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1. Drug Development: Human Phase IV clinical
studies

Introduction
The Phase IV clinical studies are the most colourful period of the drug development: every fourth
drug coming already on the market undergoes a substantially changes on the core data sheet and/or
patients information leaflet, because new interactions, side effects or even new effects are
discovered.
Basic definitions
Phase IV studies are, of which the drug has marketing authorization. Therefore, if the drug is on the
market further phase IV studies are allowed to performed without additional approval of the
authority if the indications is the same. The Postmarketing Surveillance Studies (PMS) (or Phase V)
are definitely marketing oriented, supplying the marketing activities in a given indication. They are
not controlled studies, there is no possibility for comparisons.
The real Phase IV studies are randomized, controlled clinical investigations, where the aim is the
evaluations of the long-term efficacy and safety and finally the efficiency in a given indication which
approved by the authority. The study is approved by the authority
The main aim of the Phase IV study to evaluate the drug under the real life circumstance in nonselected patients groups and patients with higher state of risk are also receiving the drug: broading
the indication, administration in combinations, collecting the side effects. The studies sometimes
need masked methods (double-blind studies). The drug should be used in the given indication in a
given predetermined dose, according to the data sheet in order to clarify the risk/benefit ratio, the
effect of the drug on the quality of life, to accurate the dosing and collecting the rare adverse events.
These studies supplying data for the pharmacoeconomical studies!
Finally the Ministerial Order 32/2009 (X.20) determines Phase IV studies as follows: A study which
uses the investigational product having a marketing authorization according to the valid core data
sheet: the aim is the further investigations of the cost/benefit ration, safety and tolerability.
We have to accept this definition for the future.
The PMS studies could be considered as a simplified Phase IV: simple, prospective, open study under
the every-day circumstances. The participants of the PMS studies are mostly family doctors and
ambulances. The simplification does not mean wantlessness, the ethical and professional requests
should be fulfilled.
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The Phase IV studies have further opportunities comparing to that of the Phase II-III studies:


safety data could be achieved under the normal therapeutic practice



its reflects the real life and wide usage



non-selected patients having higher risk could be treated



observations are available for long-term usage (QoL data)



further widening the indication



collecting more and more information



data are suitable for pharmaco-economic studies



fine-tuning of dosage is possible



simpler build-up and request-system, which is easier for the investigator

Basic elements of Phase IV studies:
In spite of Phase I and bioequivalence studies, the participant subject are ill patients, even in many
comorbid states. The number of the participating patients is substantially higher than that of in Phase
III studies (where the usual number are: 100-3000), here ten-thousands of patients may be involved.
The patients are not receiving money for participation in spite of studies on healthy persons. The
sponsors sometimes reimburse the travelling expenses. This inhibits the appearance of subsistence
patients and the ethical value is not destroyed.
The Phase IV studies also need a sponsor. Sponsor may an individual (but it is rare) in case of
investigator-initiated study (IIT).
The number of enrolled patients could be high, sometimes in „mega”-studies more ten-s of
thousands. However, the estimation of the necessary number of patient usually based on statistical
calculation.
The patients are not paid for the participation: sometimes the sponsors are covering the costs of
transport. This practice excludes the „professional patient”.
The sponsor(s) may be industrial, CRO, SMO, consortium, fund, scientific society, etc. The activity of
the sponsor might be profit-oriented and non-profit oriented. Independently the sponsor if finally
generally responsible but may allocate parts from this responsibility to the other participants.

The performance of the Phase IV studies
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Theoretically the study might be unicentric, multicenter, multinational etc.
The advantage of the study performed in one centre: the logistic and organisation is simple, the
methods and laboratory techniques are the same, the activity is easily controllable. The
disadvantages are: the recruitment is slow, it does not represent the every-day practice, the bias(es)
is(are) inherent coming from the habit of the centre and it is not couterweighed by the other centres.
The unicentric studies in USA are more expensive than the multicentric.
The advantages of the multicentric studies are: the recruitment is OK, its represents the every-day
practice, the inherent bias and preposessions are balanced and finally the results may fulfill the
requests of the level of evidence „A”. The disadvantages are: the organisation and the logistic need
more time and are more complicated; the investigational techniques should be harmonized, the
monitoring is expensive and needs more time even in cases, when a multicentric study is
multinational as well.
We may observe that not only the hospitals and clinics are performing Phase IV studies, but
professional ambulances, practices of family doctors as well. The latter two are highly motivated,
they have huge amount of patients. The sponsors should pay a special attention to the in order to
fulfil the requests of GCP and often uses CROs and SMOs. The appearance of virtual central labs (VCL)
play an important role in organisation of the specimen-flow, unification of measurements, collection
and the unification of the results, data collection and archiving. The VCL is a consortium of
laboratories, a network of labs. VCL accelerates the logistic and harmonizes and validates the
laboratory centres and their results. There are many contract-organisations in giving service sin
clinical studies from planning to termination and documentation.
Ethical committees and Authorities
The perform of Phase IV studies require ethical approval and approvals from the health authority.
The Authority guarantees the legal and or professional background, protects the rights of the
patients and every participants of the study. The institutional and regional ethics committees should
be informed, but the final approval is given by the Health Authority, which is highly based on the
opinion of the Central Committee of Clinical Pharmacology and Ethics of the Medical Research
Council. However, the Phase IV studies are approved by a quorum of the committee, in difficult cases
the whole committee votes. In some other countries the authorities requests other regulations:
sometime the notification of the study is enough.

Basics of the planning of Phase IV studies.
The usual perform of these studies is the time after launch of the drug: it is an active period of life
cycle of the drug, more and more people are taking the drug including young and old ones, patients
with comorbidities, who are taking many other drugs including OTC and retail-drugs and natural,
herbal extracts as well: new interactions could be clarified, new adverse events could be detected.
The Phase IV studies are the best tools for collecting side effects, tolerance-data, safety data.
Therefore it is an important question, when we should start a Phase IV study?
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The early studies after market authorization may spare time, the later studies may result in more
safety data. We should avoid the inveterate indication, the preposession-prejudice among the
professionals. There some important points


the choose the proper indication



to choose optimally the comparator



to determine objective, well-defined end-points



the structure of the study should exclude the effect of individual prejudice

We just remind the case of the beta-blocker usage in heart failure. There were many clinical studies
showing the benefit of the drug in this indication, but it was a contraindication earlier. There were
many of our generations of doctors, who were educated not to use them in this disease, fixing a bad
practice. Another hot issue is the administration of placebo versus active control: It is generally
accepted to use placebo in case there not a golden standard therapy, but not use if the golden
standard is there.

What are we waiting from the investigational and comparator product?


The should be distinguishable



the administration of them should be medically indicated



administration of both preparates should base enforced ethical background



The investigational drugs should not be contraindicated in well-known diseases and drugs of
them (i.e. we should not study a beta-blocker in asthmatic patients, or a steroids in T1DM
diabetics). The drug and the comparator should not administer differently (i.e. a tablet vs.
injectable, or an im. vs. iv. drug).

The predetermination of the end-points
It has an utmost importance. The endpoint could be hard as, mortality or morbidity and may be
surrrogate, like blood pressure, or decrease of proteinuria, decreasing abnormal beat sin case of
antiarrhytmics, etc. The advantage of surrogate endpoints is to decrease the time-frame of the study
and the number of population being investigated. Disadvantage is: they could be predictive, only.
The investigated population:
Similarly to other, earlier clinical studies we have carefully determine the inclusion-, as well as the
exclusion criteria.. If we are rigorous, the inclusion might be extremely slow (if just the inclusion
takes 5 year it means the death of the drug), the investigators are changing, dying, they loose their
interest and finally the results will represent a small population only. On case of smooth inclusion
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criteria, a very heterogenic population will results in and effects and side effects may nullify the
study.
We should know exactly and statistically proven how many patient are needed. The Phase IV studies
also need a statistician! The Law of Lasagna is true for these studies as well: at every investigational
centre, the planned patient number is 100%, but as the enrollment after the first patients it falls to
10% and it comes near to the 100 % (but never reaches!) at the end of the study and became 100%
at the first moment of the next study! Lasagna cites a study, where the theoretically available 8000
patients pool, 100 patients reached the inclusion criteria, only!
We have to calculate with a definite drop-out rate, but have to know how to replace the dropped-out
patients. It means a delay, but if we calculate with the drop-out earlier, we are able to set a realistic
time-table. Further problem us, when the drop-out happened in the placebo group, because the
further possibilities are raising: (i) we enroll a placebo non-responder, (ii) we use a placebo
responder (iii) we enroll a not very ill patient in order to replace. The first two possibility is
independent from us, but the third not.
The estimation of the placebo effectiveness is extremely important and we have to foresee the
compliance of the patients as well. The randomization makes sure the comparability between the
two preparates. The double-blind design makes sure the objectivity. In case of active-controlled
study, when the two preparates are not similar, we have to prepare a placebo to both and set-up a
double masking. The first population takes the active plus the placebo of the comparator, the other
group takes the comparator plus the placebo of the active! In that case we are able to ensure the
double-blind design.

Designing of the Phase IV studies

The most frequent designs are the followings:


one-arm, open study (everybody receive the investigational drug (it is post-marketing study!)



two-, or multiple arm: every group receive the planned treatment



cross-over studies (both group receive both treatment after a crossing)



repeatedly cross-over study (when every group receive repeatedly the same treatment (i.e.
ABB, BAA, AAB, BBA)



factorial design: in the case we compare to active (A and B) drug and placebo as follows:
o 1-st population treatment: A+B
o 2-nd population treatment: A+C
o 3-rd population treatment: B+C
7

o 4-th population treatment: C+C
This design was used in the ECAS-2 study, where sufinpyrazone and aspirin were
compared in transient ischemic attacks.
The guidelines being valid for other studies in other phases are obligatory for the Phase IV studies as
well, i.e. elaboration of the protocol with all the necessary addends, statistical plan, patient
information, informed consent, data management, archiving, reporting etc.

Performing Phase IV studies in the practice:
The main steps of the clinical study:


preparatory phase (its end is when the money ready to spend)



preparation of the protocol and addendums (its end is at the enrollment of the first patient)



phase of enrollment (its end is at the enrollment of the last patient)



the period of the clinical study (its end at the closure of the data of the patients)



end of the closure ( closure of the last patient means its end)



end of the study (no further treatment and investigation



follow-up period (optional)

Some of the steps may be overlapped, naturally.

The causes of falls, bottlenecks of the studies in the preparatory phase
The Phase IV studies are characterised by the extreme large number of patients, they are mostly
multicentric and multinational, involving numerous expert, investigators, statisticians, etc. The
logistic is difficult, need a lot of time and money. Therefore the preparatory phase has an utmost
importance! This is the phase, when every step, every possible participant should overviewed
many times. It is similar to a project management. If the study already started, every small
change, modifications need a lot of extra paperwork, expenditures, and finally might result in the
fall of the study. This is a damage for the sponsor, for the CROs, it is unethical to the patients and
finally bad for the medicine itself, because we do not receive an answer to our question. We
emphasize two main points, i.e. the time-frame and the financial issues.
The time factor
Every period need an appropriate time to perform. The necessary time depends:


on the size of apparatus of the sponsor
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the available money of the sponsor for the study



the number, size, capacity and quality of the external contract organisations



the number of investigational centres, their size, level of motivation, quality



the instrumentation of the sites



quality and availability of the other professionals, i.e. imaging, MRI, laboratory etc.



the real patients pool of the site (which is usually lower what the centre thinks about
itself)



the geographical distribution of the sites, the participating countries



quality of connections (fax, e-mail , internet, electronic CRF etc.)



infrastructure of the country (roads, traffic etc.)



moral characteristics of the appropriate country. (E.q. in Japan, there is very difficult to
achieve the informed consent from the patients or parents, they dislike parenteral drugs
and the usual doses are lower than that in Europe)



the quality of governmental connections

The elongation of the investigational time should avoid. The risks of the long-term studies are:


the sponsor became financially weaker, change its interest, a merge occurs, etc.



the investigational site looses its interest and motivation, it subjects to reorganisation



the interest of the investigators decreases, no motivation anymore, going into pension,
changes working places etc.



the patients looses their interest, they do not come back for visits, early discontinuation



in-between new discoveries results is new indications or changes in the therapy

Avoid the extremely tight timing!: it has a big danger that the investigators give up the strickt
inclusion criteria, they are unable to enroll at that speed and all of these results in a catasrophe at
the end.

The financial background
The appropriate financial background is essential in the preparatory phase. It is necessary to take
into consideration all the possible expenses, but it highly advised to put some money for the
unforeseen costs as well.
Important cost elements:
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internal costs (maintaining costs, working fees, the costs of manufacturing, storing and
expedition of the clinical samples



the costs of the CROs and SMOs being involved in the study



the costs for the investigational sites (labor, imaging) HOSPITALS, CLINICS.



fees of the investigators (doctors, nurses)



expert fees



special investigations (imaging, etc.)



costs reimbursement for the patients



logistic fees related to documentation, transport. etc.



fees to the authorities

Calculated on the estimation in 2007, one patient need 9000 USD/patients in the US for Phase IV
studies if the population of patients is 100-5000, whereas the same in Europe is cheaper, 2-3000
USD/pts The Hungarian prices are not public but according to the estimations it could be 1/10-th of
European.
Responsibility
As in every other clinical studies, the extact definition, determination and description of the levels,
objects and objectives of the responsibilities should fix in contracts. The overlappings should be
avoided.
 responsibility of the sponsor
 the responsibility of the clinical site, investigator, CRO)
 responsibility of experts, advisory boards
 responsibility of the authority

Coordination unit in the study:


data centres (receives, archives, processes and evaluate the data)



sample (data) collecting subcentres (logistic activity between data centres)



treatment coordination units (important in multinational trials, coordinate the treatment
habits)
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project office( an office at the sponsor, at the medical departments, which coordinate all the
trial activities



central laboratories (makes those investigations, which are not performed at the site. The
virtual laboratories are responsible for the logistic and validity of data)



report evaluation centres (the reports of specialized investigations, ECG, EEG, Holter, imaging
etc. collecting archiving evaluating)



QA centres (quality assurance): ensure the quality control



logistic centres (responsible for samples, drug sample collection, labelling, storing expedition,
the travel of the samples, instruments etc.)

Committees, stakeholders in Phase IV studies


Principal Investigator (a highly respected opinion leader having excellent personal network,
who presides the steering committee and represents the study for the public. He/she is the
contact person between the sponsor and all the participants of the study. A key-role person,
who should be open, should have excellent communication skill, empathy, ethical habit,
strong professional commitment, rational thinking and ready for compromise, able to work
in team, patency, ability to commit, and leadership character)



steering committee (its is a body consisting expert of the given therapeutic area and
indication. The committee contains the people of the sponsor and should not exceed 10-12.
Its main functions:
o participate in the planning and is responsible in professional and ethical points of
view
o regularly evaluate the process of the study
o helps in the raising logistic, ethical problems
o makes decision if any changes is necessary in the protocol or in the study-flow
o makes decisions regarding the reallocation of money
o performs everything in order to make a succesfull study
o evaluate the results
o contributes in the strategy of publication
o in choosing its members a special attention is necessary to consider the suggestions
of investigational sites, the professional results, human qualities, habits of the
suggested people.
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o to avoid: to choose members from the biggest centres, having a conflict of interest
etc. The dictatoric sponsor’s habit may disrupt the committee through the study
resulting in a fall, which is a loss of the science and unethical to the patients.


executive committee (manages the daily work and gives information to the SC



treatment monitoring committee(TEMC) observe the raising data, the adverse events and
their quality and in case of necessity advises minor changes in the study



advisory board (helps the work of the SC, regularly orients and informs the sponsor) May
suggest the termination of the study of modifications. Participates in the evaluation and
publication

Many other committees and subcommittees could be set-up, but the burocratizations should be
avoided. However the key-factors are the principal investigation, the steering committee and the
advisory board

Conclusions and summary
The regulated human Phase IV studies and correct PMS studies are organic parts of the life cycle of
the drug. These studies give the frame of the administration of the drug among the others. These
studies could be the starting points regarding discoveries of new indications, new formulations new
types of administrations and combinations.
Future?
The Phase Iv studies will be revolutionized by the dramatic increase of pharmagenomical knowledge.
Pharmacogenomics with new targets will change the methodology of clinical studies as well. The
individual genetic variations, polymorphisms (SNP single nucleotide polymorphism) will create the
basis of individually-adjusted therapies. The populations being investigated will be more exactly
predetermined, the possible side-effects and adverse events could be better estimated. In summary,
the risks of studies will decrease and later –perhaps-they will be cheaper as well.
Suggested textbooks:
1. Johnson, F.N., Johnson,S. (Eds.) Clinical Trials, Blackwell, 1977
2. Meinert, C.L. : Clinical Trials, Oxford University Press, 1986
3. Gachályi, B. (Ed.): Introduction to clinical pharmacology, Springer, 1992
4. Friedman, L.M., Furberg, C.D., DeMets, D.L.: Fundamentals of Clinical Trials, Springer, 1998
5. Armitage, P., Berry, G., Matthews, J.N.S.: Statistical Methods in Medical Research, Blackwell, 2002
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The most important internet portals:
Eudraportal http://eudraportal.eudra.org/
ICH Main www.ich.org
Guidance Page www.fda.gov./cder/regulatory/default.html
The Cochrane Library www.cochranelibrary.com/enter/
Guidelines for the Conduct of Research Involving Humans
http://ohsr.od.nih.gov/guidelines.php3
WHO Guidelines www.who.int/medicines/library/par/ggcp/GGCP.htm
NIP = Országos Gyógyszerészeti Intézet www.ogyi.hu
Food and Drug Administration www.fda.gov
European Agency for the Evaluation of Medicinal Products www.emea.eu.int
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2. Drug Marketing

Introduction
The big industrial companies started to investigate their effectiveness and results per product
compared with their market-activities, in the previous century. The concept of marketing developed
gradually, covering at present each and every aspect of activity of the market (from planning, via
manufacturing, onto distribution until the profit) exerted by the Company, chiefly –and this is the
most important – in order to fulfill the requests of the consumers in such a way what it considers for
itself to be of utmost importance and interest, that is the profitability. The interpretation of
marketing may be extensive or not (if we overview the history, a marketing activity could have been
if someone wrote on a piece of wood that „Gallus’s cellar is just 20 steps ahead!”). The modern
marketing concept includes not only fulfilment of the consumers’ requests (as it would mean only a
merchant activity), but also the creation of the concept and the longing for it. The world functioned
and got along quite well without Coke, till the companies created a „feeling of life,” an exhilaration,
with the help of enormous investments (taking the advantage of modern marketing techniques)
where people could quench their thirst with ’Coke’.
The responsibility of the management of a company is to determine, forecast and fulfill the
requests/requirements of the consumer - but with profitability!
Marketing was not taught as a separate discipline, however the „congenitally idea-rich” marketing
and advertising experts became very rich, rapidly.
The goals of marketing are quantitative and qualitative, but ultimately could be expressed in
numbers, i.e.
-

the market share of the portfolio should increase by …. %
the return of investments should increase by …. % or shortened by ….%
the profitability of the business trade should incease ………. by …. %

The drug-marketing has some special characteristics which are not applicable in case of other
products. Here, the Company is the drug-factory, carrying out a big R&D activity in case of
originalities and a large-scale development-activity in case of generics. Between the product, the
manufacturer and the end-user (the patients) an „interface” has been built-in, namely a group of
physicians and pharmacists, as it is not the end-user patient who decides regarding the
administration of a product: the patients allocate this decision to the representatives of a special
profession, who then become a very important target group for the Company.
The first point of the classic -Kotler’s- definition should be interpreted in a special way (i.e. marketing
is the tayloring/remodeling of the buying power (money) to an effective demand): the patient or the
insurer pays. However neither can do it freely, because the effective demand should mean the cure
of the diseases and at present we are very far from this point: some, few diseases we are able to
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cure, furthermore - we are able to prevent others, but in most of the cases we are just able to treat
the diseases, only.
The marketing professionals agree, that in case of drug marketing the activities of the Company
should be targeted onto the end-user (i.e. the patients), therefore the drug company becomes a
special advisor to the patient and to the population of potentially ill human beings. Thence the
Company should engage and be an expert in big information-giving, advising etc. activities. The
doctor and the pharmacists are the responsible personnel for the turnover, the Company should
keep them: by using large investments, expenditures. The Company should build-up its own image,
its products should be effective and safe, but the products should differ from the products or
similarities of the other companies. The so-called creation of the demand seems to be simple for the
companies, since at present we have plenty of incurable diseases, therefore the effective demand
does exist. On the other hand, there is more difficulty in making decisions regarding the research, as
it is not possible to do research of a disease having big prevalence and incidence because only in case
of success this maneuvre is profitable. This is limited very effectively by the solvent inquiry: that is
the reason why we do not have really effective drugs against malaria, leprosy and tropical infections,
because the affected human population has low income. Therefore a well functioning marketing
information system is of utmost importance (which is very expensive) and the other departments of
the Company should be subordinate to the marketing.
In Hungary we can talk about drug-marketing following the socio-economic changes only, since a big
redistribution system existed in the socialism.
Marketing is not identical with advertisement!
The drug market is a very tightly controlled market: the bad products are recognised very early by
the patients and the doctors, the competitors catch on at once and finally the Authorities do
sanctioning as well (leading to withdrawal of the product). In case of a successful Company the
„hardware” of the success is the dynamic internal company structure, a good IT system, excellent
quality assurance and a good strategy, whereas the „software” of the success is the specific
expertise, the ability to work for common goals and every worker is able to identify oneself with the
common strategies and goals. Therefore the marketing people should find a „common language”
among themselves, with the medical department and with everyone else who is involved in the
project. It is of utmost importance, that when the task is carried out finally, the implementation
should be as quick as possible. It has been calculated - assuming that it will eventually be a successproduct - that from the point of decision making i.e. to develop a white powder into a drug, a loss of
each and every day, in the time-frame finally results in a 1 million USD loss per day for the Company.

Marketing mix
Marketing mix is the practical combination of all the company-techniques, which are performed in
different market-situations. Marketing is of course very specific: it is different for washing powders,
cars, perfumes and for drugs as well. McCarthy suggested from the practical point of view the
following, on the basis of the initials: the so-called 4 „P-s”:
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product, price, place (of selling) and promotion. This latter is a complex activity including
advertisement, public relation activity, company image and the personal selling system (medical
representatives). In the excellent book entitled „The Basic Art of Marketing” Prabhu Gupta puts
down six, well- described activities under the „umbrella” of marketing.
1. the demands of the potential consumers/patients/buyers should be determined precisely
2. the best product - strategy should be elaborated early
3. the effective distributions should be fixed (target population should not be empty)
4. the consumers/doctors/ patients should be informed of the product ethical, using scientific
arguments, risks etc.
5. the price of the product should be determined
6. we have to ensure the high quality of services following starting of the sales
The so – called 6P+1P is replaced by the 4P, i.e.
people (the human factor), the motivation, commitment etc. of the employees,
physical evidence of the product (exterieur, presentation, colour etc.) and the
process management (consumer service, i.e. to keep the doctors/patients from the first contact
until the last minute)
This is the so-called 7P.

