information about the marketing authorization
holder. Patients are provided with the so-called
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patient information leaflet (PIL), which clearly
gives information about the medicine important
for the patient. The patient information leaflet is
inserted in every medicine package and patients
are advised to read it carefully prior to the first use
of the medicine (and once again, if needed).

Upon completion of the authorization process, an
authorization decision is issued, based on which
the holder (usually manufacturer) may launch the
respective medicine into the market. The med-
icine is continuously monitored and the so called
post-authorization monitoring observes the ad-
verse effects, interactions, clarifies the storage con-
ditions, adds new indications, etc., in order to fulfil
the primary purpose, i.e. that the medicines legal-
ly available in the Czech Republic have adequate
quality, efficacy and safety.

The authorized medicine may thus be freely mar-
keted but with the subsequent procedures patients
would have to pay themselves for the medicinal
products on prescription as well as for OTCs. With
some medicines that cost a few tens or hundreds
of crowns, it would not be a problem. However, for

the vast majority this would be a real problem. Not
only with medicines that cost thousands of crowns
or more but even easily with medicines for sever-
al hundreds if they are used for chronic diseases
and it is expected that the patient will have to use
them for many months or years.

If that is the case, there is a possibility that the pa-
tient may be reimbursed for the medicine by the
health insurance company. Nevertheless, it is not
at all easy to arrange it. Not every medicine may
be covered by health insurance, not every patient
qualifies for the reimbursement and not all doc-
tors may prescribe such a medicine. But look at it
one by one...
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Which medicines may receive

a contribution

oy a health

Insurance company?

The laws stipulate that the medicinal products
that do not require a prescription (the OTCs),
may not be paid for from public health insur-
ance. There are only a few exceptions. Therefore,
patients do not receive any contribution for OTCs
from health insurance companies - the patients
themselves have to pay for them. Such medicines
may be launched into the market immediately af-
ter their authorization. The price is independently
set by the manufacturer. Likewise, distributors and
pharmacies selling these medicines may charge
any commercial mark-up. The price is only sub-
ject to market competition.

The medicines requiring a prescription are not
automatically paid by the insurance companies.
Even in this category there are cases where the
law does not permit the health insurance to pay
for these.

The reason is that the health insurance may
not be used to pay, for instance, for support-
ive and supplementary medicinal products. The
law, however, imposes a number of restrictions.
Pursuant to the law, health insurance companies
do not contribute, for instance, to contraception,
potency enhancers, and others.

If the medicinal product is not classified in a cate-
gory excluding health insurance reimbursement,
the manufacturer may file an application for its
partial or full reimbursement. It is the SUKL that
initiates administration proceedings to make the
decision about the amount of reimbursement and
its conditions.
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Price and Reimbursement

Regulation

Formally, it is currently fully up to the manufac-
turer whether they decide to apply for their medi-
cine to be fully or partially reimbursed from pub-
lic health insurance. The manufacturer of the
medicine does not have to apply for reimburse-
ment, even if the medicine would otherwise qualify
for reimbursement as per the law. They can mar-
ket the medicine right after having received the
authorization. However, patients would then pay
the full price at the pharmacy. The final price would
thus have to cover not only the price for which the
manufacturer supplied the medicine into the mar-
ket, but also commercial mark-ups of distributors
and pharmacies. In addition, neither of these price
components would be regulated. The price would
be established freely.

In reality, the manufacturers are motivated to ap-
ply for the reimbursement of their medicine. Why?
Because they would not be competitive otherwise.
The medicines without any alternative (generic cop-
ies) would not be at risk of being replaced with oth-
er medicines by the patients, but its price would
most probably be so high that they would not be
able to afford them. To generate higher sales, the
manufacturer tries to have the patient pay as less
as possible and to transfer most of the price to the
health insurance company. The situation of med-
icines with an alternative is even more striking. If
their competitors have contracted a reimburse-
ment from the health insurance, it is essential to
make sure the new medicine is also covered by
the health insurance, otherwise the patients would
logically ask for the medicine that is reimbursed.

Therefore, there are many reasons why the man-
ufacturer must submit the application for reim-
bursement of their medicine from public health in-
surance. However, there is another condition to be
taken into account. If the medicine is supposed to
be fully or partially covered from public health in-
surance, the law requires that the medicine should
be subject to price regulation - at all levels - man-
ufacturer, distributors and pharmacies. It means
that no entity in the supply chain may set their
own price; the price is subject to some restrictions.
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Regulations and processes governing the price pol-
icy at all levels of the distribution channel (from
manufacturers to distributors and pharmacies) are
called the price regulation. Regulations and pro-
cesses governing the reimbursement policy based
on public health insurance, including the amounts
to be reimbursed and the applicable conditions,
under which the medicine will be reimbursed, are
called the reimbursement regulation. Price and
reimbursement regulations are partially blended.
Both types of regulation are regulated by a joint
act, they use similar mechanisms and are imple-
mented through a similar administrative process.
Nevertheless, their particulars are independent
as they consequently apply to different regulat-
ed entities.

Logically, the price regulation applies to suppliers
of medicines and regulates the procedure of limit-
ing the prices, for which the medicine will be sold.
On the other hand, the reimbursement regulation
is far more complex. It does not apply to suppliers
of medicines but it establishes a statutory right of
the patient to receive reimbursed medicine if it
complies with the reimbursement conditions. At
the same time, its mechanisms affect a number of
relationships, not only between the patient and his/
her health insurance company, but also between
the health insurance company and the prescrib-
ing doctor or healthcare provider, or between the
health insurance company and the manufacturer
of the medicine or dispensing pharmacy.



Price Regulation

The price regulation of medicines applies inde-
pendently to two groups of entities - manufactur-
ers, and distributors and pharmacies. Therefore,
we talk about two components of this regulation -
price regulation imposed on the manufacturer
and price regulation imposed on distributors
and pharmacies (i.e. regulation of commercial
markup). Both components are based on a slight-
ly different principle but they are linked.

Manufacturer’s Price

The manufacturer’s price is regulated in the form
of a maximum price, which is done by SUKL in an
administrative proceeding, or in the form of noti-
fying a maximum price, which is set by the manu-
facturer. Such a price is subsequently notified to
SUKL. Thus, there are two methods of regulation.
The decision which one to use is up the Ministry of
Health that issues a decision on price.