The job and the responsibilities of the marketing management:
a)
b)
c)
d)
e)
f)
g)
h)
i)
j)

analysis of the internal and external environment (economic, political, medical etc.)
determination of the goals (quantitative and qualitative as well)
making a hypothesis and a preliminary assumption from the results of R&D
elaboration of the marketing strategy
decision on the expenditures: i.e. budgeting
decision on price and profit of the new product
giving information to the”production and distribution” in time, regarding the decisions
setting-up the sales management
elaboration of the communication strategy (advertising and promotion)
determination of the control points where the whole process would regularly be controlled
and where the strategy may be modified

The pricing policy should include the willingness-to-pay of the patients, the price-sensitivity of the
product, also considering the prices of the competitors, the expenditure of drug-development, etc.
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The sales - policy should include the patient paths, the chain of distribution, the logistics required to
do it, the demands and possibilities of the pharmacies, the evaluation of the wholesalers etc.
He/she should consider the opinions of the advertising agencies, besides the PR and promotion,
including their effectiveness and analysis of their techniques.

A blockbuster success product may change sometimes the whole portfolio of the manufacturer,
because in order to avoid the internal competition, at times the manufacturer is forced to sell the
rights of distribution and selling of other products (it could be enforced by the law against monopoly
and the decision of the Games Committee), or stop the promotion of other products, or even
increase the promotion of others. Therefore a portfolio-strategy should be elaborated, to build up an
optimal steady-state between the older and the new products, taking into consideration their „life
cycles” (see later) in order to be able to reach maximalization of the profit. Thence the product
manager should know very precisely:
-

whole drug market and the related forecasts
market of the product and its changes
marketing expenditures
and finally
essentials of determining the time-frames and deadlines

Elaboration of the product strategy would necessitate a shorter, determined time period only, but
use of a wide scale marketing ammunition is mandatory from then ownwards. It is obvious that the
knowledge regarding the goal-market, the market of the competitors, and their possible marketing
opportunities are essential. With regard to the patients, the accurate, appropriate knowledge of
epidemiology is inevitable and vital. Based on this knowledge, the marketing-mix is established, the
marketing expenditures may be estimated with relative accuracy and the deadlines could be set and
forecasted (when the new product takes over an X % of the market, etc.).

The decision-making process of the marketing
This is an organic, continuous, changing process including a lot of feed-backs and number of
influencing factors coming from the external and internal environment. Four factors ensure the
structure of marketing and focus and encourage the creativity and effective marketing:
These are:
-

estimation and mapping of the actual situation (this is a kind of SWOT analysis)
fixing the critical factors required to achieve success
modelling of the scenario(s) for the market and marketing
moving from the concept to the implementation (from actions to expenditures)
17

The Drug Market

The Market of the Drugs differs from other markets at several points. If we consider the standpoint
of the customers, the consumer’s goods are bought by everyone, are paid for immediately, whereas
industrial goods are bought by a smaller segment of the customers and are paid for immediately,
too, but the decision-making is prolonged. On the drug market also a wide-scale consumption is
present but the payment is done chiefly by the insurance and the development and trend are
determined by the doctors and hospitals with their interface. It is obvious in case of drugs, that the
R&D should be transparent, ethical: the same has a different importance in case of consumer goods
and industrial goods. In these groups of goods the market is free, or poorly regulated, whereas in
case of drugs the patent protection is essential and the market is influenced by number of decisions
of authorities and insurance companies. The drugs are bought in small quantities, the box-price is
high, their consumption poses a risk for the consumer, leading to ethical and legal consequences, in
turn.
Main characteristics of the drug market:
The market potential: the size of the turnover being necessary to cure/treat a definite disease. The
size is expressed either in number of boxes or in value. The compliance is suggested to be 100 %
(which is never the case).
The volume of the market: the turnover of the drug within a definite interval
Market share: the turnover of a definite product besides the other drugs belonging to the same ATC
category. We are able to measure the competitors’ positions with the market share. The competition
increases the differentiation of the product, which requires an enforced and refined marketing
activity.
Through the definition of our market we have to answer three basic questions:
-

on which market are we present eventually?

-

how big is this market?

-

who are our consumers?

The fragmentation of the market is illustrated on Fig. 1.
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Market of cardiovascular drugs
Market of anticoagulants

The market of heparin
The market of low-molecular weight
heparins

Figure 1. The fragmentation of the markets (from cardiovascular to LMWH)

The Hungarian drug market has been entirely and basically changed due to the socioeconomic
change of the regime in 1989: earlier the law of the process-patent was in practice, which gave an
excellent opportunity for the skilled chemists to elaborate new synthetic pathways resulting in an
identical chemical structure produced by the originator. This system is practised and is working in
India at present. However a main stipulation was there at the time of joining the European
Community to switch our patent system to the product-patent. The product-patent defends the end
product independent of the synthetic route used. Thereafter the Hungarian drug factories were
bought and after lots of merges they became parts of international companies, or they formed
factories producing solely generic products.
The drug market is influenced not only by the changed patent situation, but by the decisions of
governmental and health authorities as well: the market authorisation holding approval is given by
the National Institute of Pharmacy. In case of requesting price reimbursement, the prices are
influenced by the National Health Insurance pay-off, but other independent organisations, like the
Institute of Health Strategy Research, the Ministry of Health etc. could also influence the market.
Besides the reimbursement system, in cases of the highly innovative, expensive, high R&D requesting
drugs the most important customer of the drug company is the National Health Insurance, because in
case of an already existing reimbursement the drug has a market, but without reimbursement there
are no market possibilities for that drug. In the latter case the expensive drugs are not available for
the wide-scale population of the patients, who are not able to pay the full price.

The segmentation of the drug market
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The investigation of the drug market is impossible without the data of the market research, due to
the extremely big variety of the diseases to be treated or cured, and to the many methods and
techniques.
Segmentation is a method by which we try to create homogenous groups (i.e. according to effects,
like antibiotics, or to ATC groups, etc.) in such a way that the differences should be minimal within
the groups but should be maximal between the groups. In many cases the market segmentation
research forms the basis of evolving of the target-doctors. This will finally circumscribe the playing
ground of the marketing for the company, the type of competition, at which price, etc. Every
company would like to become a market-leader, but at this stage they keep a low profile of plans. In
order to be able to achieve an effective and correct market segmentation, such homogenous
subgroups are to be organized among the participants on the market – the customers (end-users,
patients) – on the basis of which the differences in the demands could be proved. The variables could
be either local (type of residence, size of the settlement, region, etc.), demographic (age, gender,
family, ethnic, at times religion, etc), socioeconomic (job e.g. mining, agriculture, heavy industry)
educational, income related, lifestyle related (i.e. vegetarian). Ultimately - we could create subgroups
regarding habits (i.e. compliance, adherence, brand - fidelity, use of special brands, consumption of
mainly OTC drugs, upon whose advice, how do the advertisements produce their effect, etc.). Based
on these a „pharmaco-epidemiological map” could be drawn and put up. It could be of high
significance for the pharmacies of the region to know which are the most frequently encountered
diseases in that given area, what is the ’culture of drug consumption’ the compliance, what types and
routes of administration are preferred, etc. The groups formed thence, with the morbidity data,
select out almost automatically the target-group doctors.

A hypertonia
kezelése

ARB-k

Figure 2. ACE inhibitors and angiotensin II receptor antagonists
20

As you may see it from figure 2., a lot of „mee too” compounds may coexist within a therapeutic
group, therefore it is of utmost importance to have a clear determination of the market with the
border-territories.
-

How wide is the scale of possibility for our product?

-

What kind of customers/patients/doctors would be included into this?

-

Who are our true competitors?

-

It is important to find possibilities to increase the growth, to elaborate alternatives for use,
already at the stage of planning (e.g. possibilities of new indications for use, is there a
possibility for an off-label use -out of the data sheet registered indication-).

-

When is the new competitor’s stage-appearance expected?

-

How can we define our market in case we have described:


the exact characteristics of our drug (indications, contraindications, warnings,
interactions, expiry data, etc.)



the same features from the point of view of under-educated, nonprofessionals (how it should be consumed, are there any side-effects, or
does it modify the quality of life (QoL), like cough, tinnitus etc.)



finally, we choose a definition, which would be most helpful in achieving an
increase in view of comparison with the competitors

It should never be forgotten that, the drug market is full of people, having expectations, demands,
claims and we are in the position to help them. Therefore the good marketing - offers solutions for
the problems and not a molecular structure.
Thus, the source-data of the International Medical Systems (IMS) are not always sufficient, since
these are product-oriented and do not pay enough attention to the market. Our global health
environment, the reimbursement system and drug financing are too big and global! It is not advisable
to be too delimited (i.e. childhood-epilepsy, or e.g. a drug that should be given only in case of
pregnant women having mechanical heart valve, scheduled for a tooth extraction). Neither is it
advisable to rely extremely upon the drug technology.
The segmentation of the market shows to the company almost all the customers/buyers and
indicates which one and why that particular one should be chosen and not the other.
The target groups are: in case of drugs - the doctors, pharmacists, those groups of doctors, which
have been identified by the segmentation, based first of all on their professional specialities.
Examples are: cardiologists, urologists, gynecologists, but within these, there could be diabetologists,
gynecological endocrinologists, hypertension-subspecialists, etc. These could further be subdivided
into subgroups created on the basis of their brand-fidelity, knowledge in pharmacology, etc.
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It is a well known technique to categorize the doctors of identical profession. The category ’A’ should
be visited regularly, monthly, or even more frequently. Here the brand fidelity is controllable. In
category ’B’ the visits should be paid much less frequently, and the doctors included into category ’C’
are useless to visit, because either they know many brands and keep on changing them, or they do
not know the new drugs, they do not read the literature, etc. That is – they are not suitable to be
visited, since it is a waste of time.
This target group analysis should be freshened regularly, chiefly if the company is ready to launch a
new product…. The essence of concentrated marketing is: the company focuses its efforts to one
segment of the market or few target groups, as well. One form of the concentrated marketing is
targeting of an empty market „niche”. It could be a drug for rare diseases, a rare form/route of
administration, or on the contrary- in case of a widely used injectable- the introduction of a safetydevice in order to protect the nurses, etc. The therapeutic niches are usually filled with specific drugs
of very specialized small companies, which keep their equilibrium between the small market and the
low overhead expenditures.
In the differentiated marketing activity, the company serves all the important segments of the
market. Furthermore, it prepares a different marketing mix for each. Through the undifferentiated
marketing, the company offers the same product to every possible consumer.
The most important issue to be thought over beforehand: which method will result in a rapid,
unsurpassable competition-advantage? „It is not enough to be successful! The others should die!”
(Gore Vidal)
In the following, we describe two analytical methods, by which we could see the values/advantages
and disadvantages of our products/drugs.

The SWOT analysis
The analysis of the external factors (market environment) helps us to determine our strategy,
opportunities of external threads. The analysis of the internal factors (the brand, the company, the
product) helps us to create a clear picture regarding the strong points or weaknesses of our drug.
SWOT-analysis can be drawn about everything: our products, our company, the competitors, our
country, economy, our wife, etc. everything, which has these 4 groups of characteristics. With the
help of the SWOT we are able to build-up a competitive strategy for our brand. We are able to
identify those market-increasing forces which are essential for realization of our strategy.

BCG matrix (Boston Consulting Group)
The elaboration of this matrix places our product on the market in the function of increase of the
market versus our market share.
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The direction of increase (1/market share)

Increase of the market
Figure. 3. The BCG matrix

There four products have identical efficacy (the area of circles shows the sold quantities). Naturally
the red is the star: the market, as well as the market share increase, whereas the yellow and the
blue are the „question marks”, the green is „the milking cow”- it is profitable and needs no further
investment. The black is the „dead dog” (no market, no change in the market share), so this latter
should be withdrawn slowly or be replaced with some other. The theory of product portfolio
developed actually in the PIMS-s program (Profit Impact of Marketing Strategy). This is a huge
database, where the Strategic Planning Institute stores the data coming from 2000 companies. The
analysis resulted in an enormous experience which had been summarized as PIMS-theorems. The
simplest of all the results is known as the BCG matrix (Fig. 3.).

Market penetration
That rate/range? of the target-market, which our product had occupied at least once, we call penetration. The strategy of penetration is separate from that of the marketing: through this we
want to increase our market share using low prices and high advertisement activity.
The strategies could be classified into three other types:
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1. offensive: wants to keep the customers
2. developing: increase the number of the products
3. aggressive: wish to increase the number of the customers

Positioning of the product
This is a very essential, important process, which determines the fate of the product. The marketing
wants to give an identity to the product through this process, which differentiates it from the other
(similar) products, having separate advantages, characteristics and awake all of these to the
consciousness of the consumers/doctors/patients. The process, through which an image/value is
built (we „design”) is the positioning, in order to clarify and let understand the position of the
product/brand in relation to those of the competitors/other brands/other products . We refer to the
famous slogan of Jack Trout: Differentiate, or die!
The positioning can be performed on the basis of innumerable variations: i.e. product characteristics
(„ it acts fast, it is safe, it enforces even at an evening” etc), according to quality/price (i.e. „at the
usual level, even you spare” etc), or depending upon the area of administration as well. The
positioning could be linked in association with a well-known personality (i.e. an actress), or a
standard figure (like the blue rose of IBM or the violet-coloured cow of “Milka”), or according to the
geographical origin (a wine from Bordeaux, tiger balm from Viet-Nam, etc). However in majority of
the cases, the most difficult positioning is against the competitors (i.e. does our product possess
something new?). Equally difficult is the positioning in case of the „me too” drugs (which is the
general practice of almost all the big companies), where the possibility of the existence of the socalled „class effect” is raised (see the Ca-channel blockers, beta-blockers, ACE-inhibitors etc). In these
cases every product has the characteristics (totally or partially) of the others and it is extremely
difficult to bold one. The company, having produced the first originality is in the best position, which
performed the first representative of the given ATC class.
The positioning and discernment of the pharmacies is also difficult: the big pharmaceutical
companies introduced the system of the so-called reference-pharmacies. It is a new phenomenon
where the appearance of the pharmacy care, the differentiation between pharmacies is easier based
upon their services.
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Sometimes there is a necessity for repositioning of the product: as in case of discovery of an entirely
new indication (e.g. the withdrawn thalidomide (Contergan) turned out to be the most effective antileprosy drug, used at present). We also know examples when the drug did not perform according to
the expectations and the marketing leader had been fired and by the changing of the package, price,
colour, taste, distribution, etc it could be repositioned again.

The definition of the „brand” (Kotler): the name, the idea, the symbol (or the design, or the
combination of the aforementioned) means the brand. The main aim is that the seller or the group
of sellers should be able to present and differentiate the product from that of the competitor’s. (Such
a well known brand is e.g. the ‘Algopyrin’, the name of which is better known in some small villages,
than the famous ‘Coke’: therefore using the so-called umbrella-marketing and using the prefix
‘Algo’-, many new, rather rapidly penetrating brands were produced, i.e.’ Algoflex’,’ Algoflex M’,
‘Algopyrin complex’)
The product is what the factory produces and the brand is what the consumer buys. The competitor
may copy or plagiarize the product, whereas the brand is unique. The product may get “out of date”,
or grow out of fashion, but the successful brand is eternal.
Phil Night who discovered „Nike” states that the understanding of the consumer is an important part
of the marketing, but we have to understand the brand as well. When Chrysler introduced a new car
onto the Mexican market, its name was „Nova” and they have forgotten that the meaning of this
word in Spanish - „it doesn’t n go”.
Source of information for the market research, positioning and segmentation
There are numerous, open, legal sources of information, regarding turnover, prescriptions of
authorities, earlier internal reports, there are a lot of websites (Financial Times, WHO statistics, etc).
There are specialized institutions, national statistical offices, reports of chambers like IMS, SCRIP,
AESP Reports, domestic reports, e.g. the reports of the Institute of Pharmacy, lots of periodicals as
well. These are secondary information sources. The purchase of the primary information is more
important from the drug marketing point of view, which could be obtained from the physicians,
pharmacists and patients. In case of deep-interviews a limited number of doctors are asked, whereas
in focus groups 10-15 doctors are asked: this is ideal for exploratory research. Its results are not
quantitative, not cheap and are very much dependent upon the structure of the group (therefore it
may be misleading as well). However, we may receive useful information regarding the colours,
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form, package of the planned drug, but we may also evaluate the characteristics of our company, the
patients-attitudes, etc.
Consumer’s habit
The consumer’s habit is the expression of all the characteristics and actions, which is expressed
through the use of the product and the services. In case of drugs, the choice of the product is made
by a specialized person authorized by the patient, i.e. the doctor. The target people for the OTCdrugs are the patients.
Through the process of buying a drug: (1) the patient recognizes he/she is not healthy, (2) looks for a
doctor in whom he/she trusts, tells the complaints (3) and they look mutually in the direction of
solving the problem. It is a joint work (the patient may have allergy to the drug advised first, etc),
until the final advise/prescription is realized (4), which is followed by the purchase of the drug in the
pharmacy (5). After consumption of the drug the post-buy experience is the most important: did
he/she become healthy, did the complaints decrease, were there any side-effects, was he/she
informed appropriately, etc. If the pharmacists establish a connection/contact with the buyer in the
very early phase, he/she might become a permanent customer.
Following are the types of consumers (this is true for the pharmacists as well):
innovators

2,5%

early recipients

13,5%

early majority

34%

late majority

34 %

rearguards

16%

The hierarchy of the consumers:
-

awareness: a knowledge e.g. that the drug exists

-

interest: the interest of the consumer is the result of promotion and advertisement

-

evaluation: the consumer evaluates the products according to the interest/request

-

trial: the consumer catches the hook and takes a trial
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-

adoption: the consumer buys the product in the future continuously

The importance of the marketing communication as well as sales presentation increase accordingly
as listed above.
Motivation of the consumer
Motivation is such an inner state of mind which lets people move into a specific direction to reach
some goals. Motivation signals this inner state, ‘wakes up the sleeping energies’ and direct them
towards a specific course. It is important from the marketing point of view because it could be
redirected according to our interest. The pyramid of demand-hierarchy of Maslow is based on the
physiological demands and requests, with the security request above it, then the social request and
finally, near the peak is the request for recognition, success, self-realization, etc. For example the
damaged health restoration is a physiological request. For the patient – presence of the doctor, the
hospital and also the pharmacy are security needs in order to destroy the mental obstacles and build
up the confidence. The social request is of less significance as here the demand could be on showing
of how expensive branded drugs, vitamins he/she uses, how fit and strong he/she looks and would
not tolerate if anyone could notice the slightest sign of illness. Self-realization, the peak of the
hierarchy could be reached only in healthy state: thus the use of preventive products comes forward
as well as the high-quality pharmacist-related care. Pharmacists have enormous role in building up
the patient compliance: there are notorious countries where the patient would stick to the doctor’s
instructions only in 15% whereas in other places up to 70% after leaving the medical grounds.
Attitude
This is an acquired vigilance, showing what is of primary importance for the customer: it may be
manifested against everything in a positive as well as in a negative way: i.e. there are patients who
would swallow the tablets only in a crunched form while others would prefer the syrups. At the time
of introduction of a new product we are frequently met with the fidelity towards the old preparation
and a consequent negative attitude towards the new one. Besides it is also very human that a new
product would please me but I am not able to buy it. Evaluation of investigations pertaining to the
attitudes only seem to be simple, we could easily be mistaken while drawing the conclusions.
The organized buyer
Is that player on the market, who does not buy for personal use, but buys for a formal organisation
(wholesaler, but the pharmacy as well). Therefore his/her habits and attitudes will mainly be
determined by economic rationale, the buying in high volume/value, the rebates, the
interpenetrations between seller and buyer, etc. Their decisions are determined by the requests for
the products and the services. These are often fixed to one purchaser, company and in case of a
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good, reliable contact, permanent buying goes without a problem. Purchase got a new and higher
rating even in the small pharmacies because the use of the internet brought people and
organisations together creating new marketing relations.

To understand the consumer/doctor/pharmacist/patient
The basis of marketing is the process, where we understand, identify, evaluate and fulfil the requests
of the consumers. The segmentation of the doctors according to age, profession, and so on - is not
enough, we have to understand the patients, too. We have to know, how they could be influenced,
by which method, where do they live, under what circumstances, etc. This also needs to be analyzed.
For example in case of an antiepileptic drug we have to know the society of the doctors in that
particular city, the number of the hospital-, outpatient-, and private doctors, the epilepsy-specialists.
Doctors and patients having identical request could be collected in one group/segment. There could
be one segment - sensitive to the efficacy and safety only, the other one may need only a control, as
he/she already has a drug, while others could be price-sensitive and there would be those who
would buy prestige-drugs.
The moving force of the first segment is the patient’s profile: the high quality of life, demand for the
best therapy. They follow the guidelines, do not believe in the side effects and request the plusservices, partnership. The second is a simple disease management. The moving force of the third is
the disease itself, but they are reluctant to the promotion. The prestige-moving fourth is influenced
by the success, beliefs in the best treatment, they are open, communicative.
These segmentations should be validated. It is another issue, whether the sales force is able to
understand these segments and this information is useful for them or not.
We have to map the non-prescribing consumers as well! They are the main opinion leaders (they do
not write prescriptions anymore), the nurses, hospital pharmacists, consultants, leading
professionals, the people of the health ministry, their relatives, etc.etc. We have to know the
adherence of the patient - societies to the individual drugs. The summary of these marketing
activities is called consumer-management. The main reason is to build-up a long-lasting consumer
relation, maintaining the loyalty to the company and guaranteeing a long-term profit. If the
consumer-relation had been realized already then care should be taken to maintain it as well.
Sometimes 20% of the consumers realize the 80% of the sale, at other times 1% gives the 22%, or 4 %
gives 26% only: between these large varieties may exist. One thing is sure: the good differentiation in
consumers increases the return of the investment.
Patient flow, patient’s pathways
This is specific for the strategy of drug marketing: we have to know the number of patients already
on treatment, the number who had been diagnosed but are waiting for the treatment, and the
estimated number of undiagnosed patients. We have to know how the patients are moving from
complaints to prescription and what stations are in-between.
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How big is the possible number of patients?

patient - population

How many of them need treatment?
How many of them go to doctors?

number of consultations

How many of them have exact diagnoses?

number of diagnosed pts

How many had received prescriptions

number of prescriptions

How long is the treatment?

DOT (days of treatment)

How many patients receive prescription to our product?

ATC group, company brand

How many consumers use the company brand?

The investigation of the patient flow gives a key to the method(s) of the treatment. It determines the
points where we are able to force the prescription, where is the „point of flex”, from which the
prescription number does not increase, but rather - starts to decrease.
We must understand the challenges of our marketing activities regarding the given drug in order to
be able to focus on our analyses, to see the borders of our market!
We will see, the market analysis never ends…..except in case of disappearance of the brand!

How do we perform the strategic planning?
The plan should be consistent to the actual situation, should influence the brand-strategy and should
show how it can be successful!
The plans could be of different types, but the following points are essential:
Where is the focus-point in the process?
What analyses are mandatory to get a clear overview and their value?
Where is it necessary to overview the market again?
What strategic scenarios could be chosen?
Which type of estimations could be used at the time of realization of these scenario ?
The map of strategic thinking (marketing is illustrated on Fig. 4.
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Understanding the direction of the
strategy
Marketing challenge,
definition of the market, patient’s flow

understanding of the consumers(doctors/
patients etc.

understanding of the competitors
The strenghts and weaknesses of the
competitor

segmentation of the consumers, non-prescibers,
The environment of the consumers

The consolidation of the analysis
market research, environment, SWOT,
benchmarking
Development of brand strategy
Finalization of strategies, determination of the
critical factors

Figure 4. Strategic planning map

Understanding strategy-direction
Market definition

Strategic marketing challenge

Patient flow

Understanding of the client/doctor/patient, etc

Understanding of the competitors

Client-segmentation

Strength and weak points of the competitors

Non - prescribing clients
Client’s environment
Consolidation of the analysis
Environment, market research, SWOT,
benchmarking
Development of brand – strategy
Definition of the strategies, finalization
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Determination of the critical
elements of success

Following are the most frequent questions:
The market:

its volume/small/big, constant/variable,
increasing/decreasing

The consumers/doctors/pharmacists/patients: family doctors or specialists,
few patients/large number of patients,
patient satisfaction rate
The competitors:

are they fragmented?
are they small/big, their core business or not

Internal expectations:

is the product a blockbuster or not?
is it an orphan drug or not?
in which phase of its life cycle is it at the moment
how big investment do we have?
return of investment? how much?

The implemented strategy could be:
-

traditional or „innovative”

-

does it attack with a broad spectra of activities, or more specific?

-

direct or indirect?

-

how many really existing scenarios are there?

-

how many scenarios we have to focus on?

-

what strategic possibilities do we have?

The SOSTAC model
We have to be sure that we have made our plan for those situations, which really exist!
Furthermore, that the analyses prepared, had been at the appropriate level, generating for us
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the bulk of information needed and finally, that the developed strategies are competitive and
realistic.
The SOSTAC model is suitable and reliable for this reason:
S ituation analysis :

where are we?

O bjective status

where would we like to go?

:

S trategic planning :

how should we go there? (segmentation, market research, etc)

T actics

:

with what methods and who shall do it?

A ction

:

how, on which area, with what frequency?

C ontrol

:

what results have we achieved?
what should be corrected or adjusted?

The simple life cycle of a drug:

Figure 5. A simplified life-curve of a drug. We can see, that the market research, the
positioning/repositioning, segmentation are permanent marketing tasks (see the arrows).
Benchmark
The benchmark is a noun and a verb simultaneously, with a difficulty in translating it. Actually it
makes a semi- quantitative comparison on the basis of non-comparable characteristics: what are
the others doing, what are the competitors doing better than us, and is/are the analysis/analyses
of their cases applicable to our strategy? The benchmarking is not copying! Its chief advantage is
that it shows the main differences, it standardizes at the highest level and could come up and
serve with entirely new ideas (see Fig. 6.):
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The scale of our product

The scale of the competitor

1

10

1

10

How new is the structure?
the width of efficacy
power of efficacy
easy to administer
difficult to administer
price
taste
reimbursement rate, etc
Figure. 6. Benchmarking

The question arises: how could these complicated (and looking complicated, too!) and varying
tasks be coordinated? How could a clear, proactive, strategic organizing work emerge from the
wide variety of activities, invisible to the competitors at the early stages, with a permanent feedback, and moreover – who is responsible for this? On these bases this extremely complicated
activity had been founded, taught in fragments at various universities but never in a textbook like
form or based on pre-prepared prescriptions.
This is the work of the PRODUCT MANAGER.
The tasks of the product manager
As we shall see it later, it is a big bankruptcy if a product manager is unsuccessful after a long and
very expensive developmental work: therefore only the success-stories are circulated in the
general consciousness, the big downfalls are kept hidden (with the exception of the university
textbooks for solely educational purposes), because an unsuccessful product manager should
look for a new job very soon.
Responsibilities of the product manager:
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1. strategic and marketing planning including the coordination of other „inputs”
2. brand champion
3. the serving and the support of the sales force
4. responsibility for sales and profit
5. responsibility for implementing the marketing programmes
6. responsibility for sales forecasting
7. responsibility for the budget and for its equilibrium
8. integration of the sales force to support the brand
9. building-up the customer service
10. cooperation with other departments (manufacturing, distribution and quality assurance)
11. many coordinating functions, horizontally and vertically
12. he/she should give the cutting edge to each movement around the product
13. follow – up of the total life-cycle of the product (R&D, increasing, mature, declining phases,
later – replacement, etc

Which factors, processes inhibit the work of the product manager?
1. the compulsion for increase
2.

the maximalization of the profit

3. the deadlines and borders in the budget of a new product
4. the absolute request for success
5. the control and adjustment of the product strategy
6. the lack of training to enforce the success
7. the benchmarking of the techniques and practices of the „past” for the „future”
8. conflicts between the departments (sales vs. marketing, manufacturing vs. marketing etc)
The external connections come to the aforementioned: with the professional societies from family
doctors to the professor, scientific societies, patients societies, authorities, wholesalers, media,
agencies, but he/she needs connections to the competitors and partner-organisations as well.
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The marketing mix and the drug
The marketing mix means the implementation of the marketing techniques with the help of the 4P
(7P) system.
The drug as a product
Drugs could be differentiated from other products, because especially in case of originalities the
request for the drug should not be created since we still have a great number of incurable or
untreatable diseases. At the same time - the doctors, the patients, authorities have numerous
predetermined expectations (reduction of side effects to minimum, safety, etc). On the other hand
the supplementary advises given along with the drugs (life style, control, exercise, etc) convert the
simple expediting of the drug into a service, where the patients associate from the brand to the
company. This is the reason why company-loyalty never exists in case of the generics-producers. The
product-offer is the sum of the drugs plus services offered by our company expressed in values. Every
company having a high R&D activity became more and more specialized and we know from the
image the appropriate company – which one makes excellent chemotherapeutics, or antibiotics and
drugs used in cardiology. Many companies sell groups of products for a definite group of diseases.
The complete drug development can be accomplished successfully only by the big companies.
However the gene-technology products are manufactured by small, specialized companies. Through
the chemical-pharmacological-toxicological development only 10-20 molecules will be suitable for
human use. Out of 20.000 molecules only 1 will finally be a successful drug: the total price of this
process is near to 800-1000 million of USD, of which the main expenditures are on the human
studies. The industry is the most capital - intensive, the return of investment is 9-10 years. It is clear
that the successful drug should cover the expenses of all the unsuccessful ones and should also
produce a substantial income for the owners besides the maintenance costs of the Company.

The drugs as product-mix
The product is, what the consumer takes it to be that and not what the manufacturer assumes
(Kotler 1992) The drugs are managed by the companies as a part of the market and they think that
they are selling them on professional basis –since the doctor decides about their use on professional
indications. Internal characteristics of the drugs are of utmost importance (efficacy, safety, side
effect profile, easy administration, calculated adsorption and metabolising, etc,). The external
characteristics may also be important (mode of use: i.e. tablet, injection, spray, suppository, etc.):
tropical climate - resistant, prefilled injection syringes or a good brand-name (like Bayer Aspirin).
Today the prolonged effect is a basal prerequisite, the daily once administration as seen with many
antihypertensive – and lipid reducing preparations.
The drug industry spends a lot on quality assurance: this increases the feeling of security in the
patients and fulfils the requirements of the authorities. The most important is the quality control (the
microbiological sterility, stability, reducing to minimum level the contamination, etc), which is
provided by the numerous controls, validations, documented manufacturing (making of a Drug
Master File) having international prerequisites and guidelines.
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The patents and trade-marks of the drugs
The patent protection provides a protection for the discoverer, a monopoly-situation for the
manufacturing and the sales – for a definite duration of time. The trade-mark gives an eternal sign
for the brand, a property-right but without exclusivity. The trade-mark symbolizes only the product.
It is essential to accompany the product with a trade-mark in the brain of the consumers in order to
fix a brand-fidelity after the expiry of the patent protection. It is important to let the brand-name be
registered (which signs the quality) and the trade name in time. The well established trade name and
the brand can be of help against the generic pressure. In the discovery phase of the drug it gets a
company-number, later an international proprietary name. It is highly advisable to give a trade name
already in the clinical phase in order to avoid repeated teaching of the names for the doctors. This
issue is extremely difficult due to the very different regulations in the different countries.
Nevertheless, Pfizer initiated the trade-name of Viagra 2 years before launch. We may mention
Algopyrin and No-spa in Hungary. A good name has a high value: changing it would result in a
calculable loss: therefore in Russia and in the ex-socialist countries the market authorisation holder
(MAH) is the Chinoin for No-spa, whereas at home the MAH is the Sanofi-Aventis. The brand is also
essential in cases of the over – the counter (OTC) drugs, which do not require prescriptions,
furthermore - more products may be brought together under one trade – name (umbrella brandmarketing). Furthermore, the Company may specialize itself (e.g. on anticancer agents,
ophthalmological or dermatological drugs). The basic prerequisite of the brand is the deep
penetration! This should be reached with costly, permanent advertisement and product brochures.
Briefly about the generics
When the law VII/1994 came, the elaboration of products with process patent behind became
impossible and the product-patent became the basis. Original or generic products are on the market
since then. The distribution and sale of generic products is possible after (mostly 20 years) the expiry
of the product patent protection time: which means that the same effective material may be
manufactured without R&D expenditure. It is important to show to the Authority that the generic
product is bioequivalent with the originator! The bioequivalence studies prove this with the
pharmacokinetic curves of the two products on healthy volunteers (the allowed difference in AUC is
< 20%). To produce generics a new industry has been developed: the generic drugs are marketed at
30% price of the originality. The appearance of generics differs from country to country, but the
trend is to increase the number of cheaper generics in the treatment palette and the Insurance
Funds and Health Insurance Agencies prefer the administration of generics. This is especially so and is
highly valid for the blockbusters like fluoxetin, omeprazole, clopidogrel, etc).
If the owner of the originator would like to keep as much as possible and for as long as possible - of
the market share, then the following possibilities are there:
-

creates his/her own auto-generic (then a segment of the market would be saved)

-

proves a new field of indication (medical know-how), and wins a further 5 years

-

plans the whole life-cycle of the product (life cycle management)

-

introduces a new follow-up molecule having identical efficacy and safety
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-

prepares more, new packaging (capsule – pearl capsule)

-

diversifies: makes several packaging representative formulations (1 to 20 mg per tablet)

-

substantially decrease the price of the originator

-

in case it is possible, launches an OTC formulation (see OTC product strategy!)

OTC drugs
Not all drugs could become OTC drugs. The disappearance of the need for prescriptions opens up the
perspectives for self-treatment, therefore the Authority (and NOT the MAH) decides on the basis of
very strict rules regarding the switching.
The most important criteria are:
-

safety (even a prolonged consumption cannot cause harm)

-

very wide dose-range (high doses would not cause harm)

-

minimal side effects

-

the drug intake should not mask or cover up symptoms of grave diseases (leading to
misdiagnosis)

-

the drug should have a proof of efficacy

-

the indications should be unanimous

-

the to be treated target population should be educated enough and possess a minimal
knowledge, making the self-treatment safe

-

the drug should have an excellent, high quality patient information leaflet

Besides the spreading of the generic and OTC drugs the society should also allow for the research
and coming onto the market of the new, innovative, original drugs as well: the tremendous increase
of requirements and demands has made the original research questionable. Many companies back
out of the competition, because their products get a generic „attack” too early. However this could
be improved by the prolongation of the patent protection.
Each drug is present on the market until it becomes obsolete or the production is unprofitable. In
such cases the drug should be withdrawn from the market. Life-cycle of the drugs is specific, mostly
to the particular studied one and sometimes two-humped, three-humped curves could be seen (e.g.
in case of the aspirin). The more is the newly discovered drug, more is the period to which its life
cycle could be broken down.

37

1

2

3

4 5

6

7

8

9

10

Figure. 7. The total-life-cycle of a drug

Within these cycles (see Fig. 7.) the marketing (product) manager has to get adjusted to each
phase throughout the subsequent phases of the cycle: change the expenditures, sales capacity,
re-think everything again and again and request continually new data from R&D. The best
example is aspirin. At the first phase it was an antipyretic, later a pain-killer and anti-rheumatic
and lately it was proved to be an effective inhibitor of platelet aggregation thus giving a
protection against hypoxic cardio-, and cerebrovascular events. Example of a drug being
„beheaded” in the first phase: was with thalidomide (the teratogenic effect of the drug was
discovered in the phase of maturity, followed by the withdrawal of the drug), however later it
had been proven to be the currently most effective anti-leprosy agent and ultimately its followup molecules too turned out to be very effective in autoimmune diseases, myeloproliferative
syndrome and myeloma multiplex.
The product could be in a state of monopoly at the time of the launch and oligopoly in the phase
of growth which could happen repeatedly. At the time of maturity and overstocked market and
even in the early phase of decline it could be in a monopoly situation, while in the end it will
again reach the phase of oligopoly. The expenditure and the profit would change within each and
every phase: it is natural that the phase of profit – maximalisation should be prolonged as much
as possible.
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The types of competition strategies:
After the prior mentioned analyses, syntheses and organisational work by the product manager,
the elaboration of the strategic marketing and the product strategy would follow. Porter from
the USA founded and elaborated the product –competition strategy in his country, part of which
could be applicable to the drugs, too.
Differentiating strategy: if the company has a big R&D potency, develops a new molecule, having
differing characteristics form the prior ones, or comes up on the OTC market with an old drug,
with a raising the roof advertising campaign differentiating with the use of marketing
communication.
Cost-directed strategy: everything is directed and is on the move by the finance. It is especially so
in the case of the generic companies where price war would ensue. They assume and suggest
that the originators would not be able to reduce the price to 30% of the originality thus they
would be ousted from the market. The companies producing originalities protect themselves
against this with the elaboration of the auto-generics.
Focusing strategy: it could be of several kinds: (i) Focusing could be done on a compound and all
its possible routes of administration, combinations elaborated and sold - using different brandnames (paracetamol –Coldrex, nifedipine –Cordaflex: tablet, spray, retard, combo). (ii) On
geographical bases, i.e. the local manufacturer satisfies the local demands only, does not export,
and the local clients are met with cheap prices (mainly in OTC). Finally (iii) the niche strategy,
which focuses on a very narrow and small segment only: this strategy might be followed by the
OTC –and orphan drug producers e.g. against Gaucher’s disease, Wilson’s disease or
mucoviscidosis.

The Marketing War
Kotler, the Pope of Marketing had just initiated, but De Ries and Trout (1996) have totally taken
over the use of the vocabulary of the warfare in describing the market competition and
strategies. The marketing professionals picked up the experiences of 3000 years of warring and
use the terminology as Karl von Clausewitz, the war theoretician had described it:
1. the rule of the superiority in number: the big companies win over the small ones (more
expenditure, more results),
2. superiority of the defence: the position of the market leader is easier, because a three-times
higher superiority in number is needed to execute a successful attack (it would be extremely
expensive to win over Pfizer). The defender has enough time to counteract because of the
slow logistic and communication,
3. frontal attack: in case it uses all the methods of the marketing-mix in an optimal way, i.e. the
product is original (it will be alone in its ATC group), the price is acceptable, the distribution is
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effective, the group of medical representatives is excellent, the voice of advertisement is big,
the PR-activity is good,
4. attack on the side-wings (the danger of encompassing): if the attack is directed towards a
single weak point, e.g. if the enemy’s marketing group is weak and bad, or the distribution is
ponderous then the concentration should be focused on the weak points,
5. encircling attack: if the attacker opens up fronts at many different points: e.g. develops more
completely new representations (onto different indications), or transfers a part into OTC, etc:
this is an extremely expensive technique
6. an evasive action (flexible secession): when new markets are discovered (i.e. registration is
extended to numerous other countries)
In case the market leader attacks, the followers have the under - mentioned defensive
opportunities:
1. active defence: try to diversify the market
2. preventive-attack defence: in this case it is utmost importance to be well informed in order
to be able to prevent the attack. This is possible only in that case if the generic (or OTC)
version of the drug is near to completion and they have enough money for a wide marketing
promotion campaign. The other opportunity is the substantial decrease in prices
3. defence at the side-wings: if the side wings are attacked the resources are concentrated
there (e.g. improving the distribution, changing the whole marketing group)
4. counter attack: this can be performed with only a big investment of money, for development
and marketing and there is a big danger of static warfare (see Coca vs. Pepsi Cola)
Product cannibalism arises if the new product takes over too much area, market share from the
old products of the company and at a given example it may disrupt the old brand. Typical case is
the development of auto-generics. In many cases, if they pay appropriate attention to the
timelines, target groups, segmentation, the new product would only slightly disturb the sales of
the old ones. In case of „high tech” biotechnological products the cannibalism is more frequent,
because the changes are very rapid. In those cases the company has no other choice left, since it
wants to win over the competitors and keep the consumers.

Marketing innovation:
The launch of a new product (drug) is the most important event in the life of a pharmaceutical
company: the life-cycle of the products is shortening owing to the permanent changes, with new
alternatives flooding the market. However the new product remains the most important part of
the marketing innovation: this means the implementation of all the techniques which results in a
new drug, new service or buying circumstances. The marketing innovation is important in the life
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of the pharmacies as well, where the consumer is met with always newer services (pharmacy
care, effective patient information)
The forming of prices
The successful companies turned to the elaboration of their prices according to the basis of
coordinated research, calculations made as a part of the marketing strategy, in the year of 90’
only not very long time back. The price should be adjusted according to the factory’s philosophy,
as it is not the same to sell a mass-product or a Rolex watch. The elaboration of prices needs a
very strong cooperation between numerous groups as listed below:
(i) operational accountancy makes the costs estimations
(ii) manufacturing sets -up the optimal plant size based on the forecasted requests, as well as
(iii) elaborates the economical manufacturing
(iv) marketing department comes up with a price-strategy, which is
(v) adjusted to the system of the company by the Finance, while
(vi) controlling controls the expenses continuously and
(vii) a gradual decrease in the internal costs with the help of R&D, within the customer service
and promotion could be observed.
The sales may expect to decrease the prices, the marketing could be adjusted, but both should
agree and compromise. However each department lives in the fever of profit-maximalisation:
thus, the final ex-factory price is formed. These prices must include the coverage and the profit
as well, which are parts of the total and should also be given to the stakeholder and for the
maintenance of the company as well.
Through the so-called cost-based pricing the expected profit is given to the sum of expenses. This
technique can be used in big monopoly only since it should not consider the lower prices of the
competitors.
The calculation of the coverage with the permanent and changing expenses operates with
changing volumes and is based on the selling income, determines the coverage points, i.e. the
level of the production, where the income is identical to the expenses. (This is a minimal amount
which should be manufactured without profit! The requested amount is higher!)
Much bigger task is the pricing according to the demand: in this case they consider the definite
intervals of the life-cycle: they have to pay a serious attention to the introductory price! It is
possible to calculate the price by the company (progressive calculation) if it adjusts the price to
another, similar product, using the retrograde technique, playing with the existing prices or
estimating the opportunities and elaborating the price - based on value-evaluation.
The skimming, race-off pricing is when the factory determines a high introductory price (in case
of originalities).
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The penetrating price strategy is, when the price is determined right at the start (‘ab ovo’) at a
low level with minimal or zero profit: it is valid for the generics first of all, because it takes the
market over from the originality, the profit will come later. The human factor might also be
important: sometimes people believe that the higher price is equal to a better product.
Ultimately the prices are formed according to the demand and offer. The price-sensitivity of a
product depends on the importance, ex-factory price, expenditures: its aggregated form is the
price-elasticity. The price-elasticity is highly dependent upon the socio – economic development
state of the given country and basically is determined by two factors:
1. the place of the product on the scale from necessity to luxurious (it depends on the income
of the patient)
2. how many more replacing products are there? The price of a drug could be increased but in
this case the demand would decrease, whereas the turnover of the replacement drug would
be increased, as it becomes relatively cheaper. We have to know which of the target groups
is expected to disappear after the increasing of the price and which new group will enter as
new customer. Furthermore, we should also know how the utilization among the brandfidelity patients would change who continue to buy the more expensive drug even in the
future.
Further price modifications are possible, if the product is in a monopoly position on the market: in
that case there is an opportunity for profit – maximalisation. However we must keep an account on
the following newcomers who will do the same. When few companies are on the market –it is
oligopoly- and in such cases the company having the highest market share will determine the prices,
whereas the others would more-or less follow. They should keep the attention coming from the
Authority of Competition in order to avoid the accusation of building a price cartel. In case of a
competitive market, every company produces similar products but none of them are strong enough
to dictate.

The pricing policy of the pharmaceutical industry
At the beginning all companies forced themselves towards profit-maximalisation. Later, with the
emergence of the generics, the „me too” products and the governmental authorities’ regulations
there had been some modifications. Nevertheless the profitability of the drug industry is at the 3rd
position coming after the military industry and drug-traffic.
Especially in cases of originalities is the novelty of a drug observed with the efficacy and the
promotion behind. We have to know it clearly that the main consumers of the drug factories are not
the doctors, patients, but the social security and the patients’ insurance companies. Through these
organisations, the state takes and keeps a control over the prices of the drug (the price should be
passed through the National Insurance Fund and using the reimbursement system, the prices are
finally determined by the Ministry of Health and Insurance Fund. The profit of the company is also
controlled by the state in the UK. If the manufacturer would like to receive a social reimbursement to
the drug, first it should fill a series of questionnaire (earlier it had 34 detailed questions, now it
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contains 88) with the appropriate citations. The most important questions are, the cost of the daily
treatment, DOT, to prove the cost-effectiveness of the treatment, comparison with other products,
the estimated sales, epidemiological data, the ex-factory-, and the final prices in different countries,
the results of different clinical studies etc. etc.
In case of expiry of the patent protection, either the company decreases the price substantially, or
may introduce its own auto-generic product. The prices of the generic drugs in Hungary are
extremely high (approximately about 70% of the originalities), whereas in the elder member states in
Europe, this is only 25-30%. However there are warning signs, that the government would like to
change the situation.