Prices in the Czech Republic are not fixed, there
are merely limit prices, i.e. they set a limit for the
manufacturer of the medicinal product. This ap-
plies both to the maximum price as well as to the
notified price. The price may not be exceeded but
itis possible to supply the medicinal product to the
market for a lower price.

The notified price by default regulates such medic-
inal products that are exposed to sufficient com-
petition within the respective group of medicinal
products. A typical example is the situation when
generic medicines enter the market after the pro-
tection period for the original medicine has expired.
When several medicines in the same group are
established on the market, it is assumed that the
market is sufficiently regulated by the competition.
Therefore, the Ministry of Health reclassifies such
groups of medicines to be subject to a less strict
form of price regulation. Sometimes this process
is called price deregulation.

manufacturer

0 - [0

distributor

Glossary

Price (also called final price or price for end
customer) - value of a medicinal product,
consisting of a price requested by the man-
ufacturer, which is the price for marketing
the product, and a fee (mark-up) for the dis-
tributor and pharmacy.

Reimbursement - a portion of the price
(or even full price) of the medicinal product,
which is covered by the health insurance
company from the principal fund of public
health insurance.

Supplementary payment - difference be-
tween the price and reimbursement for

the medicine, which is paid by the patient
at the time the medicine is dispensed; if
the health insurance company covers the
full price of the medicine (reimbursement
equals the price), then there is no supple-
mentary payment.

Manufacturer’'s price (sometimes also
called ex-factory price) - the price set by
the pharmaceutical company marketing the
product.

Commercial mark-up - price set by the
distributor that delivers the medicine from
the manufacturer to the pharmacy, and the
price set by the pharmacy that dispenses
the medicine to the patient.

that approximate-
Do you know ;.o
bursed medicines in the Czech Republic are regula-
ted only through the notified price method?

pharmacy
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Manufacturer’'s maximum price

The manufacturer's maximum price is set by SUKL
in administrative proceedings pursuant to the Act
on Public Health Insurance. The price of a medic-
inal product is usually set based on the prices of
the respective medicinal product in the countries
of the so-called reference basket. The reference
basket, including the countries where SUKL col-
lects the prices of the assessed medicine, is enu-
merated by law. The reference basket includes
all EU countries, except Bulgaria, Czech Repubilic,
Estonia, Luxembourg, Germany, Austria, Romania,
Cyprus and Malta. Out of 28 EU countries, ten are
excluded. There are several reasons for excluding
these countries. As far as the Czech Republic is con-
cerned, it is logical since the maximum Czech price
may not be set based on a Czech price; SUKL would
run in a circle. As far as the rest of the countries
are concerned, most of the time they are excluded
since they do not apply a price regulation, or the
price sources (database of pharmaceuticals in the
respective country) are not public or the market of
the respective country is in principle incomparable
to the Czech market.

The maximum price is set as an average of the
three lowest prices of the respective medicine
in the countries included in the reference bas-
ket. It means that SUKL will look for the price of an
assessed medicine in all 18 countries of the refer-
ence basket where the medicine is marketed. Then
they will pick the three lowest prices, calculate their
average and this number will be used to set the
maximum price after launching this medicine into
the Czech market.

If the medicine is not available even in three coun-
tries of the reference basket, its price may be set
upon a contract between the manufacturer and
the health insurance company. Such a contract
is by law called an agreement on the highest
price (AHP).

If an agreement with the health insurance compa-
nies is not reached, then there is a last option how
to set the maximum price - based on the price of
the therapeutically closest comparable prod-
uct. This option does not set the maximum price
based on the price of the same medicinal product
(as when using the countries in the reference bas-
ket) but it searches for another medicine that would
be therapeutically the closest. Therapeutically the
closest medicine is logically the one containing
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Glossary

Maximum manufacturer’s price - regu-
lation imposed on the manufacturer in the
form of setting the maximum price that the
manufacturer may not exceed when mar-
keting the medicine to the market; it is set
in administrative proceedings, is calculat-
ed based on a mechanism specifically de-
scribed by law and the final decision is made
by SUKL.

Notified manufacturer’s price - self-regu-
lation of the manufacturer that may set the
price independently based on the market
environment; this price is then notified to
SUKL. Subsequently, the manufacturer may
not market the medicine for a price higher
than the notified price. The manufacturer
may increase the price but first it needs to
be notified to SUKL and this may be done
only once per calendar quarter.
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the same active substance, with the same dosage
form (tablet, capsule or solution for injection, etc.),
strength (amount of active substance in one tablet
or one capsule) and size of packaging (number of
tablets or other units of the dosage form).

Primarily, the price is set based on the lowest price
of the therapeutically closest comparable product
in the Czech Republic. If there is no such product
in the Czech Republic, then based on the lowest
price of the therapeutically closest product in the
reference basket countries.



If no medicine complying with all qualitative cri-
teria is found, the individual criteria are dropped.
Therefore, it is not necessary to look for a prod-
uct with the same packaging size as well as for the
product of the same strength; if such a product is
not found, a different dosage form would be ac-
ceptable as well; in the end even a different, as sim-
ilar as possible active substance (classified within
the same anatomic therapeutic chemical category)
would be acceptable.

The procedure for medicinal products that are sim-
ilar is simpler and shorter. A similar medicinal
product is e.g. a generic or biosimilar. If a gener-
ic drug wants to be included in the public health
insurance system and does not request the maxi-
mum price or higher reimbursement and broader
reimbursement conditions than the original drug,
its maximum price and reimbursement will be set
within 30 days.

This is to facilitate the inclusion of competitive me-
dicinal products in the reimbursement system since
it is competition that helps to reduce prices and
reimbursements and, as a result, health insur-
ance and patients save money. This is why, the
law stipulates that the maximum price and reim-
bursement of the first similar medicinal product
in the reference group is reduced, as compared to
the already covered original medicinal product, by
40% in case of a generic drug and by 30% in case
of a biosimilar.

Applicable legislation - Act No. 48/1997

Coll., on public health insurance, as
amended.