The short summary of drug sales
The system of the sales of the drugs means the transport of the drugs from the factory to the patient
and to all the organisations, which need to do it. The wholesalers and their role are given in details in
this book elsewhere. The manufacturers have wholesaler’s rights in many cases, if not the wholesaler
buys the drug on ex-factory price and distributes it to the pharmacies, which expediate the drug to
the end-user i.e. the patient.
The wholesaler and the pharmacies
The wholesaler may be involved in importing, exporting, or may be selling to other wholesaler(s).
These roles are not differentiated clearly, furthermore there are courier services and also, electronic
e -pharmacies as well.
The pharmacy-sale does not really differ from the other types of the small- scale sellers, but there is a
difference: the „national” products are preferred by the patients, therefore the entry onto the
market is difficult and the manufacturers used to arrange local manufacturing to serve the local
demands. The EC put this question into the hands of the national authority and is interested in the
decrease of the prices. There are no big price-wars in the EC, but there are in the US. A pharmacy in
Europe is not allowed to function without a pharmacist leading it. The margin in the pharmacies and
wholesalers’ is regulated by the minister of health and restrictions are imposed against the market
competition - since it does not lead to an increased efficiency.
The efficiency is an important measure (it shows how the appropriate pharmacy fulfils the requests
of the consumers), but the theorem of equality and equal availability are also basic. The
concentration of the capital reached the wholesalers in the past years (few, but global, international
wholesale companies have been created) and it happened to the pharmacies as well, leading to
creation of big pharmacy-networks.
The Porter 5 model, which had been elaborated by the Harvard University - shows the forces,
interests and roles of the particular participants (Fig. 8.).
As the manufacturing, quality assurance, storage, expeditions are regulated by many Authorities in
order to produce finally a safe drug with a constant quality, along with all the necessary information 43

many objectives should be solved, which in turn would increase the expenditure. Therefore the
manufacturer should plan the preparation, packaging, labelling, the size of the charges, date of the
manufacturing, etc. The wholesalers keep the product stored according to the demands of the
pharmacies and work according to the present requests. Naturally, the elaboration of a so-called
strategic store is mandatory for each participant in case of unforeseen havaria. The participants want
to produce a permanent, constant supply –not taking into consideration the catastrophes, endemics
– because of the high price of storage.

The positions of pharmacyst are modified by multiple factors in
this system: The competition is the highest for the maximalization
of the profit.
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Figure. 8. The Porter’s 5 model
The manufacturers as well as the wholesalers want to build up special connections, producing special
circumstances – with and within the pharmacies (reference pharmacies) and sell special OTC
products, which may be advertised in the pharmacy. The village-pharmacies are in a special position
from the marketing point of view. Here the relation of the pharmacist-patient could be more
important than the doctor-patient relation. It could also be the same in the cities, in the residential
districts, otherwise patient – bound pharmacist does not exist. Recently the wholesalers started
buying pharmacies, furthermore - chains of pharmacies. The pharmacist has a professional and moral
responsibility but does not have an influence on the strategic issues. The Ethical Codex of
Wholesalers does contain those norms which could be expected.

Pharmacy (small- scale seller) marketing
We can state that pharmacists want to maintain those ethical requests, which are characteristic to
the profession (since they have received the title of pharmacy doctor after completion of the
university courses) even in those cases, when the pharmacy does not want to realize maximal and
immediate profit. By coming into the front of pharmacy care, they can change the requests of the
patients, advising another drug for them, or advising a doctor. The professionalism is essential and
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the pharmacists are quite a closed, chamber - directed society, not allowing non native pharmacist to
enter. Sometimes the small jobs are performed by a pharmacist as an owner, pharmacy leader and
distributor.
As an owner, the pharmacist should look after the cash-flow, be in cooperation with professional
organisation, should be able to change the portfolio, as well as analyse and change it. Being a leadermakes a budget, segmenting the buyers, observing the other competitor pharmacies, introducing
new services etc. The pharmacist keeps the contact with the wholesalers, provides the possibility of
postgraduate education for the employees, etc. The innovations coming from and originating at the
pharmacies cannot be patented, thus the pharmacists always have to find-out new services.
The connection between the manufacturers and the pharmacy is maintained by the pharmacy
representatives. In case this connection is correct and is accepted mutually, it is very useful in the
strategic decisions. Nowadays, with the development of informatics (on-line connection with
Insurance Fund, wholesalers) the contact with the system administrator is important. The evaluation
of the information coming back from the patients and buyers is very difficult, but some pharmacies
are mentioned in superlatives, meaning the patients’ satisfaction. Based on this we may differentiate
between pharmacies which are either marketing-oriented or sales-oriented.
The marketing-oriented pharmacy is proactive, precedes the patient demands and
everything is subordinated to the needs and demands of the patients. It measures the requests
continuously, searches for new opportunities, helps the patients or the relatives in buying, solves the
anxieties, maintains the night-duty and voluntarily participates in high level educations.
The sales-oriented pharmacy goes after the patients’ demands, requests - therefore it is
reactive and measures the reactions. Everything is subordinated to the cost-saving. The main role of
the employee is selling, changes the employees frequently, the education and night duties are
minimal. If the „heads are put together” for consultation too frequently, it is the sign of low level
knowledge and education. The time of service is lengthy and the customer is ushered out if enters
just one minute prior to closing.
Pharmacy marketing is described in excellent details in a very useful book, entitled: Marketing in
pharmacy by Bauer A., and Mitev A. (2001).
The Federation Internationale Pharmatiques (FIP) accepted the Ethical Codex of Pharmacy in 1997,
where all the most important duties had been described, which are essential for the pharmacists: 5
fundamental principles have been given:
(i) main task of the pharmacist is the well-being of the individual
(ii) all human beings need and should be given an identical attention
(iii) observing and protecting of the personal rights to confidence and keeping the patients’ secrets
(iv) serving the interests of the individual, the community and the society
(v) increasing and improving of the professional knowledge
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Marketing communication tools for the drugs
Prescription – bound ethical drugs
As companies of the other industries have wide communication possibilities to keep the contact
between the company and the market, in case of drugs – being a special ware -the personal
communication, the quality of the product, communicative ability of the sales force are the factors
that determine the market-position of the product. The marketing communication mix consists of:
1. the network of the medical representatives (‘personal sale’)
2. sales promotion
3. community contacts
4. advertisement (with the exception of the ethical products, where it is forbidden)
OTC drugs
In case of OTC drugs the advertisement occupies the second position behind the medical
representatives.
Marketing communication
First of all the drug-prescribing doctor should be found. In case of a new product, the doctor needs
an encouragement. The easiest way by which it could be provided: to send him/her to professional
congresses, symposia and by an advertisement in the media regarding the importance of the disease
to be treated. However this information is superficial. Supply the decision makers, opinion leaders
with large amount of medical information: this is of great importance. It could be organized by
arranging mini-symposia in the hospital and later a counselling should be organized over the drug, by
using the techniques of the personal sales (argumentation, managing the counter- arguments,
conviction). This could be done with brochures, spreading of the scientific papers etc. made in
accordance to the Ethical Codex of Drug Communication.
Medical representatives (‘reps’) have plenty of minor tools through the personal convincing (pens,
receipts, small gifts). Sorry, but we do not know the efficacy of the factors of the marketing mix
separately, therefore the representative uses a so-called grape-shot (shot-gun) therapy and he/she
does not know which part of the mix proved to be the most effective. The consultation-like sessions
therefore are important: the short time forces the representative to speak briefly, but with a highly
effective big impact using his/her words and then immediately to manage the counter-arguments (to
be able to speak 2-3 very effective sentences, the representative should learn and know many
hundreds of it about the product in order to use the best at the given minute). The professional
education of the reps serves this (besides the sales training). Different communication is required
and expected at the introductory, then the mature, followed by the declining phase of the given
drug. The rep should have high enough salary, a marketing and sales skill, should be good –looking
and charming and the company should provide the technical facilities for daily 9-10 visits e.g. a
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computer reporting, a car, etc. Nowadays, it is possible to control their daily activity and reports
electronically by the use of various programmes. The companies spend money in the function of the
sales (in value) on the reps. Regulation of their activity by the National Institute of Pharmacy in
Hungary had declared, that a rep should have a medical, or pharmacological-pharmacy, or seldom a
biologist background. Their code of ethics for drug communication describes the basic principles of
visiting (i.e. to say something wrong about the competitor is forbidden). The rep may speak of the
efficacy, mechanism of action, safety, side effect profile, pharmacokinetics, advantages. He/she may
leave a small free sample with the doctor along with gifts of low value. Today this knowledge had
widened with the knowledge of pharmaco-economy, cost efficacy, daily cost of treatment, DOT etc..
Successful rep avoids subjectivity. He/she has old medical personal contacts, connections -they know
and trust each other.
They had been criticised many times: but if we think over the drug communication after the socioeconomical changes (of which- before we had 800 registered drugs, and today there are 8600!), the
communication of this enormous quantity of drugs was not done by the universities or postgraduate
courses or offices, etc, but solely by the reps! They made available this amount of drugs for the users,
i.e. the doctors.
There are opinion leaders in the so-called category „A” (which is important for the reps) who form
the joint- common medical opinion, standpoint and force other doctors to prescribe. Doctors in
category „B” have less influence and resist more against the new product. Finally the category „C”
doctors whose visiting is useless. The first two categories need high level information, require Phase
IV studies and they should be supplied with the appropriate literature as well.
The post-marketing clinical studies (Phase IV) may be performed in the given indication at the given
dose and time. Their advantage is the opportunity to make research in those age-limits, which were
not done previously or use patient groups with a given co-morbidity. Another benefit is the collection
of side-effects. This is the most important source of side effect collection in Hungary at present. The
studies have a promotion-force, as the doctor can present the results at local conferences and
congresses.
The „free sample” use is rigorously regulated at the family doctors’ level: it may be expensive for
many hundreds of doctors. Another case is the rebate actions in the hospitals. The size is not limited
in this case. It happens frequently at those departments, where the department introduces the new
drug and based on their report at the time of discharge, the family doctor continues the prescription.
If the doctor does not prefer the great variety of drugs, he/she is fed up with the frequent changes in
the prices the company should organize mini-symposia with higher frequencies.
In case of less cooperative doctors who prescribe only the drugs learnt at the university period,
dislike the medical information: then the direct mail may be effective.
The efficacy of the system of the medical representatives is very high: therefore every insurance
company, including our Insurance Fund introduced the prove-volume agreements against the overmarketing and the final upper limits of reimbursement.
Structure of the med rep network system
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There are many possible networks: there are producers, who build it onto a definite product, there
are, who use a geographical distribution (this is mostly the case), and there are, who use it according
to the specialization of the doctors and finally- there are who build it according to the institutional
organisations. The causes are obvious: the geographical covering makes it possible to bring more
products (max 4-5): the logistic, the route-plans , the opening time of the outpatients, institutions,
the position in the life-cycle, etc. are all important. In case everything goes well then the sales will
increase substantially. In case of hospital visits, a harmony is essential between the reps having
different or identical products, i.e. they should not kill the effect of the other colleague.
The boss of the reps of a bigger territory is the area-manager: he/she coordinates the tasks,
movements, controls them with coaching (sometimes the high-ranking company people also
participate on these coaching sessions to see better the local circumstances). He/she negotiates
about the rebate actions in the hospitals, organizes the local studies etc. Since the expenditures
spent on the med reps give the greatest part of the marketing expenses, the companies pay a special
attention to see and measure the activity and efficacy of the reps. They use numerous, more or less
attractive techniques for this purposes.
Network being set-up according to products is of importance in that case only, when the company
has many new products and the competition is big. The elaboration of the product-lines might be
necessary in those cases as well (their name could be hospital-regional, cardiologic-, metabolic etc.).
The possibility of misguiding is small for the rep in case of such a set-up, it is time-economical,
however the drawback is the high price of this type of service and the work quickly becomes
monotonous.
If the network is built-up according to health systems (like family doctors, outpatients, hospitals,
clinics) the work of the rep is easy at the level of the family doctor. The physicians of the county
hospitals are always „more clever”, they lecture the reps, or keep on ragging them with exams. In
one word they need a highly educated, clever rep who would keep one’s ground. If he/she succeeds
then the income will be substantially higher. But there is the danger of „burn- out”.
The network according to the profession (urology, gynaecology, oncology etc.) needs very good
targeting, high educational level and respect. Characteristically, who does not have an MD in
oncology, is not able to be a good oncology-rep. This network is the most expensive but produces the
highest profit.
The information materials, brochures, reminders regarding the ethical drugs serve the memory. The
direct mail messages through „dear doctor” letters have a very valuable address list. The small gifts
and gadgets should contain the logo of the company.
Other rules are applicable for the OTC drugs. The number of TV-advertisements shows a rapid
increase. It has a big power in the improving of the self-treatment. Although these have a role to play
in the development of self-treatment and the public education, the drawback is that the time of
advertisement is determined by the purchased advertisement time and not by the recipient and this
may intrude deeply into the private life and privacy of the target-recipient. The Law of
Advertisement strictly forbids all forms of disguised advertising even in the sub-perceptible zone.
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The PR activities
The pharmaceutical factories consider it to be of great importance to have connections with doctors
of high power, opinion leaders, authorities, law-makers, insurance companies etc.. In bigger
companies there is a separate directorate of PR and „governmental connections” and the educated
lobbyists influence the appropriate apparatus in a direction bringing advantages for the company.
The most frequently used techniques are: participation on scientific conferences, congresses with
exhibitions, booths, satellite symposia and „educational” lectures. This participation needs a great
organisation work, which in turn needs a specialized professional department.
Also is of importance is the distribution of the advertising materials, sponsoring the participation on
the congress, using non-interventional studies, carrying out epidemiological data collection, etc.
Some companies had been opened up for the patient’s organisations as well. They had organized big
campaigns (Our Heart’s Day, Heart-rail, Live below 140/80! etc.). Through these campaigns, the
companies popularize themselves, generate really beneficial preventive effect and help to find the
undiagnosed patients (e.g. patients with hypertension).

The image of the company
The issue is just mentioned briefly, because there are lots of textbooks and many other publications
discussing the same subject.
Many times the ideas and concepts about a company are strongly related to its product: like „Bayer
Aspirin, IBM computer, „the blue pill and Pfizer” etc. The old companies with patina and the
accompanied brands make the rebuilding of the company difficult -image after many mergers,
because when they had started with the reconstruction, a new fusion made completely irrelevant the
previous work. A lot of market research had shown that people know the names of the old
companies (like Chinoin was recognised by 95% of the people), but have no idea about the new
owner (or may be 8-10 % knows what is Sanofi-Aventis).
Therefore in the professional practice of drug marketing, the development of the company image has
a big role in the forming of the final profitability.
Advised literature
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3. Quality assurance, quality control. Pharmaceutical aspects of
quality assurance
Definition of quality
Since emergence of commodity production the question of quality is a key factor. Quality is a
complex notion, thus its definition is rather difficult. Various dictionaries and people have defined
the meaning of this word differently.
Dictionary of the Hungarian Language defines quality as a complex entirety, incorporating the
peculiar essence of things, processes, phenomena, including their valuation and grading.
The most well-known denominators of quality assurance individuals are as follows:
-

Quality : meets requirements of the regulations

-

Quality : aptness to application

-

Quality : meets requirements / expectations of the customer ( customer satisfaction )

-

Quality : satisfies concealed customer requirements

Quality is defined by certain standards incorporating the prior given definitions:
The MSZ EN ISO 8402 gives a definition including the listed ones , as follows :
Quality: is the sum of those specifications of the unit that influence its ability to fulfil given and
expected demands. The unit could mean a product ( within this a hardware , a software ,
processed materials and services , too ) , an activity , a process , a system , an organization or a
person. Therefore the unit could be anything having a specific description and could be
subjected to specific examination/study. The ISO 8402 standard has been replaced by the ISO
9000. The first part , part 2000 of the standard is practically a technical dictionary containing
phrases and definitions upon the subject of quality assurance and control . This dictionary
describes a new slightly modified version of quality definition , as follows :
Quality: an ability of a sum of inherent characteristics of a product , a system or a process ,
capable of meeting the demands of the customers and other parties of interest .
According to the MSZ 553-82/2 the quality of a product is the compilation/sum of all those
characteristics , specificities of the product which enable it to meet the given demand on the
basis of its designation . Based upon the above quality means a sort of grading in combination
with an attribute : good , bad , acceptable , unacceptable quality .
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Attributes of a quality are given on different bases namely whether the sum of features equals to
the sum of all the expected features or somewhat differs from it.
WHO definition for describing quality, from 1982 : that particular quality of the product ,
manufactured by the possible minimal input , on the basis of which the product is able to serve
the expected purpose . In 1993 the WHO characterized the quality of health provision as follows:
Health provision should be listed as excellent, in case its qualities on the basis of scientific knowhow and the available resources meet the criteria of maximal benefit and minimal risk upon
health deterioration , as would be expected .
Requirements of the pharmacopoeia are marginal demands pertaining to the quality
acceptability of the medicine. Drugs fulfilling the criteria of the Pharmacopoeia throughout their
life span /utility could be labelled as Pharmacopoeia – quality drugs . Those medicines not
meeting the criteria of the Pharmacopoeia cannot be labelled as Pharmacopoeia – quality drugs
and are banned for medical use .
Factors influencing the quality : markets , money , management , men , machines and
mechanisms , modern information , flow of information , mounting product requirements .
Drug quality
According to the pharmaceutical act the drug is a substance applied to prevent , diagnose , treat
or keep up , restore , improve or modify vital functions within or on the outer surface of the
human organism. Medicines are the most popular consumer goods worldwide after foodproducts .
The medicine is a special product. The consumer, that is the patient , is unaware of the
expectations to be launched against the drug used
since the requirements are set in
pharmacopoeias and laws and the controlling requires special knowledge and special means .
Thus we may say that a medicine is a confidential product so in order to produce an excellent
quality drug for the patients a comprehensive control and regulation is required.
Superficiality, acting on sudden impulse are inadmissible while producing substances used for
life-saving and health restoration and preservation .
Drug marketing and granting the license for drug production are subject to strict conditions.
The circumstances of production, planning, control, documentation are subject to regular
supervision by the competent authorities . The authorities would want to be fully convinced that
the particular drug is effective, saf , the manufacturer controls the quality appropriately and that
all these are documented . By controlling the data the authorities weigh for the patient declaring
the drug of appropriate quality and with this granting the permission for its continuous
production and marketing.
The drug should meet the requirements of the regulation, however in case of a quality failure the
product cannot be named and considered as medicine.
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Quality related concepts
If we consider the most important quality – concepts and explain them in relation to each other,
to the management and their environment , then we follow the logical setup listed below :
Total Quality Management

Quality management

System control

Quality control

System assurance

Quality assurance

System inspection

Quality inspection

System

Quality system

Mission , vision of the system

Quality policy

System planning

Quality planning

System strategy

Quality strategy

System audit

Quality audit

Methods, means , tactics

Quality methods , means , etc.

The above quality – subsystem concept should be deducted from the concepts of the general
management since these are parts of the whole system however at the same time these
subsystems show a hierarchic structure (Fig. 9.).
-quality control
-quality assurance
- quality regulation
-quality management

20%
20%
20%
40%

Figure 9. Hierarchy set-up of quality concepts

In order to define management several definitions could be used . On one hand it could mean
the given system’s mission’s , vision’s , policy’s , aim’s practical implementation incorporating all
the necessary aids / tools to achieve it and on the other hand coordination of the activity of all
those involved in the given system . Thirdly it also marks the coordination activity involving
organization , control , leading and decision making . In accordance to this quality management
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incorporates all the activities connected to quality thus quality policy , quality mission , definition
of quality aims , quality planning , quality regulation , quality assurance , the continuous quality
improvement – development and the quality control .
The term quality regulation means all those operative activities and methods that serve
fulfilment of the quality requirements . Thence quality regulation involves inherently both
quality assurance and quality control .
Quality assurance means a planned, regular activity as a result of which the product is
guaranteed to fit the quality requirements .
Quality requirement means the expected ( implicit ) and well-defined (explicit) demands
presented against the product or a service . The well-defined demands mean those demands, in
written, which determine the quality of the product . Expected demands are the ones required
by the market .
The quality assurance always keeps in view the customer’s demand. Besides others its aim is to
prevent the making of mistakes , increase the confidence in both the customers ( outer quality
assurance ) as well as the company leaders ( inner quality assurance) .
The process of quality assurance is drawn on Fig. 10.

1. Setting the standards

4. Correction of the practice

2. Analysis of the practice

3. Comparison of practice
to standards
Figure 10. The process of quality assurance

Quality assurance includes all parameters that are capable of influencing the quality of the products ,
either alone or in combination with other factors. It is essential that the processes should be carried
out knowingly , pre-planned , based on written instructions , in qualified equipments , using qualified
instruments . Prior to , during the process of and following the production - all data , procedures ,
conclusions ,findings , the measures taken , the results should be documented in a retrievable form .

Basic concepts of quality assurance

53

Criterion: elaborates in written on the expected or required quality, individually and expresses how a
particular procedure should be realized
Standard: means the minimal, acceptable level of the quality, which also requires assertion at
individual levels in case of all products or services
Indicator: it is a specific, measurable characteristic of the product or the service which indicates the
fulfilment of the given criteria and the efficacy of the production upon the level of the multitude
Protocol: is a systematic list of events and activities in other words it is an investigatory plan
Its main chapters are :
-

aim of the investigation

-

materials for the investigation and control

-

investigatory data ( planned data and terms )

-

materials and methods

-

reports and presentation of the results

-

quality assurance

-

archiving

-

disposition regarding the changes to be done

Audit : is the examination of the quality assurance procedure of an organisation in order to
identify whether those are functioning or not , how are those functioning and whether they
could reach the goals / stood up to the aims .
Practically this is the comparison of reality and the standards.
Forms: monitoring, retrospective analysis.
Types: system- , product-, process- audit.
Quality control (MSZ EN ISO 8402 ): is such a procedure the aim of which is comparison of the
product or the service to that of the prescribed demand . The control procedure includes the
correction of the errors within the manufacturing process, giving a feed-back to the prior point of
the production process , thus discontinuing and extinguishing the cause of the faults .
Quality policy: it is the global quality intent and policy of the company regarding quality, in an
official way, declared by the management. The quality appears as the aim of the firm, not a
display, where everyone is familiar with and is ready to comply with the requirements of the
quality. The head/boss ensures the required working facilities , the work is carried out on the
basis of standards , specifications , instructions as directed by the SOP ( Standard Operation
Procedure ) .Everyone aims at preventing making mistakes , carrying out the technical and
administrative work conscientiously and everyone participates in continuous training.
Basic principles of quality assurance.
Figure 11. shows the determinant factors of a firm’s quality policy.
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-Explain what You do
-Account and prove all these
-Carry out what is said
-Document everything

A more tough competition, “market”

More complex technology

Increasing expenses

environmental protection demands

Quality assurance of the company

Statutory regulation

Product-responsibility

(national , overseas )

( increasing risks )

Increasing expenses
“customers ‘ “demands

Figure 11. – Factors determining quality policy of a firm

Besides the definite demands, to be able to fulfil the hidden requirements – the quality control has
been created , which is an activity determining the quality policy by the means of quality regulation ,
quality assurance , quality improvement and quality planning.
Means of implementation: quality planning , quality assurance , quality control and quality
improvement. Figure 12. shows below the relations between quality policy , quality control and the
total quality system .
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Strategy
Quality policy
The ways of determination

Aims

Quality management

Quality planning

Quality assurance

Quality control

Quality
development

The place of realization
Quality System

Structural set up

Procedures

Processes

Resources

Type of documentation
Content of the Quality
Manual

Quality policy

Responsibilitycompetences

Handling of the
instructions

Handling of the
manual

Figure 12.- Connections between the quality policy , quality control the complete quality system

The complete quality system incorporates an outer and an inner system.
Aim of the outer quality system is the audit and acknowledgement of the quality of the services
and work by an outside party.
Elements of the outer system:
-

Authorized license
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-

Technical supervisory system

-

Certification of acceptance

The inner quality system operates with the tools of quality assurance and quality development.
Its chief constituents are: regulation the processes, professional protocols, description of the
operations/procedure, standards, indicators, self-monitoring.
Validation is a production of evidence in accordance with that of the quality assurance in order to
provide a proof that the given procedure, operation, activity or system truly stands up to the
expectations.
Validation could be prospective, retrospective, simultaneous or a revalidation.
a) Prospective: this expresses the experimental approach to the developmental process of a
new product
b) Retrospective: means evaluation of experiences and documents gained at the time of earlier
productions, experiments ,processes
c) Simultaneous: means - long time ongoing productions, not having sufficient documentation
to fulfil the criteria of retrospective validation are followed while being in operation
d)

Revalidation: is being done when in an already validated system intentional or unexpected
changes takes place

When the concept of validation is used in an extended form it includes the concept of
qualification, too.
This process proves the standardized functioning of the apparatus and also that with their use
the desired results could be reached.
1. Qualification of an apparatus/project ( I.Q.= Installation Qualification )
Creation of a document proving that all apparatuses and projects had been produced with
consideration and the complying of
-

their meeting the valid codification and licensing requirements

-

the accepted technical regulations and given technical conditions

-

the examination and approval of planning

-

the users requirements , suggestions and requests.