Maximum commercial mark-up

We already know how the maximum manufactur-
er's price is set. However, this is not the price for
which the medicine is available in the pharmacy,
or the price paid by the health insurance compa-
ny (or price to be split between the patient and
the health insurance company). The commercial
mark-up still needs to be added to the manufac-
turer’s price. The commercial mark-up size is also
regulated in the form of maximum price that may
be added to the manufacturer's price. It is called
a maximum commercial mark-up. The commer-
cial mark-up is to cover the cost of business and is
the same for all entities participating in the sale
of medicinal products, i.e. distributors and phar-
macies. The distributor must inform the pharmacy
about which part of the joint commercial mark-up
has already been used, and the pharmacy may not
exceed the maximum commercial mark-up when
setting the retail price for patients.

The maximum commercial mark-up is set in the
price regulation issued by the Ministry of Health.
The price regulation sets not only the commercial
mark-up, expressed as a percentage of the man-
ufacturer’s price, but also its calculation method.

Glossary

Price regulation by the Ministry of Health
- a legal regulation issued by the Ministry of
Health that contains, for instance, the defini-
tion of the price regulation basic terms, the
method of regulation using maximum price
or material price regulation, and the setting
of maximum commercial markup.

Price decision - a legal regulation issued by
the Ministry of Health that contains a list of
active substances, which in a specified dos-
age form are subject to the regulation only
through the notified price.

AHP - agreement on the highest price be-
tween the health insurance company and
manufacturer of the medicinal product con-
cluded in public interest; the manufactur-
er may not exceed the agreed price when
supplying the product to the Czech market.
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If the maximum manufacturer’s price is CZK 500,
but the manufacturer markets the medicine for CZK
400, the percentage of the maximum commercial
mark-up is not calculated on CZK 500 but on the
actually charged CZK 400. The commercial mark-
ups of the individual distributors are added up plus
the pharmacy’s mark-up is added as well. The total
amount charged by the distribution chain and the
pharmacy together may not exceed the maximum
commercial mark-up.

The percentage rate of the maximum commercial
mark-up is based on the degressive principle, i.e.,
as the manufacturer’s price increases, the maxi-
mum permitted commercial mark-up to be split
up between the distributors and the pharmacy
decreases. The amount obtained based on the
percentage rate is to be increased by the so called
extra payment, i.e. by a maximum fixed amount
corresponding to the range as per the base amount
(see table below).

The amount of maximum commercial mark-up is currently as follows.

Range Base from (CZK) Base to (CZK) Rate Extra payment (CZK)
1 0,00 150,00 37 % 0,00
2 150,01 300,00 33 % 6,00
3 300,01 500,00 24 % 33,00
4 500,01 1 000,00 20 % 53,00
5 1 000,01 2 500,00 17 % 83,00
6 2 500,01 5 000,00 14 % 158,00
7 5 000,01 10 000,00 6 % 558,00
8 10 000,01 9 999 999,00 4% 758,00

The table shows that if the manufacturer markets
the medicine for the actual (not maximum) price
of CZK 100 (excl. VAT), then distributors with the
pharmacy may add a maximum of CZK 37 (excl.
VAT) (37% out of CZK 100). VAT is added to the re-
sult (VAT imposed on medicines is currently at 10%)
and the resulting price charged by the pharmacy
thus may not exceed CZK 150.70.

However, nobody except for the distribution chain
knows the actual price, at which the manufacturers
market the medicine. Only the manufacturer's max-
imum price or notified price is known; and we are
able to add the maximum commercial mark-up to
it. This gives each patient the opportunity to check
what the theoretical maximum final price in the
pharmacy would be, if consisted of the maximum
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manufacturer’s price and maximum commercial
mark-up and VAT.

It is mandatory for SUKL to publish the maximum
prices and notified prices on their website. Each
patient can check whether the price of the medic-
inal product in the pharmacy corresponded to the
maximum price set for the end customer that is
to be calculated as a sum of the maximum manu-
facturer’s price (or notified price), maximum com-
mercial mark-up and VAT. If the actual price of the
medicinal product exceeds the price calculated in
this manner, it does not automatically mean that
the manufacturer, or distributor and/ or pharma-
cy breached the law. A situation called a clearance
sale should be taken into account.



If the maximum manufacturer’s price is reduced af-
ter the medicine has been marketed (SUKL adopts
a new decision reducing the maximum price), then
it is not necessary to respond immediately and
reprice the product. The act on prices establishes
the option to clear the remaining product for the
original price within a maximum of 3 months since
the maximum price was reduced. Therefore, the
publicly available database will show a new lower
maximum price but for three months it is possible
for the market to sell the already purchased medi-
cine for the original higher price.

Glossary

List of reimbursed medicinal products
and foods for special medicinal purpos-
es (MP/FSMP) - a list published by SUKL,
stipulating, among others, the maximum
manufacturer’s price, maximum final price

of the medicine, amount of reimbursement
for the medicine covered by public health
insurance and the amount of supplementa-
ry payment for the medicine that is includ-
ed in the patient's supplementary payment
protection limit.

usual daily dose

of active
substance

basic
reimbursement

CZK 5

(@

10 mg of
active substance

@ reimbursement

20 mg of
active substance

5 mg of
active substance

@ reimbursement @ reimbursement

Reimbursement
Regulation

Once again, it is SUKL that makes the decision
in the administrative proceedings. When it comes
to innovative medicines these are very complicat-
ed and long administrative proceedings, covering
a complex assessment of the medicine in terms of
its future status in clinical practice, its efficacy and
safety compared to other already reimbursed med-
icines, its degree of benefit generated and other
qualitative and quantitative parameters.

The reimbursement for the medicinal product
is set based on the so called basic reimburse-
ment for the reference group. The reference
group means a group of principally therapeutically

interchangeable medicinal products with similar or
close efficacy and safety and similar clinical use.
The list of reference groups is stipulated in the
Decree on the List of Reference Groups, published
by the Ministry of Health.

The reimbursement for the reference group is set
at the level of basic reimbursement. Basic reim-
bursement is a reimbursement for one usual dai-
ly therapeutic dose. The reimbursement regu-
lation in the Czech Republic lies on the principle
of the same reimbursement for the same effect,
which means if several active substances are ther-
apeutically interchangeable, the reimbursement
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should be set based on the usual daily therapeu-
tic dose level, at which they would have the same
effect. In terms of the public health insurance re-
source it should not matter which specific active
substance is given to the patient; the reimburse-
ment for the same effect should be the same. In
addition to mutual therapeutic interchangeability
of the respective active substances, the administra-
tive proceedings ascertain the dose, at which the
respective active substances have the same effect
in a day of therapy.

The basic reimbursement for one day of therapy is
determined based on the so called external price
reference, thus based on the prices of medicinal
products in any EU country. The basic reimburse-
ment is set as per the lowest manufacturer’s price
for a usual daily therapeutic dose.

The State Institute for Drug Control sets the basic
reimbursement based on the daily cost for com-
parably effective and cost-effective therapy, if
lower than the reimbursement calculated using
the external price reference.

Furthermore, the law allows to set the basic re-
imbursement using the price stipulated in the
agreement on the highest price or the agree-
ment on reimbursement, if lower than the basic

manufacturer °
maximum price |

..

manufacturer

Without discount

all used the maximum price

health insurance reimbursement

Pharmacy discount

pharmacy didn’t use the maximum
possible mark-up

health insurance reimbursement

Manufacturer
discount

manufacturer didn't use
the maximum price

manufacturer

manufacturer

distributor pharmacy

Glossary

Reference group - a group of principally
therapeutically interchangeable medicinal
products with similar or close efficacy and
safety and similar clinical use.

Basic reimbursement - a reimbursement
identical across the whole reference group
for a usual daily therapeutic dose.

Usual daily therapeutic dose (UDTD) -
amount of the active substance per day
for a regular patient; it is used to compare
the efficacy for the same indication within
a group of medicinal products.

reimbursement calculated using the external price
reference or cost of comparably effective therapy.

The basic reimbursement is used to calculate the
reimbursement of the individual medicinal prod-
ucts, using coefficients stipulated in the implement-
ing decree to the Act on Public Health Insurance.

maximum " " maximum
commercial | | end price
mark-up in pharmacy

[0 N .
o [

distributor pharmacy

VAT

payment I

discount |

distributor pharmacy

payment

discount

. CZKO

>  payment
on patient’s side
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22



The State Institute for Drug Control may stipulate
conditions applicable to the reimbursement of me-
dicinal products, if required in terms of expert as-
pects or safety aspects related to the treatment, or
if necessary to guarantee efficient and economical
utilization of medicinal products.

There are two main types of reimbursement con-
ditions, prescription and indication restrictions.
The prescription restriction defines which doctor
with specialized competence may prescribe the
medicinal product to be reimbursed using public
health insurance resources. The reimbursement
decision may stipulate that the medicinal product
can only be prescribed by a specified doctor or an-
other doctor authorized to prescribe the medicinal
product by the specified doctor.

Simultaneously, the State Institute for Drug Control
may specify the indication restriction, i.e. define
the group of patients or conditions, for which the
medicinal product will be reimbursed from pub-
lic health insurance funds. The indication and pre-
scription restrictions applicable to the respective
medicinal products are set forth in the List of re-
imbursed medicinal products/foods for spe-
cial medicinal purposes or in auxiliary code-
books published on the State Institute for Drug
Control website.

As part of each proceedings aimed to set or change
the basic reimbursement in a group of principally
therapeutically interchangeable medicinal prod-
ucts, the State Institute for Drug Control must
examine whether a full reimbursement (i.e. no
supplementary payment by a patient needed) is
guaranteed for at least one medicinal product
across the group of products falling under the ac-
tive substance category stipulated in Appendix 2
to the Act on Public Health Insurance. Appendix
2 to the Act on Public Health Insurance currently
includes 195 groups of active substances. These
are the groups, in which the law requires to have
a fully reimbursed medicinal product.

Not all groups of medicinal products are included
in any of the groups listed in Appendix 2. Therefore,
the publicly proclaimed opinion that each reference
group must include at least one fully reimbursed
product is not true. Therefore, the State Institute
for Drug Control must first establish whether the
given reference group is included in a group in
Appendix 2. If not, the Institute is not obliged to

guarantee full reimbursement of the medicinal
product in the discussed group. If the reference
group falls under an Appendix 2 group, the State
Institute for Drug Control must examine wheth-
er a full reimbursement of at least one medicinal
product is guaranteed.

If a full reimbursement is guaranteed, there is no
need to adjust the calculated basic reimbursement.
If a full reimbursement for at least one medicinal
product in the Appendix 2 group is not guaranteed,
the State Institute for Drug Control is obliged to ad-
just the basic reimbursement so that the least ex-
pensive medicinal product is fully reimbursed for.
In such a case, the basic reimbursement is then set
based on the price of such a medicinal product in
the Czech Repubilic.

Glossary

Appendix 2 - an appendix to the Act on
Public Health Insurance stipulating the
groups of medicinal products with at least
one medicinal product to be fully reim-
bursed for.

Full reimbursement of medicinal product
- obligation to guarantee a fully reimbursed
medicinal product in the group of medicinal
products falling under the Appendix 2; this
obligation does not apply to every group of
therapeutically interchangeable medicinal
products (reference group).
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Supplementary Payment

The difference between the price for the medici-
nal product and the reimbursement from public
health insurance is paid by the patient in the form
of a supplementary payment. Considering the
fact that the price for the medicinal product is not
fixed, the supplementary payment may differ from
pharmacy to pharmacy.

The Act on Public Health Insurance protects patients
from high supplementary payments with the so
called supplementary payment protection limit.
The supplementary payment for a medicine in the
amount of the lowest supplementary payment for
a medicine containing the same active substance
with the same method of administration as the dis-
pensed medicinal product is added up under the
protection limit. Therefore, if there is at least one
medicinal product containing the same active sub-
stance with the same method of administration as
the dispensed medicinal product fully reimbursed
by the health insurance company, the eligible sup-
plementary payment to be included to the protec-
tion limit is CZK 0, regardless of the actual supple-
mentary payment paid by the patient.