2. Operational qualification (O.Q.= Operational Qualification)
It means production of such a document which proves that the equipments/projects carry out
the expected functions within the prior determined bounds.
3.Performance Qualification (P.Q.= Performance Qualification)
Production of such a document , which proves that the process or the system is functioning in a
reliable and consistent way , or creates such a product which is in agreement with the prior set
specifications and quality features. In case P.Q. does not give a proper proof then one may propose
that that the original plan specification had not been right, as the O.Q. and the I.Q. were able to
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prove that the equipment was functioning correctly. In such instances changes should be made at
the level of the tools or the processes. Steps of the validation programme:
1. Main plan/Standard Operating Procedures ( SOP-s )
Standard Operating Regulations: description of the operative procedures, preventive measures
and steps, coming into direct or indirect contact with the production of drug manufacturing.
The document includes:
-

The list of names of personnel responsible for validation

-

The terminologies used

-

Protocol sheets/Signatures of the authorizers

-

Preparation of validating plans

-

Revalidating guidelines

2. Choosing of the validating group
3. Definitions related to requirements claimed to the product
4. Determination of the process
5. Identification of the key-determinants of quality
6. Definition of I.Q.,O.Q.,P.Q. requirements
7. Budget estimation
8. Documentation, main validating- plan
9. Preparation of I.Q.,O.Q.,P.Q. protocols
10. Execution of the work
11. Evaluation of the results
12. Documentation of the results and the evaluation
13. Approval of the complete activity/operation and its handover for routine use

Calibration: a periodical proof that the measuring instruments and systems are capable of
transmitting the exact information.
Monitoring: a regular proof that the equipments’ functioning is reliable within the given criteria.
The qualified and validated equipments need monitoring from time to time in order to comply to
the sets operative parameters.
Planned preventive servicing: is a periodical planned activity, in order to prove that all the
projects and the equipments retain their reliability in-between the various calibration periods.
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Continuous quality improvement and promotion (continuous quality improvement – CQI or
continuous improvement process – CIP) is an activity that serves to increase the efficiency of
various methods, processes and work- efficacy. The aim of this is to ensure a more precise
quality demand.
North American and South-East Asian experiences prove that the continuing quality
improvement and promotion is an extremely powerful means of correcting and promoting the
whole system and the introduction of quality systems would offer a possibility to change the
quantity-minded thinking to a quality-minded one.
Reliability: means that the product, the services, throughout its/their functioning, life-span is/are
able to meet the requirements of quality demand.
This could be characterized by four parameters:
-

Usefulness

-

Durability

-

Faultlessness

-

Reparability

Historical review of the emergence of quality systems
Past decades in the regions having a well developed quality –culture (North America, Japan,
South-East Asia, Western Europe) have proved that only building up, improving and operating a
complete quality system would yield a viable competitive production and services system.
Allowing isolated quality improvements, quality-reactions, strict quality controls in the future,
instead of taking into account the complete system would prove inefficient. Single road to quality
is the quality assurance and care system as this is the only way to present a stable quality
product and service.
Table I. summarizes the outer and inner constraining factors of developing and enforcing quality
care system
Table I. – Outer and inner constraining factors of developing and enforcing quality care system
Inner
-

competitive ability, international success

-

ability to fulfil present day

Outer
- hardening competition terms
(buyer’ market)

contract-requirements
-

to reduce product-responsibility risks

- the increasing quality-mindedness

-

prevention of errors/mistakes

- increasing demand of

-

reduce quality-expenses

product-responsibility
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Development of management approach quality systems in the 20 th century
Quality Control (QC)
The first phase is characterized by a strong quality control. This phase is more specific to the
beginning of the 1900-s and between 1910 and 1930. This is the starting point since when the
quantity oriented production systems have been infected with the ideas of quality. This is the time
when end products and the to be sold products had undergone strict control.
Statistical quality control (SQC)
The second phase falls in between the years 1930-1970 , when focusing from product control had
been shifted to control the inter- manufacturing process.
Total quality control, quality assessment (TQC/QA)
This is the first quality- scale change. It is most characteristic of the first half of the years 1960, 1970
and 1980. Undoubtedly this is the first time when “T” meaning “Total” is incorporated into the
system, however this refers to the system of quality assessment. This is proved by the fact that the
centre of the audit system is chiefly the end product audit.
Compared to the Japanese TQC the American-European QA and ISO 9000 systems step out – though
in a restricted way – onto the areas of quality control subsystems chiefly to that of the production
management processes. Here the product- audits get replaced by process-audits.
Total Quality Management (TQM)
The true quality-scale change takes place here, when the complete management, the environment
adopts the quality demands thus instead of the quality system’s management the total system’s
management will eventually be quality oriented.
The process audit since then would be replaced first by the quality system audit followed by the
audit of the complete system.
Phase 1: (nucleus-black dot)
-out-going, end-product control
Phase 2: (bigger size circle) practically does not express a quality increase
-inter production control
Phase 3: (the page covering a full surface, having a thickness-two dimensional)
-complete, full-scale quality assessment, quality control
Phase 4: (three dimensional cube)
-TQM (Total Quality Management)
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Figure 13. – Cube symbol of quality system developmental phases

The development of quality in pharmacy
Medicinal products, later medicaments have been consumed by mankind for ages. Efforts have been
made – since long time now, that the identification and quality of these products should be secured
by rules and regulations. In order to harmonize the manufacturing of these medicaments
pharmacopoeias were in use, in the 15th century.
The first pharmacopoeia was published in Florence in 1498 (Ricettario Florentino), the first Americanthe USP in 1820 , the British BP in 1864 and the first Hungarian in 1871.
The pharmacopoeias contained not only prescriptions and descriptions but also the examination and
way of controlling the active and basic constituents of the medicines.
However the increase in the number and quantity of the medicines made involvement of other
regulatory and controlling systems mandatory.
Till the end of the 1960-s, samples obtained from outward appearance and analytical control
determined the quality (passive).
In the 1970-s, in process control has been introduced along with the quality control. Thus besides
examining the end products, the original, starting materials were also analyzed and the various steps
of processing (active). The exact prescription of the constituents had become mandatory, as well as
determination of the fixed manufacturing technology, conditions and circumstances.
By the end of 1970 the aim is the quality assurance.
Figure 14. shows changes in view regarding quality.
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Meeting the challenges of
company culture,
society and environmental expectations,
grand, society- scale learning
2000
Meeting the challenges
of latent customer demands
1990
Meeting the challenges of cost
and the actual customer demands
1980
Suitability for use
1970

Suitability for standards
1960
Figure 14 . Development of quality –interpretation

Pharmacological aspects of quality assurance – quality control issues regulated by decrees
Products, services have two- from the quality control point of view- distinctly inseparable areas, the
standardized and the regulated areas. The first one is characterized by market regulations, standards
(on the first run the interpersonal agreements amongst the market personnel, which are not
obligatory), absence of a prior professional authorization and a continuous absence of a professional
control, thus the proof of quality regulation could be achieved by accreditation. Areas of human
health and physical well- being are governed not by standards but rules, in order to begin an activity,
an authorization license is obligatory, the quality system is notified by law (GMP, GLP, GCP) and an
authorization certificate is issued.
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4. The Good X Practices: Good Manufacturing Practice, Good
Laboratory Practice, Good Clinical Practice, Good Pharmacy
Practice: GMP, GLP, GCP, GPP
Good Manufacturing Practice (GMP)
Definition of GMP:
Good Manufacturing Practice is that part of the quality control by imposing which production and
control of the product is carried out according to the quality control standards , ensuring that these
products when marketed –comply to the demands of marketing and the aim of production.
The essential point in GMP is that the medicines should be prepared from appropriate raw materials,
by an appropriate technology, the right instruments, be packed, stored, transported - in a quality
preserving form. All these have to be carried out based on given standards and all phases of the
activity or occasional changes should be documented.
The authorized fellow having the drug manufacturing permit has to ensure that the manufactured
products serve the purpose of intention and fulfil the criteria of marketing permit. Besides these the
products should not jeopardize the patients by unsatisfactory safety, quality or efficacy. The
directory board of a pharmaceutical company is responsible for the implementation of quality
related tasks, but presence and dedication of the staff at various levels as well as the manufacturers
of the raw materials and the wholesalers is mandatory, too.
For safe management of quality tasks such a uniformly and perfectly functioning quality system and
quality control is needed which incorporates the international standards of GMP (Good
Manufacturing Practice), too.

Basic requirements of GMP:
- All manufacturing processes need an exact definition and a continuing revision.
It should be proved that drugs thus manufactured complying with the quality demands and the
quality requirements pertaining to them.
-

Production/manufacturing, especially the critical steps and the changes occurring in the
procedure should be validated.

-

Based on GMP requirements there is a need for : well educated and practised staff,
appropriate rooming and pots, equipment, apparatus, perfect materials, appropriate storage
and transport facilities.

-

The instructions and orders should be put in a language clearly, plainly, precisely tailored to
the given circumstances.

-

The staff should be trained to work faultlessly.
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-

During the process of manufacturing statements in written (either by handwriting or an
inscription) should be made, noting whether each step confirms to the requirements and
whether the quality of the product is up to the expectations. Each and everything different
from the usual should be noted down and should be investigated. Records pertaining to
production should be preserved at an easily accessible place in order to be able to recover
the fate of the manufactured items.

-

The chances of the product getting spoiled at the time of transporting or while being
marketed should be minimized.

-

A countermand system should be generated enabling the immediate withdrawal of the
product from the market in case of necessity.

-

Complaints pertaining to the already marketed products should be looked into and the
causes of the quality defects should be disclosed. Measures should be taken regarding the
fate of the defective/damaged items and recurrence of the problem should be prevented.

Most important GMP guidelines
- All operative procedures should be carried out strictly on the basis of written instructions and
documentation.
- Only ‘qualified’ materials should be used, and the materials until use they should be stored
appropriately.
- The equipments and the surroundings must be kept clean.
- Service, calibration, qualification of the machinery should be regular and all machines should
be appropriate for the appointed use.
- The staff should behave and be dressed according to the regulations and carry out their work in
compliance with the instructions.
- In order to be able to work accurately and perfectly the staff needs to undergo the necessary
training and education.
- Only materials having been identified and labelled according to the directions could be used in
the production.
- During the process of manufacturing all the materials used must be labelled by signature.
- Physical and microbiological contamination of the product should by all means avoided.
- Documentation of each and every phase of the production is mandatory according to the
instructions.
- Quality control of medicines/drugs is carried out on the basis of representative sampling. Since
examination and control of each piece produced is impossible, sampling should be carried out in such
a way that the obtained samples should reflect the total-complete quality inherent in the produced
item.
GMP guidelines include production as well as quality control, too. Thus, summarizing it the GMP
incorporates all procedures involving delivery of raw materials, release of the end products, also the
packing, quality control and the instructions of good guidance.
64

Figure 15. shows the quality control rules (GMP, GLP,GCP) regulated by decree as well as the
possibilities of intervention of QA into the drugs’ complete life cycle including the pharmacological
and toxicology studies until the ultimate release for marketing.

Figure 15. The overall QA functions
Quality assessment is an area of drug manufacturing and GMP which deals with sampling,
preparation of quality instructions/regulations, performance of the investigations as well as
organization, documentation and release.

Fig. 16. shows the inter-relationships within QC and GMP.
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QA
GMP
QC

Figure 16. Set figure showing the connection between quality assessment and GMP

Imposition of the GMP demands is the responsibility of special key persons. These given persons
(“qualified persons”) are: production managers, leaders of the quality section and quality control,
but of course the whole company, its managers and the full staff should obey to the quality
service.

Good Laboratory Practice

If a quality system involved in the organization, conduction and management of non-clinical
health and environmental security studies including their planning, enforcement, controlling,
documentation and release of a final report should be involved.
GLP requirements have been imposed in 1992 in all the countries allied to the European Union.
In Hungary it had been imposed upon the mutual order of the Ministry of Health and the
Ministry of Agriculture and Regional Development.
Its implications are: prior to marketing medicaments for human use, pesticides and in case of
already marketed drugs - in order to do a risk assessment – to plan, execute, document, report
the results of the studies as well as their control and evaluation, related to safety of drug use
(these are not applicable to clinical studies or trials).
GLP competence:
Safety studies: dangerous materials, dangerous products, studies aiming at exploration of nonclinical drugs intended for human use, veterinary drugs/products and their effect on human
beings, animal world and the environment.
Types of safety studies:
-

Study of physical and chemical characteristics
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-

Toxicology studies ( including reproductive toxicology, foetal toxicology, carcinogenetics,
pharmacodynamics, kinetics, local tolerance-studies )

-

Mutagenesis-studies

-

Environmental protection ecotoxicological studies in water and mainland systems/organisms

-

Decay studies in water, soil and air, bioaccumulatory studies

-

Studies on chemical remnants/pesticides

-

Studying the effects on microclimate and natural ecosystems

-

Analytical and clinical chemical studies related to the prior mentioned examinations and
studies.

Chief elements of GLP:
-

Task of the directorate of the examination spots
- To provide the skilled staff
- To observe the GLP principles
- To keep the preventive measures
- To observe quality control
- To provide the necessary equipment (place, machinery, instruments)

- Quality assurance/control
- Staff (chief investigator, directorate, qualified experts, qualified technical staff, providing of job
descriptions, training)
- Calibration and servicing of the instruments (cleaning, calibration, validation, SOP-based use)
- Work out of test-system
-Preparation of standard operative procedures (SOP-s), their expiry, revision
A good Standard Operative Procedure:
-

arranges the work process and gives directives to its execution

-

defines the steps to be followed and their basic elements and the personnel in charge

-

gives a point of reference in the evaluation for the auditor/inspector

-

it covers all activities, readable, clear, up to the point, practical, could be understood and
followed well
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Types of the Standard Operating Procedures:
-

organisational and administrative SOP-s

-

SOP-s of the instruments/equipments used for the procedures

-

SOP-s of the procedure-related activities

-

project-specific SOP-s

Preparation of study protocols (process, aim, methods, to be examined and control materials)
Final report/evaluation (follows the topics of the operative plan, evaluates it, including the
statement of the chief investigator and the quality control investigator)
Archiving

Good Clinical Practice (GCP)

It is a systematized planning, execution, documentation and reporting of human clinical trials,
complying with the international ethical and scientific expectations and requirements.
The demands towards GCP requirements have already been drawn up by the end of the years
1980, in the Western European countries. The EC and GCP Guidelines have already been
published in July, 1991 however the directives were edited and enforced only in January, 1992.
In Hungary the GCP directives were enforced into clinical practice from 1st January, 1994. The
observing of these requirements guarantees that the rights, safety, well-being and protection of
the human subjects involved in the clinical investigations complies to and in accordance with the
Helsinki Declaration.
In Hungary, directives pertaining to clinical trials and the lawful rights of the recruited subjects
are set in the Health Act, naturally in accordance with that of the Helsinki Declaration.
The aim of the GCP directives worked out in details by the International Conference of
Harmonisation (ICH) was to create an unanimous system in the European Union, Japan and the
United States - complying with the requirements of all the supervisory/authorization boards and
ease the mutual acceptance of clinical data in their competence. The presently applied directives
had been worked out in great details by the EU, Japan, US, Australia, Canada, the Scandinavian
countries and the WHO in accordance with the observation of the currently valid GCP standards.
The presently operating directives must be observed in case the clinical investigation data are to
be forwarded to the supervisory authorities and also in cases of such clinical investigations that
could have an effect on the safety and well-being of the recruited subjects.
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ICH-GCP guidelines determine the bounds of responsibility and tasks of ethical committees, chief
investigators and the assignor pertaining to the given study, give recommendations regarding the
information sheet/brochure of the clinical protocol and archive and handling of the basic
documents of the study.
Basic principles :
Clinical investigations should be carried out following the GCP guidelines, originating from the
Helsinki Act, complying with the authorities’ ethical requirements.
Afore seen risks and inconveniences should be weighed from the subject’s and the community’s
point of view considering the expected benefits, prior to initiation of the study. The investigation
should be started and carried on only if the probable benefits reason the risks.
The rights, safety and well-being of the subject involved in the study is the most important point
which should have a preference to the interests of the science and the society.
Clinical studies should be scientifically firmly established and be provided with a clear, detailed,
written study-plan.
The clinical study must be performed on the grounds of a study-plan approved and favoured by
the Institute’s Review Board and the Independent Ethical Committee.
Medical service and care, medical decision-making pertaining to the subjects involved could be
given/made only by qualified, trained doctors or in given cases by dentist/dental surgeon.
Subjects enrolled into the clinical study should have appropriate information, qualification and
practice regarding the tasks to be performed.
Prior to the study enrolment the written, signed informed consent must be obtained from the
subject given after a full-scale, appropriate informing and of own will.
All information pertaining to the clinical study should be recorded, processed and stored in such
a way which would enable the correct/accurate reporting, interpretation and verification.
All documents enabling the identification of the studied subjects should be handled
confidentially, keeping in mind as by law enacted, respecting the protection of privacy rights and
the secret data management.
The specific preparations subjected to study should be manufactured, handled and stored as
directed by the Good Manufacturing Practice (GMP). The preparations should be used as
directed by the accepted study protocols.
Such procedure systems should be followed and used which by all means grant the quality of the
study from all aspects.
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Pharmacy related activity, safeguarding the quality of the service : GPP

The WHO congress held in 1986 accepted and revised the Medicine-strategy used till then and
thereafter planned and organized two meetings, one in New-Delhi, in 1989 and another one in
Tokyo, in 1993 in order to discuss the role of the pharmacist. Directives of Good Pharmacy Practice
(GPP) were accepted on the FIP congress, held in Tokyo, on the 5th September, 1993. It is based on
the pharmacist ensured provision for the patient provided by the pharmacist.
Based on the guidelines, besides professional rules, law and ethic, too play an important role in
determining the quality of service provided by the pharmacist for the customer. All practising
pharmacists must ensure that the service provided to all the patients should be of high quality and
alike. GCP is the clarification and meeting of the requirements of this obligation.
The guideline proposes setting up national standards on the basis of the pharmacist’s activity in the
fields of health protection, delivery of medicines and medical aids, self-medication by the patients,
revision of the prescriptions and the use of medicines.

Philosophy of GPP:
Task of the pharmacy-practice: treatment, providing health-care products and service for people
and the community, giving a helping hand in order to enable them to use the aforementioned in an
appropriate way.
On a more wide scale the task is: the preservation of the population’s health and prevention of
diseases. In case treatment is required for a disease, then it is the pharmacist’s duty to provide a
personally-tailored treatment, having maximum therapeutic efficacy and minimum side effects and
adverse drug reactions. The prerequisite of this is the acceptance of the pharmacist and that the
pharmacist could share the responsibility of therapy-outcome by other qualified persons and the
patient.
Requirements of Good Pharmacy Practice:
GPP requires,
-

that under all circumstances the pharmacist should consider the patient’s well-being of
utmost importance

-

the pharmacist’s activity involves providing of the patient with medicines and other healthcare products, having standardized quality and provision of information and advise

-

the pharmacists should contribute to the development of the rational and economic
prescription of medicines and the appropriate drug use

-

that all moments of providing the pharmacy service should be tailored to fit the person, well
defined, successfully communicated to each one involved
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In accordance with the above requirements:
-

professional principles are of utmost importance, however economic factors are also to be
considered of having significance

-

continuous cooperation with other qualified medical persons, chiefly doctors which could be
considered as a cooperation, based on mutual confidence and assignment

-

the cooperation of pharmacists should be fraternal and not competitor

-

the pharmacists should be involved in making the decision of choosing the route of drug
administration

-

the pharmacists should have basic information on each patient’s medical and pharmacological
history, which could be easily obtained in case each patient visits only one pharmacy

-

the pharmacists need to have independent, wide-scale, objective and up to date information on
the various therapeutic means and medicines used in the practice

-

the activity should be professionally and not business oriented

-

national GPP standards should be observed and kept by all pharmacists in practice

-

the professional training should observe the future pharmacy’s practical changes and be well
prepared, up to date and provident

GPP basics:
To all four elements of GPP national regulatory standards should be instituted.
a) Health preservation and prevention of diseases/disease control
-

providing appropriate facilities for confidential talk

-

consultation

-

training and inclusion of the staff into special campaigns in order to assure the efficacy and
consistency of the consultation and its implementation

-

quality assurance and control of the instruments and diagnostic tests

b) serving of the prescription bound medicines and other medical products
-

pharmacological evaluation

-

- therapeutic points (pharmaceutical, pharmacological)

-

- self adjustment
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-

- social, legal, economic aspects

-

Mandatory to prepare a national register relating to the necessary information sources,
competence of the pharmacist and medical treatment.