There is an exception to this - if the prescribing doc-
tor notes on the prescription that the prescribed
product may not be substituted. In such a case, the
actual supplementary payment in the full amount is
added to the protection limit. The amount of the el-
igible supplementary payment for each reimbursed
medicinal product may be found in the List of re-
imbursed medicinal products/foods for special
medicinal purposes. The supplementary payments
for medicinal products containing active substanc-
es for supportive and supplementary treatment are
not eligible to be included in the protection limit;
except for patients older than 65. The list of ac-
tive substances used in supportive and supple-
mentary treatment is set forth in the Decree

Glossary

Eligible supplementary payment - a sup-
plementary payment that can be included
in the protection limit as the lowest supple-

mentary payment against a medicinal prod-
uct containing the same active substance
and administered the say way and the dis-
pensed medicinal product.
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issued by the Ministry of Health of the Czech
Republic. The protection limit is CZK 5,000 per
year. Starting 1 January 2018, the protection lim-
it for individuals under 18 and over 65 years of
age was reduced to CZK 1,000 and for individu-
als over 70 years of age to CZK 500.

It is not necessary to personally monitor whether
the protection limit for supplementary payments
for medicinal products has been exceeded; this is
done by the health insurance companies as per the
law. The health insurance company is obliged to
refund the amount over the limit to their insured
within 60 days of the end of the quarter in which
the limit was exceeded.

Supplementary
payment amount

CZKO CZK 150

" same effect a

included
in the limit
CZKO

w7

included
in the limit
CZK 150

annual limit

t

CZK 5000 CZK 1000



Highly Innovative
Medicinal Products

Highly innovative medicinal products are such me-
dicinal products that are used to treat serious
diseases and are considerably more effective
as compared to current treatment or consider-
ably reduce the death rate or have significant-
ly less serious side effects, due to which patients
had to interrupt their treatment. Highly innovative
medicinal products are also medicines that have
no alternative covered by health insurance.

These innovative medicinal products, about which
we do not have yet enough data to go through the
standard process of setting reimbursement from
health insurance, can obtained so-called temporary
reimbursement (for three years at the maximum).
This should provide enough time to gather more
information about their effectiveness so that they
could receive permanent reimbursement.

Innovative medicinal products often save, prolong
or improve the patient’s life. Treatment with inno-
vative medicinal products is very expensive and is
provided only in specialized health care centers that
have a contract for such treatment with a health
insurance company.

In 2016, health insurance’s cost of these medicinal
products provided in health care centers amounted
to CZK 15.18 billion. The number of patients treat-
ed with innovative medicinal products went up by
almost 50% between 2010 and 2015. However,
funds spent on this treatment cannot be deemed
as consumption only. It is also an investment be-
cause such treatment helps not only to prolong life
but also to prevent or postpone disability, which
means that patients can keep working (if treatment
is provided on time, patients remain active while
before they became disabled; the survival time has
been prolonged for decades).

Exceptional
Health Insurance
Reimbursement Method

In special situations when patients as a result
of their medical condition may not be treated
with medicines reimbursed from the health in-
surance, an exceptional reimbursement method
applies as per Section 16 (of the Act on Public
Health Insurance). It means that if all options
of reimbursed treatment of the specific patient
has been exhausted, and the non-reimbursed
medicine is the only treatment option, the ex-
amining doctor engaged by the health insurance
company may approve that the insurance com-
pany will pay for such a medicine.

It is a rather complex process in terms of ad-
ministration; the treating physician needs to sub-
mit a request, specify the treatment the patient
has already received and give reasons why the
requested medicine is the only treatment option
for this patient. Most often it concerns medicines
that are new and the reimbursement from the
health insurance has not been set yet, or med-
icines that are to be used to treat a condition
that is not included in the marketing authori-
zation, but at the same time there is a scien-
tific rationale for this medicine to be used for
the specific patient in a situation when another
therapy is not effective or may not be given to
the patient for medical reasons. In some cases,
this applies to a situation when the medicine is
covered by the health insurance only for a cer-
tain period of time, but the specific patient could
benefit from an extended treatment. However,
this must be approved by an examining doc-
tor. The insurance company examining doctor
thus always has to assess the justification of
the request to see whether it is really a situa-
tion with no alternative treatment option; then
they can approve the request. If the application
is rejected, they need to provide the reasons
for such rejection.

The reason for approving such an application
for reimbursement must always be, as men-
tioned above, the patient's medical condition.
Other reasons, such as the patient's financial
situation, their requirement or rejection of treat-
ment, may not be addressed using public health
insurance funds.
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Reimbursement Notice

The so-called Reimbursement Notice, which stip-
ulates the principles of regulation of all health
care segments on a yearly basis, is an impor-
tant part of the public health insurance system.
The notice sets the rules for calculating differ-
ent limits of reimbursement from health insur-
ance for each specialization, e.g. general practi-
tioners, ambulance specialists, dentists, hospital
care and laboratories.

The notice specifies how the limits for medic-
inal products prescribed by individual doctors
or provided as part of health care are calculat-
ed. It also specifies the limit costs of each di-
agnostic group of medicinal products provided
in specialized health care centers.

If a doctor, hospital or specialized health care
center exceeds the limit specified in the no-
tice, the health insurance company will not re-
imburse such care or will reimburse it in part
only. However, if the health care facility and the
health insurance company agree on the rules of
health care reimbursement and sign a contract,
such a contract will have priority over the rules
of the Reimbursement Notice so that a specific
situation, to which the rules in the notice do not
apply, could be evaluated on a one-by-one basis.
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Availability of Medicines

for Patients

Although more than 56 thousand codes (packaging
types) of medicines have received market authori-
zation in the Czech Republic, in reality less than 15%
of this total number is actually marketed. Perhaps
each of us has faced the situation when the medi-
cine requested in the pharmacy was not available.
If this applies to a medicine, to which generic drugs
(copies with the same active substance) exist, its
unavailability is usually not a big problem since the
patient may be given the generic drug; they will
“only” have to get used to a different name and ap-
pearance of the medicine used. Nevertheless, the
situation is quite different if it concerns a medicine,
to which there is no generic drug. The patient has
to go back to his/her doctor to find another alter-
native - a medicine with another active substance -
which may but may not agree with the patient just
like the original medicine.

There is a number of reasons for medicine una-
vailability in Czech pharmacies. The most com-
mon include problems with the manufacturing of
the medicine, which most of the time only results
in a temporary deficit in supplies. An appropriate
solution is based on the duration of such deficit,
seriousness of the disease treated with this med-
icine and a number of patients who really need it.

Legal regulations governing pharmaceuticals stip-
ulate that only authorized medicines with verified
safety and efficacy may be used to provide medical
care in the Czech Republic. Simultaneously, these
regulations introduce certain instruments for situ-
ations when the authorized medicine is not avail-
able and may not be substituted with another au-
thorized medicine.

If a short-term unavailability is expected or if it ap-
plies to a medicine for only a small number of pa-
tients, the solution may be to individually import
an unauthorized medicine from abroad. Such med-
icine is then prescribed by the treating physician
and the prescription says “Unauthorized medicinal
product”. The imported medicine must be author-
ized in another country - usually itisimported from

any of the neighboring countries (e.g. Germany,
Slovakia). The problem may arise if such a medicine
is not covered by the health insurance company in
the Czech Republic - either the patient needs to pay
forit oritis possible to apply for the special reim-
bursement if the conditions of Section 16 are met
(see chapter Exceptional Reimbursement Method).

If the medicine is unavailable for a long period of
time, the Ministry of Health announces, in joint ef-
fort with SUKL, a call to submit applications for the
so called Specific Treatment Program (STP). Based
onthe program, the applicant, most commonly the
manufacturer or distributor of the medicinal prod-
ucts, may supply the unauthorized medicinal prod-
uct to the Czech Republic (until the authorized one
is available again). Such medicine is dispensed by
a pharmacy with “Specific Treatment Program” writ-
ten on the box. A reimbursement from the health
insurance may be set as well.

In recent years we have been increasingly faced
with a situation when, despite the manufacturer not
having any problems with production (medicines
are produced and delivered to the Czech Repubilic),
these medicines are not available in pharmacies.
It is caused by “re-exports”, which means that the
medicine was imported to the Czech Republic and
exported back abroad.
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Re-exports

Re-exports concern such medicines, the Czech
price of which is lower than the price abroad. If
the re-exporter purchases medicines for a lower
(officially set) price and is able to sell it for a rea-
sonably higher price, the difference between the
prices after deducting the cost related to export is
the re-exporter’s profit.

The method of setting the maximum price is de-
scribed in the respective chapter, including reasons
why it is in the Czech Republic’s interest to set this
price at a reasonably low level in order to ensure
financial sustainability of the health insurance sys-
tem. The reverse side of this success in reducing
the maximum prices lies in the risk of re-exports.
The higher the difference between our price and
the price in any other country (only one is enough),
the more attractive this medicine is for the re-ex-
porters. This applies not only to the Czech Republic
but to any country - it is a fact that a number of
European countries are faced with the problem of
re-exports to a various extent.

At a glance the simplest solution seems to be a gen-
eral ban on exports of medicines to another coun-
try. This is, however, not possible since the free
trade rule between individual countries is one of
the principal pillars of the EU and, under standard
circumstances, it also applies to medicines. Another
solution could be uniform European prices that
would entirely eliminate the reexports. However,
this would relieve the pressure to set the low-
est price required practically by every country in
a situation where it is apparent that the financial
strength of the respective healthcare system signif-
icantly differs. Thus, if the prices increased without
an increase in the reimbursement from the health
insurance because the system could not handle
such anincrease, it could result in a situation with
medicines in the market, though unavailable to pa-
tients due to high supplementary payments.

The restrictions or ban imposed on export may
be imposed on specific medicines, where justified
that if re-exported, there would be a lack of these
medicines in the market, putting the health of that
country’s patients at risk. SUKL reviews informa-
tion about medicine supplies and consumption and
evaluates the risk of insufficient stock of individu-
al medicinal products on the Czech market, taking
always into consideration the interchangeability of
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a specific medicine. The Ministry of Health will place
the medicinal products that may not be available
on the market on the list of medicinal products,
the planned export of which must be reported to
SUKL. If SUKL decides, based on the mandatory re-
ports of medicine manufacturers, distributors and
pharmacies, that the medicinal products on the list
of the Ministry of Health may not be available to
patients in the Czech Republic due to the export
planned in the next three months, the Ministry of
Health will restrict or totally ban such export.

medicines worth
CZK 3,600,000,000

most frequently exported medicines

neurological
system diseases 1675949

packaging units

haematologic
Q& and haematinic 1433642
organs deseases packaging units

. hormonal medicines,
‘ry_ except sex hormones
and insulines

842915
packaging units




Medicinal Product Advertising

As suggested in the previous chapters, medicines
are a commodity regulated by strict rules, starting
from early development, through authorization and
the entire time they are marketed. The purpose of
these regulations is to protect society’s health (i.e.
public health) as well as the health of individuals.
Therefore, it should be no surprise that medicinal
product advertising is also regulated by rules stip-
ulated by law.

Simply said, advertising means any activity aimed
at increasing the sales of goods (in our case med-
icines). Nevertheless, it is not at all simple to dif-
ferentiate between the provision of information
about treatment options and medicinal product
advertising.

The medicinal product advertising is regulated in
order to make sure that the individuals making
a decision about the use of medicines get ob-
jective, current and exhaustive information. The
previous chapter has explained that upon their
authorization the method of dispensing is always
defined, which means whether the medicines may
be dispensed solely upon prescription or whether
they qualify as OTCs. While it is the patient who di-
rectly (or upon consulting the doctor or pharmacist)
makes the decision regarding OTCs that do not
need to be supervised by a doctor, it is the doctor
who is responsible for prescribing (and subsequent
using) prescription-only medicines.

The practical implication of the said rule is that
the advertising for prescription medicines may
only be addressed to healthcare professionals
(doctors and pharmacists), while the advertising
for OTC medicines may be addressed to the gen-
eral (lay) public. Let's explain in greater detail the
regulation of advertising we are all exposed to, i.e.
advertising for OTC medicines.