-

Handing out the prescribed items

-

- sources of purchasing medicines and other items
-storage
-condition of the items at the time of their release
-staff
-necessary equipment
-condition requirements at the place of work
- dispensing and quality control of the to be prepared on order
medicines
-handling of unused medicinal products and auxiliary materials

- Conviction of the fact that the patient had understood the necessary written and verbal
information
-

Follow up of the efficacy of the prescribed treatment
-follow up of the treatment in case of a patient or a group of
patients
-working out of monitoring aids and prerequisites
-quality assurance and control of monitoring

c) Self-treatment
- skill/qualification of the staff
-how the necessary criticism could be made, for example:
-who has any complaints
-what are the symptoms
-since when are the signs present
-steps already taken
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-medicines already in use
- efficiency of the recommended products
-when should reporting to the doctor be done and how
d) Influence over drug prescription and evaluation of drug use
- general way of writing prescriptions
-the used formulations
-analysis of data of drug-use in medical and pharmacological practice
-training of medical personnel
-decision making on individual treatment regimen of patients
-in case of individualized prescription keeping in contact with the doctor
-data of drug use in the medical and pharmaceutical practice
-handling and evaluation of medical samples
-postgraduate training programme for the medical personnel
-information sources, available for health system employees
-information sources, available for pharmacists
-confidential handling of patient-related data
-creation of standard regulations’ collection
Documentation of experiments and practice
-the pharmacists have professional responsibility for the documentation of practical experiences
in their profession and/or participation in the research of the types of various treatment
modalities
Reference:
Sharp J.: Quality in the Manufacture of Medicines and other Healthcare Products.
Pharmaceutical Press, London, 2000.
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5. INTERNATIONAL HEALTH
ORGANIZATIONS

CARE

AND PHARMACEUTICAL

Since many centuries in order to preserve their health people tried to protect themselves in an
organized form only against epidemics, by closing down borders and forbidding entry to cities,
enforcing quarantine and inflicting punishments. By the middle of the 19th century emerged an
idea that protection against epidemics and health care activity could be more efficient if
organized internationally, beyond boundaries, too. Nowadays it seems absolutely natural and
rational to think that the health situation and education/civilization of the whole world’s
population could be and should be improved by international union and concentration of the
forces.
The thought of international unity came in the middle of the 19th century when a new
devastating disease – the cholera – emerged in Western Europe. An international health
conference was held in Paris in 1851 dealing with infectious diseases, causing epidemics, giving
top priority to cholera, plague, yellow fever, in order to conquer these with common fight. 12
countries participated on this meeting , however following a six months deliberation only 5
countries accepted and ratified the resolution.
Until the beginning of the 20th century another 10 conferences were held at various capitals of
Europe, mostly dealing with epidemic issues. In 1907, in Rome, delegates of 12 countries
founded the first international organization named International Public-Health Bureau. This
institution form that time onwards gave continuous information on the global epidemic situation
and coordinated the anti epidemic struggle. Following the First World War in 1919 the
international health organization continued its activity within the scope of the League of Nations
and after the Second World War, in 1946 the World Health Organization has been founded.

The World Health Organization
At the time of foundation of the United Nations Organization (abbreviation: UN) in 1945 in San
Francisco, foundation of an international health organization had been decided. The UN
declaration states that that the Organization’s task –besides others – includes promotion of the
international economic, social, health and alike missions as well as the international cultural and
public education. The execution of these tasks should be realized by the Economic and Social
Council and the attached intergovernmental and specialized organizations. One of the
intergovernmental and specialized organizations, the World Health Organization (WHO in
English) Organisation Mondiale de la Santé (OMS in French) has been founded on 22nd July, 1946,
as a result of an international health conference, organized by the UN, held in New York.
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However the new organization started its official functioning only two years later, on the 7th
April, 1948.
The World Health Organization Foundations were laid by governmental delegates of 26
countries. The name of the organization wishes to declare that on the contrary to the prior ones,
the WHO wants to carry on with a global task, including the health-care of the whole world. The
WHO has 192 members (including Hungary) and with its multifunctional activity enabled it to
take over all the prior international health organizations’ tasks.
Aim of the WHO: promotion of highest quality health care for all the people of the world.
Constitution of the organization gives a detailed list on the basic human rights for health, the
policy of future health promotion and the duties of the communities and the governments in the
field of health –care. The principles of the constitution carry high ideals and had been accepted
by the Hungarian Republic, too as several points (preventive type of health-care, the peoples’
self-management in health-care) of the constitution are in good accordance with that of the
Hungarian public health policies.
Principal organizations of the WHO are: the general assembly – holding yearly meetings, the
executive board - having 24 members and the secretariat under direct subordination of the
director-general/ chief executive officer managing the continuous administrative work. The
general assembly meetings are usually held in Geneva, at the WHO headquarters. Each member
country is eligible for delegating three persons having one right to vote. Official language of the
meetings and at other organizations are: English, French, Spanish, Russian, however the working
languages are only the English and French.
The WHO has 6 regional offices
1. Eastern Mediterranean Region

Headquarters: Alexandria
(Egyptian Arabic Republic)

2. Western Pacific Region

Headquarters: Manila
(The Philippines)

3. South East Asian Region

Headquarters: New Delhi (India)

4. European Region

Headquarters: Copenhagen
(Denmark)

5. African Region

Headquarters: Brazzaville
(Republic of Congo)

6. American Region

Headquarters: Washington (USA)
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Mission of the regional offices is chiefly to keep a contact with the governments of the countries
belonging to their territory, proceed with the analysis of the given country’s health care system
upon their request, disclose the tasks to be made and consultation and management advising.
The member countries however need not necessarily accept the proposition given. The area
covered by WHO functioning is vast and far-reaching and its volume is still increasing. The yearly
completed work load has increased to four times of its original, since the foundation of the
organization. Thus we enumerate only the most important and from pharmaceutical point of
view significant ones, as follows:
-

conquering epidemics and endemic diseases

-

prevention of accidents

-

improving the factors of environmental hygiene

-

preparing of international health agreements and rules

-

forwarding of all types of health-related information

-

compilation and documentation of scientific results

-

drawing up an international register on the causes of diseases and deaths

-

preparation and revision of medicinal nomenclature

-

standardization of medicines and biological products

-

uniform description of microorganisms and bacterial stocks/phyla

-

edition of an international pharmacopoeia

-

compilation and edition of the world-health’s - statistics, etc.

Here we would like to highlight three of the declarations of importance to us presented on WHO
meetings:
The goal, determined in the year 1977: “Health for everyone by 2000” ( by now we know it had
not been fulfilled) had a wide-range of meaning, involving not only avoidance of the diseases,
their prevention, their treatment but also the creation of the right conditions for a productive
economic and social life style.
The goal drown up in 1985 declares and assures that everyone would get the adequate
medication (effective and of appropriate quality), when need arises, on an affordable by him/her
price.
The WHO document drafted in New Delhi in 1988 “The role of the pharmacist in the health-care
system” states that one of the most important tasks of the pharmacies is to inform and advise
the patient. A publication issued in 1990 states the following:” in agreement with the applicable
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quality standards it is the pharmacist’s duty to inform the patient as well as to advise in case of
drugs on and without prescription, sharing information with those working in the health-care
system, as well as the patients, the whole society and participation in the health-education and
health-promotion programmes. The pharmacists keep in contact with qualified personnel
working in the health-care.”
This intention is served by the “Healthy Nation Public Health Programme 2001-2010” worked out
in details and announced in 2001, to tackle the public health problems and focus on their
prevention – in Hungary. This had been followed by the 35/2002 parliamentary resolution, in
which the prior programme has been replaced by the “Béla Johann National Programme of
Health’s Decade”.

Narcotic Board
Besides the Economic and Social Council of the WHO there is another health-care related or
rather pharmaceutical- international organization the Narcotic Board of the UN.
The health related and economic consequences of drug abuse are of great importance. Large
scale drug abuse is a disaster for the society, jeopardizing the work, development, progress of
groups of human beings. Health-care, social and economic measures could be used in this fight to
counteract drug abuse.
At the turn of the century already the opinion was formed that with an international assistance
to reduce and crack down illegal drug abuse and drug traffic – meaning the use of narcotics for
non-medical or non-scientific purposes- an international cooperation, collaboration is inevitable.
The first international conference on narcotic drugs was organized in Shanghai in1909. Initiator
of this conference was bishop Brendt, who by then has had ample personal experiences on the
grave consequences of opium smoking/addiction, being the American bishop to the Philippines.
Several propositions were accepted in Shanghai by the delegates of Austria-Hungary, USA,
France, The Netherlands, Japan, China, Great Britain, Germany, Italy, Russia, Persia, Portugal and
Siam. The recommendations were related to the progressive abolishing of opium addiction, the
restriction of morphine use to solely the medical field as well as an international controlling of
morphine and opiate derivatives. The question of an international agreement’s working out of
the issue had also been raised. The following basic points of the first declaration are in function
even nowadays: (Bayer: Drugs and people):
1. curative opium, morphine and other opiate alkaloids, as well as cocaine could be produced
and marketed solely for medical and scientific use
2.

the production and distribution should be kept under strict control, moreover manufacturing
of the refined (suitable for sniffing) opium should gradually be prohibited

3. all governments must set up a national organization in charge of controlling the production
and distribution of the opiate derivatives.
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An international conference was held in The Hague, in 1912 where the first international drug act
was passed, usually referred to nowadays as the “1912 year’s International The Hague Opium
Pact”. The signatories undertook the implementation of the steps of controlling the inland
marketing and traffic, the importing and exporting of crude opium, morphine, heroin and
cocaine.
Prior to the First World War 11 states ratified the pact. Hungary accepted the agreement in its
act 22, in the year 1923.
The opium pact however was unable to assure the use of narcotics for solely treatment and
scientific purposes. 10 years after concluding the agreement and signing the pact the world’s
opium production was estimated to be ten times of the legal requirement. Need arouse for a
new agreement, which came into existence in 1925 in Geneva. The ‘1925 th year Geneva (second)
International Opium Pact’s chief goal was the organization of the international drug-traffic
control. In order to achieve this:
-

an authorization system was set up

-

registration of the drug-transactions was instituted

-

and in order to be able to follow-up the functioning of the system, the forerunner of the
International Narcotic-control Organ – the Comité central permanent was brought into
existence.

In spite of the agreement, between 1925 and 1929 more than 100 tons of illicit drugs were
brought into the circulation worldwide.
The 1931st year’s Geneva pact included newer, more rigorous controlling sanctions. This
agreement compelled the governments to forecast/estimate their drug requirements for
medicinal and scientific use. Several morphine- analogue opiates were supplemented/introduced
into the drug-circles.
The 1936th year’s Geneva Pact included orders relating to the proceedings and extradition if illicit
drug traders and the promotion of the cooperation between the various national security forces.
Since the end of the Second World War the controlling of the drug-traffic falls within the
competence of the UN’s Economic and Social Council, namely its functional organization - the
Narcotic Committee. In 1946 the Committee invited 15 states to participate in the task of the
Narcotic Committee. Later this number increased to 21. Members of the Committee are elected
for a period of 3 years, their meetings are held mostly once yearly. Hungary is one of the
members of the Committee since the beginning, being a major morphine producing and
exporting country on the basis of its poppy plantations and poppy-seed use.
The ‘Paris Pact in 1948’ extended the international control over the synthetic narcotic-type pain
killers. The new international deal introduced the so called ‘analogy-principle’ which made
possible the immediate international controlling of the synthetic morphine or cocaine-like drugs.
In 1953, in New York a protocol has been created and instituted pertaining to the restrictions and
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regulations of the poppy production, opium production, their international trading, wholesale
trading and use.
One of the main efforts and aims of the Narcotic Committee was the construction of such a drugagreement which could replace all the international drug-related documents produced since the
year 1912. As a result of this, a conference was held in New York, with the participation of 73
countries and the ‘United Narcotic Pact, 1961’- emerged. This agreement was put into force on
the 13th December, 1964. Hungary announced this pact in its 4th law decree in 1965. In Hungary
drug-matters are attended by and go within the competence of the Authorizing and Controlling
Institute of the Ministry of Health. The agreement states that drug use for medicinal and
scientific purposes is essential, drug production and distribution for these purposes should not
come under restrictions. At the same time it states that drug-addiction is a great disaster for both
the person and the society, thus cracking down and abolishing it is the common interest, task
and duty of all the countries. The pact gives definition of the drugs suitable for drug-abuse,
regulates the international ways of controlling. Export-import of the drugs is bound to
authorization and specific obligations to provide information - are prerequisites for the parties to
the contract.
In order to control the functioning of the United Narcotic Pact the International Narcotic Control
Board – INCB -had been set up.
The ‘1971 Viennese Pact’ extended the international drug control on the so-called ‘psychotropic
substances’, too- including LSD-like hallucinogens, synthetic (amphetamine - type) stimulants,
etc.
The United Narcotic Pact has been revised at the 1972 Geneva conference, listing the main
points, as follows:
1. confirmation of the role of the International Narcotic-controlling Organ
2. tightening of the control over poppy growth and opium production
3.

extension of the preventive regulations used in case of the decrease of the demand for
psychotropic substances ( the Pact of 1971) upon the narcotics

4. the governments should be committed to provide the narcotics on demand for medical
treatment and scientific purposes
The Viennese Treaty in 1988 is bound to promote the international action against the illegal
traffic of narcotics and psychotropic substances.

The International Red Cross
In 1859 at the battle of Solferino , where the French troops fought to victory over the Austrians,
the wounded and sick soldiers suffered enormously and 40,000 people were left dead at the
battlefield. Jean Henri Dunant (born in 1828 in Geneva and died in 1910 in Heiden) a Swiss citizen
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realized that most of the Austrian and French victims were among those wounded soldiers who
did not receive an appropriate first aid or medical care in time. Dunant attended on the wounded
and buried the dead with the extensive aid of the civilians. He compiled and published his
experiences in his work “Un souvenir de Solferino” where he set forth the desperate situation
the soldiers were in and demanded the founding of such an organization which would have the
task of preparing and training at the time of peace for giving helping hand and medical aid to war
victims. Henri Dunant visited several heads of states in order to convince them on the
importance of founding such an organization. Based on his idea ‘such an international
organization is required, which must be neutral from the point of view of either power at war’,
thus it could be expected that providing of the humanitarian and free medical care would not be
interfered with or restricted. Realization of this idea was the foundation of the International Red
Cross Society, in 1863, in Geneva.
As a result of Dunan’s efforts in 1863 delegates from 17 countries gathered and held an
international meeting in Geneva and in 1864 they created the well known international
agreement the ‘Geneva Convention’ (the Convention was put into words by J.H.Dunant). On the
basis of this agreement the wounded and sick people cannot be considered as enemies, the
hospitals and the ambulance cars as well as the people at service or on duty are neutral with the
inclusion of the houses where the wounded receive the care. The detailed working out ,
enforcement and control of the agreement of the Geneva Convention is carried out by an
international, neutral board which has been given the name Red Cross- out of respect for
Switzerland- based upon the Swiss federal insignia.
Red Cross headquarters reside in Geneva. Countries accepting the Geneva Convention may
found national Red Cross societies but only one per country. Their foundation is recognized
officially by an international committee. The international committee holds international
meetings from time to time where they discuss the common issues of the various countries’ Red
Cross societies.
J.H.Dunan – first time in the world, had been awarded the Nobel Peace Prize in 1901 to honour
his activity and efforts relating to the Red Cross. This recognition ( the Nobel Peace Prize) has also
been granted to the International Red Cross (Comité International de la Croix Rouge) in 1917, in
1944 and in1963. The Nobel Peace Prize had also been awarded to George Catlett Marshall – the
president of The American Red Cross society.

Symbols of the Red Cross
Symbol of the red cross had officially been recognized in 1864, in Geneva, one year after the
foundation of the Red Cross Society. The emblem is based on the Swiss flag using inverted
colours. On the basis of the Geneva treaty the red cross symbol can be used only in the following
instances: institutions involved in the management of wounded or ill soldiers, The medical
personnel of various armies, military vicars, priests, Red Cross organizations and 182 national Red
Cross societies and the Red Crescent society.
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The Red Crescent was used first during the armed clash between Russia and the Ottoman Empire
(1876-1878). The symbol has officially been recognized in 1929 and since then by 25 Muslim
countries.
The third emblem has been recognized and accepted on the 8th of December, 2005. Its official
title is the ‘third protocol emblem’, but informally it is named the Red Crystal (a square standing
on its tip). Of the 192 member countries 98 voted for, 27 against (chiefly Muslim countries, Cuba,
North Korea, China) it and 10 refrained. The new symbol was planned in order to be easily
recognizable and acceptable to all the people coming from different cultural backgrounds,
regardless of their religious faith. Within their countries the national organizations may use
either of the acknowledged symbols, either these or their combinations embedded in the red
crystal. In the past years the use of several other symbols (red swastika, red mosque, red star of
David, red lion and sun, etc.) has been considered, however their permit was not granted.
The Hungarian Red Cross
In our country prior to founding of the Red Cross society examples of humanitarian attention and
good deed were already present. At the time of the fight for freedom and independence, upon
the appeal of Zsuzsanna (Susan) Kossuth, the younger sister of Lajos Kossuth ( in 1848-1849)
thousands joined the field-hospitals to offer helping hand in the care and nursing of the wounded
soldiers, all over the country. In 1878 when the Austro-Hungarian Monarchy’s troops occupied
Bosnia-Herzegovina the already active and functioning Hungarian Charitable Women’s Society
initiated a campaign aiding the fighting soldiers and their families at home. They initiated a relief
campaign under the name of Women’s Central Charity Organization. Seeing their success they
decided to extend the collection over the whole country. In accordance with the Geneva
Convention they worked out a detailed Constitution and on its basis the Hungarian National
Charitable Women’s Society has been founded on the general assembly, held on the 27th March,
in 1879. Amongst others it was upon the initiatives of this Women’s Society that the volunteer
and professional nurses’ training had been started. By all means they should be considered the
forerunners of the Hungarian Red Cross, rightly.
In1881 the Hungarian Saint Crown Countries Red Cross Society was founded. The central
committee notified the International Red Cross Board of their being founded and application for
admission to international bonds has been filed. The International Red Cross Board
acknowledged, announced and granted the functioning of the Hungarian society on the 20th
January 1882. The Hungarian Red Cross became a member - having equal rights- of the
international movement. Since its foundation the Hungarian Red Cross is at work continually.
Since 1919 it is also a member of the International Alliance of the Red Cross and Red Crescent
Societies.
Functioning of the Hungarian Red Cross is determined by the Constitution (the first constitution
of the organization has been acknowledged by Francis Joseph I.).
In 1993 the Hungarian Red Cross has been codified (the XL-th law of 1993).
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Besides others the law states:
“The Parliament, based on the Geneva pact (signed on the 12th August, 1949.), in order to protect
war victims, with the inclusion of the additional records I. and II.(signed on the 8th June, 1977.) as
well as the acknowledged constitution ( accepted in 1986) of the International Red Cross and Red
Crescent societies’ in their spirit codifies the following law:”
2.Paragraph(1) The Red Cross –within its basic function- is bound to perform the following tasks:
a.) In case of war it participates in the rescue of war victims , keeps records of the victims and
prisoners of war, for those in need or their relations – provides information, provisional
monetary or allowances in kind- help
b.) In case of natural disasters or other types of disaster explores to track down the personnel in
need, providing them provisional support or assistance, in case of need legal aid, operates relief
teams to save the victims
c.) Operates services searching for lost people
d.) By creating and maintaining provisional/temporary shelters and via other ways contributes to
assistance for people seeking asylum and the refugees, promotes their earliest possible return
home by helping in providing the facilities, health education, organization of home-care services,
first-aid education, and by contributing to saving life, sanitary regulations –using all the available
and accessible tools and means
e.) Organizes the attendance of voluntary blood donors and participates in the development of
blood collection and blood banking system
f.) In case of needy, upon demand –provides social assistance, on the basis of regulations laid in
the constitution

The International Pharmaceutical Federation (FIP)
The idea of the International Pharmaceutical Federation arouse first in 1910, in Brussels, where
an international congress was held for pharmacists. The participants of the congress made a
decision that in the near future a continually functioning international organization should come
to existence. The Hungarian pharmacist Ottó Koritsánszky was among the members of the
preparatory commission. After such preliminaries the first, continually functioning
pharmaceutical organization was founded, aided by the Dutch government - in 1912, in Hague
(the Netherlands) called the Federation Internationale Pharmaceutique (FIP) or International
Pharmaceutical Federation. The French abbreviation for the federation (FIP) is used extensively,
worldwide. Its headquarters are even nowadays in Hague, the basis of its legal functioning is
provided by the Dutch law and jurisdiction. At the time of its foundation the FIP aimed at
building up the international pharmaceutical links, ties with giving special attention to
standardized training of the pharmacists and the pharmacological studies.
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Its present task is summarized in the constitution as follows: “Improvement in the practice and
training of the pharmaceutical science and sharing of the results and experiences by the
member-states”. Mission of the FIP is the representation and service of pharmacology and
pharmaceutical science, worldwide.
Tasks of the FIP:
-

connection with the World Health Organization (initiation of mutual programmes)

-

announcement of the scientific and practical results of pharmacology

-

continuous study and follow up of the pharmacist-training and its standardization

-

harmonization of the creation of pharmaceutical law/rules

-

development of pharmacological sciences

-

expressing opinion and advising on pharmaceutical questions

-

organization of international conferences, congresses

-

working up the resolutions and results of the various meetings

-

collaboration with other organizations

-

assisting, sponsoring other pharmaceutical organizations

-

preparation and publishing of proceedings.

To attain its goals the FIP:
-

organizes congresses and upon the proposal of the Board of Pharmaceutical Sciences or the
Board of Pharmaceutical Practice sponsors those national conferences which have
connections to pharmaceutics

-

enhances, develops the activity of its departments and groups of special concern

-

cooperates with other professional organizations

-

publishes papers, operates home page on the internet – in order to enhance contact
between its members

-

functions as an information centre

-

promotes and emphasizes the increasing role of pharmacists in the field of public health

-

creates various regulations, related to its field
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Good Pharmacy Practice (GPP):
The International Pharmaceutical Federation has several distinguished topics. Among these Standards for Quality of Pharmacy Services is of special importance (Standards for quality of
Pharmacy Services) –as it incorporates the guidelines of Good Pharmacy Practice which have
been accepted by the FIP Congress in Tokyo , organized on the 5th September, 1993.
The guideline makes suggestions for the international organizations in relation to: health
promotion, drug supply, use of medications, therapeutic equipment supply, self medication by
the patients, analysis of the drug prescription practice.
Mission of the pharmacy-work is to ensure a safe and high-quality medicine-dispatching and also
that that the patients use the medicines appropriately.
Requirements of the Good Pharmacy Practice:
-

the pharmacist must – under all circumstances – observe the patients interests

-

basic function of the Good Pharmacy Practice is the dispatching of the medicine, and along
with it the appropriate information given regarding its use and also presuming the
monitoring of its efficacy

-

the Good Pharmacy Practice also assumes a rational and cost-effective consultant activity
pertaining to the prescription of the drugs

-

the Good Pharmacy Practice takes it for granted that each element of the pharmacist’s
activity is in a complete harmony with the general condition and the needs of the patient and
the communication had been carried out appropriately and efficiently.

FIP members
FIP has full members, supporting, honorary and corresponding members.

-

-

Full members are the various countries’ pharmacological associations, societies,
representatives of the chambers of pharmacy (from Hungary, the Hungarian Pharmaceutical
Science Society-since 1912 and the Private Pharmacists National Association –since 2006 are
the members of the Society).