The law defines two types of requirements - gen-
eral, applicable to any advertising for medicines
(regardless of who the target group is), and special
requirements adopted to a target group.

General Requirements:
* Only an authorized medicine may be a subject
of advertising.

* All information presented in the advertising must
be in line with the summary of the product char-
acteristics (which is a public document approved
during the marketing authorization process). The
advertising is obviously usually briefer, but all in-
formation presented in the advertising has to be
found in the summary of product characteristics.
+ Advertising must introduce the medicine objec-
tively without exaggerating its characteristics and
thus support its rational use.

Advertising targeting the general public must com-
ply with a number of special requirements, such
as the obligation to state the information that it is
a medicine, its name, information about correct
use and a reminder to read the package leaflet.
Advertising may not suggest that the effects of the
medicine are guaranteed, that it does not cause
any adverse effects or that it is better or equal to
the effects of other treatments. Likewise, the ad-
vertising may not reference any recommendations
given by scientists, healthcare professionals or peo-
ple with high social status. It means that if you see
or hear an advertising saying “3 out of 4 doctors
recommend” or if a famous person recommends
a product, you can be almost sure that the prod-
uct is not a medicine subject to the marketing au-
thorization process, in which its efficacy would be
demonstrated, but it falls under a different cate-
gory of products (most frequently dietary supple-
ments or cosmetics).

In addition, medicine advertising may not exclu-
sively target children under 15 years of age be-
cause they are not able to responsibly take medi-
cine without any supervision, and the advertising
may not make them seek or take any medicines.
The law stipulates several other requirements in-
tended to protect patients and to ensure that in-
formation given in the advertising is comprehen-
sible and clear, not misleading or false.

The form of advertising is not regulated. It means
that OTCs may be advertised in newspapers, mag-
azines, on TV, radio or the Internet.

When the law sets forth rules and restrictions, there

must also be somebody to supervise that they are
complied with. It is not possible to solely rely on
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the responsibility and consciousness of the enti-
ties involved in the pharmaceutical business. It is
the State Institute for Drug Control that supervises
the compliance of printed and Internet advertising
with the advertising rules, while the advertising
broadcasted on the radio or TV is supervised by
the Council for Radio and Television Broadcasting.
Should either of these authorities find out and
prove that a certain advertising breaches any le-
gal provisions, then they may impose a fine that
often amounts to tens of thousands or hundreds
of thousands of Czech Crowns, depending on the
severity of the breach.

advertising

for prescription
medicines
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D o VYou kn ow thatthe only prescrip-

y tion medicines, ad-
vertising of which may target the general public, are
vaccines? Such advertising, purpose of which is to
increase the vaccination coverage of the population,
must be carried out as part of a vaccination event
approved by the Ministry of Health. It always con-
cerns advertising for optional vaccination that it is up
to every individual (of course after consulting a do-
ctor) to decide whether or not they will get vaccinated,
e.g. flu vaccination.

vaccines

'y approved
=Y by the ministry



Borderline Products, or not
everything sold in a pharmacy

IS a medicine

In addition to medicines, pharmacies offer other
categories of products that are generally called
health and beauty products. They include medi-
cines, medical devices, dietary supplements and
cosmetic products. Thanks to their characteristics
or presentation, some products may fall under sev-
eral categories. It is useful to know how these cat-
egories differ and what we can expect from them
in order to make better decisions, based on our
needs, while purchasing them.

Medicines

The previous chapter described in quite a detail
the regulation applicable to medicines, i.e. the level
of supervision and complexity of the process each
medicine is subject to before it may be market-
ed. Very briefly - just to compare with other prod-
uct categories - we can summarize: if a “box” says
medicinal product, it is a medicine that had to go
through the process of clinical trials and authori-
zation, part of which its efficacy and safety had
to be demonstrated, and that all information giv-
en on the box and package leaflet corresponds to
what had actually been demonstrated for the re-
spective product. It is essential to keep in mind that
the entire regulation of pharmaceuticals requires
a lot of funds and that the resources invested in
the development must be reflected in the price of
the medicine. The regulation of other categories is
not as demanding.

Dietary Supplements

Dietary supplements are a category most likely
considered as medicines with expected curative
effect since we often do not carefully read the text
on the box. Despite the visual appearance of die-
tary supplements often being very similar to OTCs,
in terms of regulatory requirements these two are
very different categories.

The different purpose arises from the definition of
a dietary supplement itself. A dietary supplement
is a food product, purpose of which is to comple-
ment a common diet and that it is a concentrated
source of vitamins and minerals or other substanc-
es with nutritious or physiological effect; the sup-
plement may contain one substance or a combina-
tion of substances. This food product is intended
for direct consumption in small measured amounts
(usually tablets).

The fact is that dietary supplements do not demon-
strate their efficacy, but only harmlessness. The le-
gal regulation stipulates which substances may the
dietary supplements contain and which substanc-
es are banned. Simultaneously, there is a common
European list of so called health claims that may
be stated on the dietary supplements (no other
claims may be stated on dietary supplements).
Only a small number of claims stated on the die-
tary supplements in the past have been approved;
it concerns claims that were actually demonstrated
by results of a clinical trial.

The most frequent verbal term in the health claims
is “contributes to a normal function” or “condition”,
which shows that the dietary supplements are not
intended to treat the disease condition but are
intended to help to sustain a normal condition.
Let's use the well-known vitamin C as an example.
It has a total of 15 approved health claims, 14 out
of which says “contributes” (to a normal function
of the immune system, to normal energy metab-
olism, to normal collagen formation, etc.); the last
claim says that it increases iron absorption.

Therefore, dietary supplements may not direct-
ly present curative or preventive characteristics.
However, in practice we often see that a famous
person promotes a product that is a dietary sup-
plement on TV, saying he/she uses this product and
that it is “for joints”. Then it shows how he/she runs
up and down the stairs, etc. A person who watches
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such an advertising may often get an impression
that the famous person moves like this thanks to
the promoted product, even though such informa-
tion was not given at all. Or the box may provide
information about a certain disease and an indi-

vidual may get the impression that the product is
intended for such a disease, although this specific
information is not given at all.

The fact that a dietary supplement contains the
same or similar substance as a medicine does
not mean that it has the same or similar effect on
the human body. The destiny of any substance in
a body is complicated and exposed to a number
of factors, such as the size of the molecule and ex-
cipients. That is also why, generic drugs (copies of
original medicines) need to prove their bioequiv-
alence (see the respective chapter). Any time we
are selecting a suitable product in a pharmacy, we
should be aware of what to actually expect from
a certain category, considering the requirements
that had to be met prior to its marketing.

Dietary supplements play their role if a person, for
any reason, lacks vitamins, minerals and nutrients
received from food - either due to an increased
need or insufficient intake (illness, season, etc.)
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- then it is necessary to supplement the missing
substances. Dietary supplements should not be
used as a substitution for a varied diet and they
should not be used for a long period of time.

Medical Devices

Medical devises are another category of products
often seen in pharmacies. Sometimes they are still
denoted with an obsolete term “medical technol-
ogy devices”, or a simplified term “medical aids.”

Medical devices are a very numerous and heter-
ogeneous group - they include the simplest prod-
ucts, such as cotton wool, dressing or bandage
required to comply with only minimum require-
ments, through more complex products (injections,
dioptric contact lenses) up to technologically ad-
vanced and complex that they have to meet strict
requirements (artificial joints, imagining devices).
Additionally, the group includes in vitro diagnos-
tic medical devices (VD) - such as laboratory di-
agnostic devices (chemistry analyzer), diagnostic
tests (pregnancy test, tests for various diseases)
and active implantable medical devices - such
as pacemakers, cochlear implants.



The law defines a medical device as an instrument,
device, equipment, software, material or anoth-
er object that the manufacturer designed to be
used in people in order to determine diagnosis,
prevention, monitoring, treatment or mitigation of
disease or injury or health disability compensation,
or in order to examine, replace and/or modify the
anatomic structure or physiological process, or for
birth control. A medical device does not generate
any pharmacological, immunological or metabolic
effects in a human body or on its surface (its func-
tion, however, may be supported by these effects)
- this distinguishes medical devices from medicines,
since medicines generate these effects.

The so-called specified purpose of use, thus the
purpose the product is to be used for, is essential
for a medical device - for the product to be clas-
sified as a medical device, it must comply with ei-
ther of the purposes stipulated in the definition.
It technically means that, in addition to medicines,
the medical devices may state the so called med-
ical purpose, thus that they treat or compen-
sate for a disability, if relevant. Such a character-
istic of a medical device must be demonstrated
in a clinical trial which is carried out by assess-
ing the safety and efficacy data of an equivalent
medical device, if there are reports about using
the equivalent medical device in clinical practice.
Only if it is a new medical device or a different use
of a medical device, is the clinical trial conducted
with patients.

Medical devices are divided into safety classes.
Different classes are subject to a different degree
of regulation imposed on the specific medical de-
vice. Only a medical device that has been subject
to the legally defined evaluation of conformity
of its characteristics with basic requirements
defined by legal regulations (government regu-
lation, directives), carrying the CE marking, with
a written declaration of conformity, accompa-
nied with information about its safe use in the
Czech language and notified to the State Institute
for Drug Control (if this obligation is specified)
may be marketed.

Class |

The simplest medical devices - glasses, dressing,
stethoscope, wheelchair, syringes without needles,
crutches, etc. - the evaluation of conformity with
requirements is conducted by the manufacturer
alone; all other classes require the evaluation to
be done by a notified body that issues a certificate.

Class lla

Needles, surgical gloves, contact lenses, medical
devices implantable to established body orifices to
remain in place for a max. 1 month, orthoses and
prostheses, hearing aids and other electromechan-
ical devices - sonograph, ECG, etc.

Class llb

Invasive medical devices - bone screws, moist
wound healing devices, dialysis devices, ventila-
tors, infusion pumps, X-ray machines, etc.

Class Il

Medical devices containing medicines, medical de-
vices with bovine collagen - such as vessel prosthe-
ses, valves, stitches, everything that comes in con-
tact with CNS and central blood circulation, IVD,
joint replacements, breast implants, etc.

While most of the medical devices may be recog-
nized at first sight, in some cases their classification
into this category or in the medicines category is
determined solely by the mechanism of action - i.e.
whether the product generates pharmacological,
immunological or metabolic effects in the human
body. A typical example of a medical device that is
historically perceived as a medicine concerns the
active so-called animal charcoal used against diar-
rhea. It is an inert substance that is not absorbed
from the intestine but while passing through the
intestine it binds bacteria, toxins, gasses and oth-
er substances and subsequently it is fully excreted
(without generating any of the abovementioned
mechanisms of action).

There are also groups of products with characteris-
tics close to several categories of medical technol-
ogy and only details and small differences deter-
mine how the specific product should be classified.
For instance, various lozenges used for sore throat
and a cold may be both medicines and medical de-
vices. If the lozenges contain an active substance
that pharmacologically affects the bacteria caus-
ing the infection, or an active substance affecting
the mucous membrane cells and thus suppresses
the pain, they are classified as authorized medic-
inal products. On the other hand, if the lozenges
contain, for instance, lichen extract which covers
the mucous membrane surface and thus protects
against dry environment and harmful substances
(the mucous membrane is capable of its own re-
covery under this protective layer), such lozenges
are classified as medical devices.
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The mechanism of action is usually used to clas-
sify products taken orally (swallowed or sucked)
but this type of differentiation is also used, for in-
stance, within a group of products used against lice
in people. If the product kills the louse as a result
of a pharmacological effect on its organism, then
the product is classified as a medicinal product
and needs to also receive marketing authorization
as such. However, if the product affects the louse
in a different way, for example, it is made on the
basis of silicone oils that cover the louse and this
physical mechanism kills it, then it is classified as
a medical device.
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The fact remains that the regulation of medical de-
vices differs from the regulation of medicines and
it allows for a faster, less demanding process prior
to launching it into the market. At the point where
the medical device has already been marketed, the
biggest difference lies in the regulation of adver-
tising. While the advertising for medicines is highly
strictly regulated (see the respective chapter), ad-
vertising even for the most complex medical de-
vices of class Ill is only subject to general require-
ments, just like advertising for any other product.