-

Supporting members could be either individuals, various associations or organizations,
moreover trading or manufacturing plants which sponsor and support FIP’s functioning and
reaching its goals

-

On the basis of the FIP Council’s proposal the General Assembly could choose honorary
presidents and members amongst the previous presidents or members with prior
outstanding service

The corresponding members, too are chosen by the General assembly upon the proposal of the
Council, from pharmacists of countries not having mutual pharmaceutical relations with the
Association.
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At present FIP has 4500 individual members (Individual Members) and 121 pharmaceutical
associations, societies – from more than 80countries. Usually 4000 members attend the yearly
organized congress (here the latest results of all pharmaceutical and pharmacological sciences
and branches are disclosed). Besides the congresses the FIP organizes bi-yearly global
pharmaceutical conferences where it gives an account of the performed work and tasks as well
as allows for a wide scale discussion of the upcoming and existing problems.
Constitutional organization of the FIP:
Head of the association is the president, whose work is aided by 9 vice- presidents and a
secretary-general. The specific vice-presidents are responsible for partly the execution of the
tasks as well as keeping in contact with the pharmaceutical organizations of the different
geographical regions. The Bureau is comprised of 15 members and includes the President of the
FIP, the vice-presidents of the FIP, the secretary-general of the FIP, the President of the Council
of the Pharmaceutical Sciences, the President of the Council of the Pharmaceutical Practice, the
secretary in charge of the scientific organization, as well as the official clerk of the organization.
The Executive Committee- comprised of the president, secretary-general, the official clerk and
the secretary in charge of the scientific organization- is responsible for arranging the daily routine
work and the organization of the presidential and council’s meetings. The concepts, suggestions
of the presidium are forwarded to the Council for discussion and passing of a resolution. The
council, besides the presidential members includes presidents of the sections and one delegate
person per pharmaceutical society of each member country. Several organizations (WHO, IPSF,
EUFEPS, etc.) participate in the work of the council as observers, unqualified to vote. The
presidency holds meetings thrice yearly whereas the council once yearly. The secretariat
operates in Hague, in the FIP headquarters and the secretary- general is held responsible for its
work. The Council is the parliament of the world’s pharmacists. Its opinion and resolutions give
helping hand to some member countries regarding the development of pharmaceutical science
and practice. Each member of the council holds a qualification to vote. Officials/executives have
a right to one vote each, whereas the delegates of the countries may have more vote
qualifications depending upon the number of the members (thus, Hungary at present with its
registered 1200 members-possesses 6 vote qualifications).
The FIP has 10 functioning sections at present:
-

Public/General circulation Pharmacist’s Section

-

Hospital Pharmacists’ Section

-

Military Pharmacists’ Section

-

Academic Pharmacist’s Section

-

Herbal Pharmacist’s Section

-

Pharmaceutical Industrial Pharmacist’s Section

-

Authorized Medicinal Controlling Section
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-

Drug-issue Organizational Section

-

Pharmaceutical Information Section

-

Clinical Biological Section

Besides the sections in order to operate special fields, special working teams were organized:
-

Biopharmaceutical-pharmacokinetic Division

-

Biotechnological Division

-

Pharmaco-epidemiological, pharmaco-economic Division

-

Radiological Pharmacists’ Division

-

History of Pharmacology Division

FIP is the most comprehensive organization of practical and scientific pharmaceutics, delegates
attending its congresses and other programmes represent and act on behalf of approximately
half a million pharmacists.
Official languages of the FIP are: French, English, German, Spanish, Russian but is some
committees and at the time of the presidential sessions the working language is English.
In the foundation, organization and development of the FIP Hungarian pharmacists and
pharmaceuticals have imperishable merits. Ottó Koritsánszky, director of the Hungarian
Pharmacists’ Society took part in the preparatory work of the foundation. In order to honour his
outstanding work in the preparatory phase of the foundation he had been elected the vicepresident at the time of the first FIP presidency.
Full members (86)

Honorary chairmen (2)

Associate members (4)

Honorary members (7)

Supporting members (5)

Individual membership (4000)

Collective/public members (46)
Pharmaceutical Scientific Corporate

Pharmaceutical Practical Corporate

Specific areas of interest:

Sections:
public/general circulation pharmacists’

bioequivalence/BH

hospital pharmacists’

biotechnology

pharmaceutical industrial pharmacists’
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pharmaco-epidemiology

authorized pharmacists’

pharmaco-economy

academic

radio-pharmaceuticals

laboratory and drug-controlling
military and catastrophe-related
pharmaceutical informative
pharmacognosial clinical biological

Council :

The secretary-general, the chief of
Office

Executive Board :

the Executive Board and all ex officio

Pharmaceutical Scientific Corporate:

members of the FIP organisations
having no qualifications to vote

FIP Management Corporation
!!!! Members of the Management Corporation are: the Information-Manager (IM), Membership
Manager (MM), Congress Manager (CM), Executing Editor (EE), Congress Assistant (CA),
Executive Secretary (ES), Financial Administrator (FA), and the Secretary (S).
The Hungarian pharmacists henceforth, too have actively participated in the work of the FIP,
delivered lectures on the congresses, undertook tasks in some sections. This is the reason for
their being elected into various councils of the association. One of the FIP vice-presidents was
Károly Zalai doctor, Professor, between 1976-1984, later Zoltán Vincze doctor, Professor
between 1992-2000. The Public/General Circulation’s Pharmaceutical section’s board member
was Zoltán Écsy doctor, later Antal Samu doctor. President of the Herbal Section was Péter
Tétényi doctor, later Jenő Bernáth doctor. Besides the already mentioned names, definitely
noteworthy are:doctor Antal Bayer, doctor István Bayer, Jenő Lázár, doctor Károly Nikolics,
doctor György Kedvessy, who did extremely lot for the promotion of the relations between the
Hungarian pharmaceutics and the FIP.
The Hungarian Pharmaceutical Association has accepted and won the right to organize the FIP
congress in 1984, in Budapest. Within the programme of the Congress the “Pharmacists’ General
Assembly” was of outstanding importance, arousing public interest , which put forward the
“declaration” approved by the FIP, and later in the history of the FIP and the world’s
pharmaceuticals had been referred to as the “Budapest Declaration”.
The Budapest Declaration states (amongst others):
-

“The medicines and medical products should not be considered as simple commercial goods
as they are much more complex, and constitute an important part of the public health.
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Only the professionals/experts are in the possession of the appropriate knowledge regarding the
medicines, medicinal products, their composition, their manufacturing, their storage,
distribution, effects and side effects, as well as the drug to drug, drug to food interactions, etc.
Only these professionals are suitable to convey the required information and advice to the
patients who could receive the medicines upon prescriptions or buy them according to their own
conception.
The pharmacists are those professionals who are in possession of the required information
pertaining to the medicines and medicinal products, increase their knowledge continually by
practice and keeping of the knowledge up to date.
Consequently the FIP would like to remind the governmental and non-governmental, national
and international organizations, that it would be of their as well as the society’s interest - to
involve the pharmacists and consult them - as and when they are called upon for help in sorting
out the questions of medicines and medicinal products.”

International Pharmacy Students Federation – IPSF
This is an international youth organization, functioning independently as the alliance of 70 countries’
scientific and protecting of the interests association, under the auspices of and sponsoring by the FIP.
It organizes yearly congresses in various countries in the world (In 2001 Budapest had the
opportunity to host the young pharmacists of the world). Qualified pharmacists younger than 35
years of age, holding a diploma – could be the members.
Aims: acquiring experience in preparation of scientific works, working up of pharmaceutical training
improvement issues, exchange trips, organization of exchange practical trainings. Our country is
represented in the work of the Organization, too.
Its headquarters are in Hague, at the FIP headquarters.

The European Forum of Pharmaceutical Association and WHO – EuroPharm Forum
The European Regional Bureau of the European Pharmaceutical Associations and the WHO has been
founded in 1992 with the aim of establishing a connection and long term cooperation between the
pharmaceutical organizations of the various European countries and the World Health Organization:
-

on the one hand, by strengthening of the ties between the pharmaceutical societies of
the various countries, on the other hand between the pharmaceutical organizations and the
WHO

-

by improving the health status within the European region

-

by assisting the health endeavours and guiding principles of the WHO’s European region

-

by integrating several points of the WHO’s “Health for All by 2000” aim into the basic and
postgraduate training (as we know it by now, this programme could not fulfil the hopes,
there is still plenty of work to be done even nowadays!).
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-

and by preparing of the standpoints regarding health problems for the Forum’s meetings.

The EuroPharm Forum puts in increasing efforts into solving of the health problems, specifically
in the following:
-

reasonable use of medications, medicines

-

providing of medicine-related information to medical personnel, patients and the society

-

advertisement and providing of information aiming health-protection

-

prevention of diseases and accidents

-

quality assurance

-

unexpected adverse effects

-

drug-utilization studies

-

cooperation between medical personnel

-

organization and control of pharmaceutical service

Within the above mentioned –main areas of work at present are: diabetes, fight against smoking,
hypertension, study and evaluation of medicinal use.
Based on the Forum’s constitution each member country can post seven delegates to the
meetings. The Forum holds meeting once yearly, every even year in its headquarters in
Copenhagen (it houses WHO’-s regional office, too). The executive board’s (president, vicepresident, treasurer and 4 members) term runs out every second year thus each meeting held in
Copenhagen includes re-election of the board. In the foundation of the EuroPharm Forum,
Hungarian pharmacists have outstanding, undying merits. The Hungarian Pharmaceutical
Association is one of the founding and most active members of the Forum.
(First vice-president of the forum, between 1992 and 1994 was doctor Zoltán Vincze university
professor. )
By their own right , the Hungarian Private Pharmacists’ National Federation and the Hungarian
Pharmaceutical Chamber are both the members of the Forum.
Working language (as well as the official language) of the Forum is the English.

European Federation for Pharmaceutical Sciences (EUFEPS)

The European pharmaceutical organisation was founded in 1991. Hungary played a major role in
its foundation, the Hungarian Pharmaceutical Association being one of the founding members. In
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the first presidential tenure Hungary has been represented by doctor Károly Nikolics – the then
former president of our society.
Organisation of the Federation aimed at emergence of such a coordinating scientific association
that would deal with actual- up-to-date questions, and current problems of the medicalpharmacological practice. Major tasks of the Federation include the continuous observation and
follow-up of the world’s pharmaceutical industry, the training of the pharmacists as well as
analysis of tendencies and providing of the necessary aid.
The Federation publishes a scientific and a news periodical. It organizes biennially conferences (
in 1993 Budapest hosted this conference ).

European Association of Hospital Pharmacists
Thought of necessity of this organization has been raised in 1969. In 1972 with the inclusion of
six European countries’ hospital pharmacist delegates the association’s constitution has been put
forward in Hague. Year by year, more and more European countries’ hospital pharmacists
associations joined the association. Today 23 countries are members and it represents more than
17000 hospital pharmacists. The Hungarian Pharmaceutical Association’s Hospital Pharmacists
Association was among the first, within the Central-Eastern European region to join the association,
in 1991.
Aims of the association could be determined as follows:
-

improvement of hospital pharmacy, development of an uniform European hospital
pharmaceutical doctrine

-

strengthening of the position and the role of the pharmacists within the hospitals

-

improving the contact with the European co-organizations.

The association holds yearly meetings where the member countries’ hospital organisations send
two-three delegates. Since 1997 a yearly scientific congress is organized.
The association has its own journal, which is sent to all member countries ‘ pharmacist

European Society of Clinical Pharmacists
The Society is a non-profit organization comprised of individual members. Its chief activity is the
fulfilment of the mission defined by the clinical pharmaceutics. Its scope of activity goes beyond
Europe, which is shown by noting 53 members from various countries.
Mission of the clinical pharmacy is: “clinical pharmacy is such a medical branch which determines the
functions of clinical pharmacists, the services - that enhance the safe, economic, rational application
and use of medicines and medicinal products and promotes the possible related opportunities in
relation to individual patients as well as community-wise.
In order to achieve the goals:
90

-

provides a forum for the latest and new know-how, knowledge and directions of
development in the field of clinical pharmacy,

-

promotes acknowledgement of clinical pharmaceutical services, provisions and values

-

gets involved in the clinical pharmaceutical education and training both at the graduate and
postgraduate levels

-

organizes multicenter trials in the field of clinical pharmaceutics

-

edits proceedings relating to the questions of clinical pharmaceutics. “
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6.The organization of drug supply in Hungary

The main task of the drug supply towards patients, outpatients and hospitals is a logistic one: the
appropriate drug should be delivered at an accepted quality and promptly to the predetermined
place and in time for the appropriate user/consumer. To fulfil this logistic challenge a tight
cooperation is necessary between the drug makers (factories), wholesalers and pharmacies.
The pharmacies should build up and keep a good contact on contract base with the wholesalers.
They have to provide appropriate storage capacities and objectives and they have to let an
information system work in order to provide a cost-effective supply structure.
The connections of the pharmacies to the wholesalers are usually acceptable and incentives of the
wholesaler to distribute are also good. In spite of these, the organisation of their own logistic system
(of the pharmacies) needs precaution because of the:
high variability of the drugs, the need for special circumstances for storage, the high costs of stocks
and stockpiling and mainly the rapid changes in the ordering habits and reimbursement of the drugs.
The pharmacy has to take into consideration the geographical position of the wholesalers, their
abilities to supply and the profitability as well.
The changes in the factors influencing the costs regarding the logistic tasks are very frequent. There
were significant improvements in the services of the wholesalers. With the introduction of
informatics-connections between them, it was made possible for the pharmacies to get a rapid
acceptance of the orders, also to improve the storage technologies (which are now automated) and
allow for the transport of the drugs even several times daily. The payment deadlines are wide and
the other services of the wholesalers are also very important: the annihilation of the trays etc.
However the pharmacies should manage more and more new drugs. There were approximately 1000
specialities in drugs in the last decade of the previous century. In the middle of the first decade of the
21st century 6000 specialities were available, without including the homeopathic drugs and a similar
amount of other products of the factories are present and available for trade having a marketing
authorization. The volume of the turnover is more or less permanent every year (the variance is few
per cent yearly plus-minus), which equals to sales of 300 million boxes of drugs, representing a
smaller turnover per item.

The tasks of the drug supply
To supply drugs (as products)
The number of the article- elements increase continuously besides an unchanged volume of
turnover, resulting in increasing costs in storage and managing. It is important to notice that about
20 % of the sold items result in the 80 % of the total income and the 50% of the stock is 4 % of the
sales (Fig. 17).
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Figure. 17. The relation between the sales and number of products

Therefore the cost-effective storage is of special importance. The improvement in stockpiling may be
the result of the exact knowledge of turnover of items in the store. It helps when we know the speed
of rotation and the number of rotational days. If we divide the sales of the given period with the
average of the stored items, this gives us the speed of rotation. When we divide the average stock of
a given period with the average daily sales, we have the number of rotational days.
The price of the stock represents a high rate of the total costs of the pharmacy. The high level of
stocks in not economical, whereas the low levels may create problems in supply. These prices include
the costs of storage, the overstocks, the supply and the lack.
The costs of storage include the maintaining of the store, moving of the items, the special
circumstances/requirements (cold room, protection against light, etc.), administrative costs, storagelosses, etc. plus the costs of expiry, price decrease, insurance, etc.
We pay less attention to the supply-costs, which include: the sending of an order, moving, transport,
the quality control, implementation, administration and general management costs.
The costs of the lack are taken into consideration even less frequently although these costs may at
times be tremendously high. The costs of the lack include the missing surplus and margin, the
additional cost of the more administration, the prices of extraordinary ordering, the price of losing
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the good-will. These generate extra expenditures at the level of the wholesalers and the patients as
well (he/she has to return, or choose another pharmacy, or delay the starting of the treatment).
The pharmacies should manage a classical cost-conflict during their logistic work: when they
decrease the cost on one side, it may generate plus costs on the other site. Therefore all the prior
mentioned factors should be handled in such a way - that an equilibrium could be maintained
between storage, supply, lack, etc.
In order to optimize the stockpiling system, the pharmacy should decide its preferences. It may start
to focus on cost-minimization, but another task could be the capital-decrease or improving of the
function. It may prefer the maximal fulfilling of the demand, or maximal quality besides a minimal
expenditure. Sometimes every stock- activity is subordinated to fulfil the demands. The decision
depends on the capital, on the prescription of authorities, the size of the stock, etc. etc. To elaborate
the best strategy, the pharmacy should know all the characteristics of the system, its complications,
limitations, the product’s characteristics (expiry, special storage, replacement etc.), the turnover and
the degree of organization. It is important, that the increase of costs shows exponential rise with the
degree of fulfilment of requests.
The decrease of the operational costs needs a computerized stockpiling, using modern programmes
to order and to let function the integrated system of logistics. The management of logistics is similar
for almost every product but the drugs represent some special, non-logistic request against the drug
supply system.
Besides the cost-effective functioning of the stock system, by the order of law and authorities, the
pharmacy should keep a definite amount of predetermined quantities of certain drugs (as obligatory
stocked drugs or for the exchangeability/replacement). A usually repeated problem, generated by
the authority regarding the changes in prices and reimbursement, which in turn generates a transient
increase of sales, sometimes causes disturbance in the supply and later results in big frozen stocks in
the pharmacies and with the wholesalers.

To provide the information
According to the well-known definition, drug is equal to: product plus information. Therefore the
drug supply system should not only provide the product but should also give sufficient information
regarding the non-risky use of the drug. The information should also cover (besides the
characteristics of the drug) the price and replacement possibilities as well.
Within the frames of the self treatment the pharmacist should help the patient to choose the proper
drug, to prevent the interactions and side effects besides sending him/her to a doctor, giving advises
for changes in the life style, etc. In order to be able to fulfil the requests of these tasks the
pharmacist should have an excellent professional skill and should know the decision mechanisms of
the customer.
The pharmacies were faced with a new demand in the past years, i.e. a widening activity in
participation in prevention, in recognition of some chronic diseases and driving the patients into the
right place of the health providing system.
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These activities are not simply information-providing activities on the pharmacist’s side since he/she
should pay an attention to the addressed party, the receiver of the information as well. It is not
enough to create such circumstances which make the patient just informed, but we also have to
convince the patients about the necessity of cooperation (compliance) and help them to follow the
right activity coming from an internal persuasion (adherence). These need not only professional
knowledge but psychological and communication skills as well. The information should be correct
and well-based. Above the role of a drug expert, the pharmacist should know the administration,
should have some economic and ethical knowledge and should be informed regarding the demands
and habits of the patients as well.
To provide all the objective and information objectives of the pharmacy with the appropriate
headcount calculated to the turnover, the institution should recognise its cognitive services as costs.
Since 2007 the architectural objects of the pharmacy function as places for advising prior to making
the decision to buy. The patients should be informed on the price and level of reimbursement of the
various substitute-drugs as well as regarding the OTC drugs. All these of course do not exempt the
pharmacist from building up the personal contact and providing of the information.

To provide products, other than drugs in the pharmacy
It is not an obligatory task for the pharmacy to sell therapeutic equipments, herbal medicines, food
supplements, cosmetics and others, but at present almost all pharmacies participate in the
distribution and sale of these products according to their local requests, professional philosophy and
architectural fundamentals. These products are mainly provided by the wholesalers, but the majority
of the pharmacies buy these products through specialized and preferred sales-channels of the
manufacturers using individual transporting. The so-called AUV drug needs the special permission of
the Ministry of Agriculture. The merchandise of the therapeutic equipments needs special
knowledge. It is a stipulation of selling some special products to provide the possibility of local
change and probe and this knowledge needs special postgraduate training.

The main characteristics of the supply of drugs
In order to clarify the tasks and objectives of the drug supply for the public, a substantial knowledge
is necessary regarding the surroundings, with a special reference to those areas, which may influence
the supply and its opportunities. The players on the market are very important, including the
manufacturers, wholesalers, health providers, physicians, the insurance fund and the tasks and
duties of the government.

The drug industry and the drug supply
The Hungarian treasury of drugs is the product of approximately 200 factories (mainly outside the
country in US and EU) being a member of multinational companies. Companies with local
manufacturing basis are mainly legal successors of the traditional Hungarian drug industry. We take
them into consideration as Hungarian factories but their owners are mainly foreign. The
representatives of the top 10 companies determine the local drug market. The foreign drugs occupy
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75% of the total local market. Thus, the drug supply in the country fits into the world market and the
changes on the world market thence influence the Hungarian situation.
The horizontal integration of the drug industry is a result of the globalization and is necessary for the
capital-request of the research. It results in a gradual decrease in the number of the participants,
whereas on the other side the power of enforcement of interests increases. It resulted in a
substantial change in the rate of the ex-factory price and trading margin from 70:30 in 1993 to 80:20
in 2006 because the industry could increase its power of position against the other players of the
market.
The drug industry has a big role in the integrating processes as well: it increased its market-share in
the wholesaler’s by buying wholesalers and created their own whole-sales activity. The aim for this
was to increase the margin and to provide secure channels for the distribution of their own products.
The very powerful marketing activity is another main characteristic of the industry from the point of
view of the pharmacies. The industry considers the pharmacies not as a target group only but as a
cooperative partner besides the doctors and wholesalers. Therefore the elaboration of the marketing
activity of the pharmacy (which is more or less independent) needs a serious consideration for fitting
it to the marketing of the producers (taking care to observe the ethical rules of course). This will
result in cooperation in the marketing with the factories.

The wholesalers and the pharmacies
The power of capital and enforcement of interests is bigger in case of the wholesalers as compared
to that of the pharmacies. The wholesaler’s activity is bound to multinational wholesalers and the
pharmacies get attached to their interest-circle very rapidly. The wholesalers were the subject of
governmental regulation of profit margin between the years 1993-2006, but in spite of the sharp
market champion they could realize their interests against the pharmacies: the decreases of margins
were shifted and passed on to the pharmacies. The horizontal and vertical integration is
characteristic to the wholesalers as well. Whereas approximately 68 companies had wholesaler’s
permission in the middle of the ’90-s, 90% of the total wholesaler’s activity was performed by only 4
wholesaler companies, in the years 2005-2006. The wholesalers wanted to involve the pharmacies
into their interest-circle, because they did not have enough capital to create a manufacturing activity.
The laws did not permit the driving of the pharmacies to the wholesalers. The 54th law of 1994 (the
law regarding pharmacies) forbid the direct pharmacy ownership by the wholesalers. In spite of this,
very significant pharmacy-chains have been created, which had a partial ownership in wholesaler
companies. The status quo had been approved and the facilitation of further integrations was
permitted by the 98th law of 2006 (it was the law regarding drug economy): only the notification to
the Authority was necessary. The interpenetration of the ownerships of wholesalers and pharmacies
resulted in a multiple-, strategic-, and other cooperation between the participants.

Other participants on the drug market and the drug supply
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We have to take into consideration the alternative ways for distribution through the analysis of the
environment of the drug supply. The law of 98/2006 made possible the distribution and sales of the
drugs out of the pharmacies under definite circumstances: i.e. determined the objectives (a) they
should be OTC and self-diagnosis is possible and (b) the side effects are not dangerous even in case of
overdosing. A ministerial order dedicated those groups of drugs which fulfil these criteria and it had
been published on the website of the National Institute of Pharmacy. The permission of the factories
for this was unnecessary. The distribution being out of the pharmacy needs a permission of the
regional Chief-Pharmacist of the National Health Service (ÁNTSZ). The law does not exclude some
types of shops from the sales, therefore ad absurdum an agricultural-, or a veterinary shop may sell
these products. The personal and other objectives are determined in the order. The obligatory
service for information may be printed or electronic. The out-of-pharmacy marketing of drugs has
broken the monopoly of the pharmacies and resulted in the emergence of new participants on the
market. It generated new techniques for information and tools of marketing and new supervision.
The safety of the drugs appeared in a new dimension, which needs not only the maintenance of the
quality but also implementation of activities against counterfeiting and falsification. This has an
effect on the pharmacist-patient confidentiality.
The e-marketing on internet is possible for part of the drugs only, but the rate of channel is not big at
present, however later it may influence the actual practice of pharmacy. A new channel is the direct
transport of the drugs to the patient, but this depends very much on the professional requests, legal
environments and financing. The direct transport and e-marketing may be connected (but increases
tremendously the sales of falsified products).

Doctors, patients and the supply of drugs
The physicians are traditionally the oldest partners of the pharmacists. The relations to them are
changing and new dimensions had opened up in the cooperation. The main role in this was the
development of self-care (in this case the patient visits first the pharmacist), the putting of the value
of the pharmacist’s activity with the replacement and pharmacy care.
The representation of the interests of the patients is the weakest (it is shown by the gradual increase
of loads of the patients): the pharmacist has an ethical duty of utmost importance i.e. to help the
patients in this issue using every possible method. The trade-fidelity, the reduced rationales in buying
decisions and low price-versatility are characteristic of the market-habits of the patients. The
tendency is to increase the consumer-consciousness, by increasing the role of health-maintenance
and prevention, and with the spread of wellness and fitness. These changes act through the
marketed products, the so-called ‘nutraceuticals’ (nutrient-supplements) and cosmetics.

The Social Insurance and drug supply
The social insurance (OEP, MEPs) is based upon a contract between the rules of reimbursement and
the pharmacies. The aim of this contract is the marketing of publicly financed drugs with a social
reimbursement. The reimbursement is assigned by the doctor and the patient receives the drug with
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reimbursement in the pharmacy, thereafter the pharmacy gives an account post hoc to the box office
of the social insurance. The drug reimbursement takes place by using public financing, the OEP and
MEPs have the right to control the objectives of the reimbursement on the receipt, in the pharmacy,
at the doctor’s level and with the patient as well.
The social insurance determines itself as “the biggest consumer”: notwithstanding the “critical”
situations when a true market bargain is necessary with the participants on the market, and they
solve their problems by the means of power, legal strongholds, etc. Another characteristic feature of
the relation of the social insurance and the pharmacies is that the social insurance considers and
treats the pharmacies as “service-givers financed by the social insurance”, which is not the true,
because the patients are insured and reimbursed by the social insurance but not the pharmacy! The
interests of the owners remain unobserved frequently because the Social Insurance Fund faces very
rarely the real owner’s interest in the field of health service, as most of all the health service
providers are owned by self-governments. The social insurance has a monopoly power over the
pharmacies within the legal frames at present and the manifestation of its will has no limits i.e.
endless. One positive issue is, that the social insurance should have and sign a contract with every
pharmacy since 2007.
The role of the State is discussed separately.

The reasons and methods of the regulation of the market
The drug market should function under regulated circumstances independent of ethical or
commercial based models. The necessity of regulation could be investigated from the following
points of view: (a) drug), (b) drug market, (c) public expenditures, (d) patient.
In order to elaborate the structure of drug supply the expectations of the patients should be taken
into consideration first. Apart from these expectations there are social and political ones as well.

The characteristics of the market regulation
The presence of monopoly and oligopoly are characteristic features of the drug industry. Therefore
the price champion is limited. There are also asymmetries in the information-supply regarding all the
participants. The European societies are characterized by equity and justness and among the services
of the public service the reimbursement of drugs plays a role. The society aids the availability and the
provision of the drug for the socially impaired people (SIP). It shows a decreasing tendency (it was
90% in general in the ’90-s and it is around 60% at present). Due to the reimbursement and free
services for SIP the insensitivity to expenditures is characteristic. Due to this, the danger of misuse
and overutilization of the drugs is real. Through buying a drug a functional request of the patient is
fulfilled. The sensitivity towards prices would be decreased by the fact that neither the doctor, nor
the patients pay a full price, but the insurer pays. Thence it is not the decision of the patient, but the
decision of the doctor is carried out by buying a drug. By the introduction of the fixed reimbursement
or fixing of a price-limit or sanctioning of the doctor, the social insurer would like to increase the
price-sensitivity of the participants. It is important to note (“the deformation of choice”) that living
under more worse social circumstances would result on the average in more and more health
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problems, requiring more and more services and drug reimbursements and at the same time the bad
income makes it impossible to pay for the services and insurance.

Decision-making of the buyer and the regulated market environment
The most important characteristics of drug buying
The under-, and overutilization, the misuse have a direct risk on the health, but the appropriate
practice includes the risk of side effects, allergy etc. Therefore the decision of the patients is
prepossessed.
The doctors and pharmacists should know almost everything about the disease, treatments, drugs,
complications, economic factors, etc. but the patients do not. Therefore he/she does not have
enough information to make the decision at the time of buying the drug. In case of OTC drugs the
number of choices, knowledge limits are low, in case of on-prescription drugs the decision is passed
onto the doctor. The doctor decides, in case of a reimbursed rug, the insurer pays and the patient
only buys. The final user is the patient whose decision is highly influenced by the doctor, pharmacist
etc. The patient follows the decision makers. The patient is characterized by trade-fidelity, follows
musters and the decision is based on the past history. At the time of buying the drug the patient
satisfies a rational request and he/she does not pay for emotions, illusions, etc.
Summarizing the patients buy a drug under a situation having limited rationale which should be
taken into consideration during the regulation. This market has a relatively high public financing, thus
the solidarity, equity and others need a special regulation. The following steps are highly indicated:


regulation of the market (advertisement-, prices-, and distribution)



putting down the role of the State (regulatory, approval, controlling and sanctions)



the financing should be based on solidarity



enough education, information



increased responsibility of the pharmacist

Regulations and the role of the State
The rights for enterprising, the free competition, the right for free choice of job are constitutional
rights with the right for health and health services. One constitutional right may be limited only by
another constitutional right, and all limitations should be fixed by laws. Joining to the European
Union limits the national sovereignty because the “common law” may overwrite the national law in
spite of the legislation regarding the health being national and every member state is sovereign in
this matter. It is widely accepted in the Union, that difficult regulations limit the efficacy of the
markets and that the protection of the consumers should be done in a better form whereas the
monopoly should be dissolved.
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The domestic regulations are highly influenced by the neoliberal dominance in health politics and
economy which is realized not only against the companies coming from abroad, but against the
national ventures as well. Therefore the protection of small and medium enterprises is important
from the point of view of health policy. The neoliberal contemplation suggests that the most
effective is the free market, each border disturbing the market’s efficacy. The result of this
contemplation is the liberalization, privatization and deregulation. Other economic schools state that
the free competition with no limits causes more damage than good, because following of the selfinterest collectively in the economy does not result in a social good. (The “invisible hand” does not
work). This is highly true of those markets, where big differences are present in the powers of
enforcement of interests of the players on the market. There is a big asymmetry in the information
and finally- the resources are not capable to accomplish the requests.
These regulations highly differ in the different countries. There are countries where the
governmental regulations are dominant, they regulate the funding of pharmacies or limit it according
to the geographical-demographical issues. The pharmacy enterprises are managed as existenceenterprise of the pharmacist, the drugs are marketed through pharmacies only (ethical model),
whereas there are countries, where the OTC drugs are marketed out of the pharmacies. No limit is
set for funding of a pharmacy and every model is allowed for the pharmacies (it is the commercial
model). In Hungary, the ethical model dominated until 2006. Since 2007 the commercial model was
used: according to the professional organisations, the ethical model is less expensive and more
secure than the commercial one. Since 2010 the regulation had turned back to the ethical model.

Social responsibility in drug supply
Recently, due to the market liberalization, deregulation privatization the trade unions became weak
and the governmental services started to get privatized. Due to the globalization, the importance of
state-borders decreased enforcing the power of the big companies decreasing the control functions
of the traditions. The companies settle down in countries having no serious regulations. The
weakening of the state results in big social problems which could be solved only with an increased
takeover of the duties by the market players. It is an evidence that there is no perfect market as
there is dominance on both sites, i.e. on the supply and demand parts as well, there are cartels and
monopoly, the workers are unable to leave the market freely and we do not possess all the
information. The governmental interventions are sometimes necessary. Recently the social
responsibility of the market players became more and more important. Hopefully the competition
between the models will result in a mix, i.e. a new model may evolve in which the ethicalprofessional objectives could manifest in an effective commercial regulatory environment or vice
versa the ethical model could become as effective and fruitful as the other.
Basically four tasks are required from the regulations from the pharmacy’s point of view: guarantee
the safety of the drugs, the secure supply, the quality of the services and a cost-effective function.

Distribution of tasks and responsibilities in the supply of drugs
These six areas are as follows in this distribution: (a) ownership, (b) functioning, (c) regulation, (d)
permission, (e) controlling, (f) penalties/sanctioning.
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Over these 6 areas, the State had a regulatory and legislative function via their local representatives.
The State had withdrawn lots of the functions through the big socioeconomic changes, but the health
services were the responsibilities of the State by the Constitution. This withdrawal has been gradual
and during this process it was determined how these functions and controls should be continued in
the future. The State renounced first the structure of the drug supply from the self-governmental
(state) property. The privatization of the pharmacies had been started in the beginning of the 90’s
and permissions were given for funding pharmacies with their owners being abroad. The limitation
of drug import was dissolved. New permissions for drug manufacturing were given. Private
wholesalers were introduced in 1992 and the one-channel, multilevel supply changed to a one-levelmulti- channel one. The Pharmacy’s Law in 1994 opened the privatization of pharmacies for the
pharmacists and the structure of owners was harmonized within 5 years. Since 2007 every form of
enterprises may own pharmacy. The right of function was renounced in 1990 by the State and the
Law of Pharmacy in 1994 declared the pharmacies owned by pharmacists on personal rights. The law
stated that the pharmacy may function if a pharmacist has a 25% ownership on personal rights. It
became more rigorous in 2001 because the ownership of a pharmacist should have exceeded the
50%. This order had been overwritten by the law of pharma-economy in 2006 and the personal rights
of the pharmacists were given into the hands of economical enterprises. The State maintained the
rights and responsibilities on the regulation, permission, control and sanction. The principle of
‘subsidiary’ means that the decisions should be taken at the nearest level to the effected: it has an
effect on the drug market as well. The originally permission-requiring activities have been changed to
notification and the civil initiatives were enforced in the control (i.e. quality assurance audits).
The laws and orders for the drug supply are created by the Ministries, the government and the
Parliament. The Chamber has opinion-giving rights. The professional orders are elaborated by the
National Institute of Pharmacy (OGYI) and the Public Health service (ÁNTSZ), but the professional
colleges may edit guidelines, as well. The Law on Pharmacy Chamber (51st law in 1994) gave the right
to the Chamber to edit a professional-ethical Codex and the membership was obligatory. The
obligatory membership was withdrawn in 2007, accompanied by the shifting of the ethical regulation
to the National Ethics Committee. This had been changed again in 2010 with the new law on
pharmacy chamber including and imposing again the obligatory membership, the suspension of
funding new pharmacies, etc.
The rights regarding drugs, funding of pharmacies and other permissive rights are practiced by the
State through its institutions. The permissions for the drugs (marketing authorization, prescription,
distribution out of pharmacies, etc.) had been given to the National Institute of Pharmacy. The
permissions of pharmacies are given at present by the regional pharmacy office of the public health
(ÁNTSZ). The Chief Pharmacy Officer of the ÁNTSZ grants the permissions for funding pharmacies
since 2007. In a given period, the Chamber had a right for opinion to do this.
The controlling and sanctioning right is a state monopoly, which is practiced through the OGYI for
drugs, wholesalers and manufacturers, and through ÁNTSZ for pharmacies. To control pharmacies
the Social Insurance, the Consumer Protection, the Police and Tax Office have the rights.
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The institutions of the directions of the State
The most important is the Ministry of Health, the National Institute of Pharmacy, The Medical
Offices’ Office of Public Health (ÁNTSZ) and the Social Insurance Fund.
Short summary on the role of the Ministry of Health: it prepares all the laws governmental and
ministerial orders and is responsible for health policy including drug supply. The area of power and
actions of the Minister is determined in a governmental order. At this moment the Minister of
National Human Resources has a responsible state secretary for health, possessing all the power and
responsibility of the previous minister of health and welfare. . The institution is responsible for the
health policy, social insurance, the realization of the public health programmes, the education of the
particular area etc. The state secretary is responsible for letting to function the professional colleges,
the National Health Council, the Medical Research Council, the Institute for Strategy and Research for
Health and supervises legally all the chambers. His role is the preparation of all the related laws as
well. The Department of Pharmacy and Drug Supply is responsible for all issues in supplying drugs.

Service for Public Health and Chief Medical Officer (ÁNTSZ)
The supervisory duty over the drug supply is practiced through the pharmacy officers. The first
professional deputy of Chief Medical Officer in ÁNTSZ is the Chief Pharmacy Officer who is
nominated by the minister. His/her work is helped by pharmacy officers. The regionally organized
network of pharmacy officers is employed by the chief medical officer. The Office of the pharmacy
officers has authoritative-, controlling-, organising and permission-giving rights but they should
contribute to the elevation of the professional level and implementation of the health policy (in
relations to drugs). Since 2007, the chief pharmacy officer issues the personalized right for funding a
pharmacy, whereas the regional pharmacy officers issue the permission of funding and functioning
pharmacies. The regional pharmacy officer decides regarding the opening hours, duties, night-duty
etc. and he/she permits the distribution of drugs out of pharmacies regionally. The controlling work
is performed uniformly including all the pharmacies of the country regarding the fulfilment of all the
requisites, regulations, rules etc. of the pharmacy. It is an anomaly that the investigations of the drug
samples are not the duties of the pharmacy officers and therefore the analytical laboratories of the
regional offices declined, whereas the quality control of the magistral preparations is a classical duty
of the ÁNTSZ. The services of the pharmacy officers and the controlled pharmacists are in good
cooperation, because they have a common interest in the safe drug supply. The new danger in drug
falsification needs cooperation between them and the NIP.

National Health Insurance Pay Office (OEP)
The prerequisite of selling reimbursed drugs in the pharmacies is a contract between the pharmacy
and OEP (eventually the regional office of it). Every element of the contract is fixed in a legal rule.
The reimbursement of the drugs belongs to the pecuniary assistance to the prices of the drugs but
not to the functions of the pharmacy: pharmacies are not financed by OEP.
The accounting system has been changed many times in frequency and techniques in the past years.
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According to the system in 2007 the pharmacy receives the reimbursement after 18 days of the sale.
The inquiry of the reimbursement is prepaid based on trust but the controlling system of the social
insurance regularly controls the data provided by the pharmacy. The controlling of the prescribing
doctor (according to receipt identity and number of stamp of the doctor), the regular order (the
international code of the disease should be on the receipt) and the warrant of the patent (TAJ
identity number) and the control of the pharmacy activity (expedition, replacement) are the parts of
the control by the OEP. OEP has a right for local control (prescribing doctor, control of the store,
expedition and purchasing). If the authority is faced with irregular or illegal practice the suspension
or denial of the reimbursement or the discontinuation of the contract are possible. To purchase the
services of health care on a high level is a social interest. The level of services should be guaranteed,
the quality assurance and professional level being of utmost importance. The requests are fixed in
the contract between the service-giver and a purchaser. At this moment, every pharmacy has a
contract which has a valid permission for working. The Social Insurance is obliged to make a contract
but this practice is, what the OEP would like to discontinue. The connections between the
pharmacies and the social insurance are acceptable at this moment, but are loaded with potential
conflicts: the OEP is authorized for a total control, which is more than that of the law of operational
accountancy requests.
The direction of the Social Insurance is the right of the state secretary being responsible for health at
present. OEP has separate departments for drug issues, for medicinal baths and medical aids. The
pharmacies are connected to regional OEPs (MEPs).

The pharmacies in the system of drug supply
Establishing and functioning of the pharmacies. The process of the appearance of
pharmacy-networks
After the socioeconomic changes the 9/1990 ministerial order made it possible to establish
pharmacies without legal predecessor. At the beginning there were no geographical demographical
limits and the technical objectives were not precisely determined (pharmacies were working without
galenic drugs) and the permissions were issued by the county pharmacy officers. The Parliament
voted for the Pharmacy Law in 1994 and made a legal frame for privatization of pharmacies and
determined the objectives for establishing a pharmacy. The privatization was performed under the
direction of the State Wealth Agency. After a long debate the self-government initiated a legal
process against the Agency because earlier the pharmacies were state properties, belonging to them.
The self-government won the process and the law was modified, but not precisely-enough: the
mistakes were the sources of the forthcoming conflicts. These resulted in the appearance of
pharmacy-chains, the ownership of wholesalers in pharmacies etc. The big pharmacies with big sales
are owned by multiple investors and in majority, the head of the pharmacy could enforce his
personal right to buy the shop. The total financial load was 10 billion HUF.
The law of Pharmacies determined the structure of drug supply as well. Establishing a pharmacy
could be initiated by the self-government and a pharmacist with a personal right. The permission was
granted if
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the functioning circle contained at least 5000 inhabitants or at the given city the average
number of inhabitants reached 5000 per pharmacy



the distance between pharmacies was at least 300 meters



a functional sector could be created

If all the objectives, which were fixed in the implementation order were accomplished the county
pharmacy officer issued the permission if the personal right was OK from the minister.
Simultaneously the pharmacy officer determined the functioning order of the pharmacy. The personal right has prerequisites (pharmacy degree, sufficient time in pharmacy practice, no penalty in the
past etc.): this right could not be inherited and transferred but with a ministerial permission another
pharmacist could get it. The majority of citizens stay in villages having less than 5000 inhabitants,
therefore the law allowed the creation of branch-pharmacies. Ultimately a public pharmacy could
have 3 branch-pharmacies. In those small places, where the establishment of the branch-pharmacy is
not feasible, (mainly the paediatricians) then the family doctors could maintain a hand-pharmacy:
these hand-pharmacies were supplied by the public regularly. The law regulated the institutional
pharmacies as well and the basic institution was the pharmacy in institution. This institutional
pharmacy supplied the patients with the drugs during the hospital stay. The pharmacy was a part of
the institution, the initiation of establishing it was the right of the director, the permission was
granted by the pharmacy officer of the county. Before this law came into action more than 30
pharmacies were functioning in institutions, in hospitals. They received the permission for supplying
drugs for the out-patients and for the patients leaving the hospital. These were called as pharmacies
with closed sales. They were not based on personal rights but the patients were diverted from public
pharmacies, thus they were the sources of conflicts.
Later the right of establishing pharmacies was shifted to the chief pharmacy officer from the health
minister and permission for functioning was issued by the chief pharmacists of the counties and the
issue on the personal rights became the competence of the Chamber. At the end of 2006 there were
2006 contracted public-, 630 branch-, and 320 hand-pharmacies. The number of institutional
pharmacies was- 146, the number of pharmacies with closed sale was 68.
The debate regarding this organisation had 3 main sources: (1) the regulation basically followed the
regulation of 30th law of 1947 but substantial changes happened in hospital care etc. (2) the structure
of the villages-cities had been entirely changed. New cities, city-centres etc. were formed and the
5000 inhabitants/ pharmacy system could not be maintained anymore. Finally (3) new pharmacies
could not be established on the basis of the old rules.
The rules regarding establishing pharmacies were changed entirely in 2006: the limitations were
abolished. The liberalization has been completed after 1st January 2010, because the performance of
the changes needed a transitory period. According to this, a new pharmacy may be funded if the
initiator accepts a 24-hours opening period daily, or weekly 60 hours, or weekly 40 hours plus a
permanent night duty. In the latter two cases the pharmacy should transport the drugs free of charge
in the vicinity of a 2 km-s circle and should maintain a website for e-marketing. The new regulation
made empty the personal right, because every enterpreneur could establish a pharmacy. The new
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regulation made it possible to create pharmacy-chains but at the same time they created a
complicated regulation in ownerships related to distances between pharmacies. The timeframe of
approval and permission was extended to 12 months.
The regulations will undergo changes again in 2011-2012: after a moratorium of establishing new
pharmacies, a new regulation is under elaboration. The pharmacists should increase the property
share to at least 51% in their pharmacies, the forming of pharmacy networks will be prohibited.

Personal and objective criteria for the pharmacies
The personal and detailed objectives against pharmacies have been fixed in a ministerial order. There
is a long list enumerating these but we summarize them briefly below, because the details are
country-specific and show great alterations from country to country. The Hungarian enterprises
initiating the establishing of a pharmacy may find these regulations in the new editions of the official
deliverables. The rules are prior to the substantial changes to be introduced 2011!

Most important prerequisites are as follows:
The individual name plus the PHARMACY inscription should be well readable and striking. The public
pharmacy should have two entrances (for people and for economic activity; the entrance should be
suitable for the handicapped; the door should have door-phone or signalling-device; the opening
hours, the address of the next pharmacy on duty etc. should be clearly indicated etc. The rule fixes
which localities are necessary for a public-, or branch-pharmacy. The area should be at least 80 m2
(the details are described in the rules) and after 2007 the pharmacy should also have a place for
advising within the frame of pharmacy care. The officina and the prescription-managing should not
be done in one air-space, because the space of the officina is microbiologically the most
contaminated. The minimal area of the officina had been increased to 35 m 2. The pharmacy may sign
contract to prepare the magistral (hand made) products of other pharmacies, the separate locality is
not an objection anymore. The area of the store had been decreased to 15 m 2 due to the new storing
and wholesaler’s technologies. The localities should be dry, ventilated and heated. The furniture
should be washable, for disinfection. The psychotropic drugs and the narcotics should be stored in a
metallic closable box or room. The same is applicable for the inflammable-, irritant- substances and
materials, acids and explosives as well.
The equipments, instruments, necessary for a public pharmacy are also prescribed by the rule. The
necessary reagents, equipments for magistral preparation are also prescribed (especially in cases of
the aseptic magistrals). Pharmacies may contract to one specialized in preparing magistrals.
The area of a branch-pharmacy should exceed 25 m2. The hand-pharmacies are located mainly in the
vicinity of the outpatients. The rules are fixed: they should come up with requests for storage,
management and expedition as well and the pharmacists’ rules are applicable for the doctors here.
The name and address of the public pharmacy belonging to the appropriate hand-pharmacy and all
the changes should be reported to the pharmacy officer being in charge.
The institutional pharmacy should be established on the territory of the hospital but should not be
placed in the neighbourhood of service-giving parts (kitchen, washing, pathology... etc.) or the
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department of infectious diseases. The area of the institutional pharmacy should be calculated as:
0.6 multiplied with the bed numbers.
Personal objectives: determination of the personal objectives is related to the professional
competences. Pharmacists (specialized pharmacists) are special assistants who may participate in
pharmacy-activities. The minimal headcount is not fixed but the special qualification and educational
level are necessary to perform different activities. The rule nominates specialized activity as the
manufacturing of magistral’s, controlling drugs, storage of drugs and expedition of drugs with the
necessary information special for pharmacists. The pharmacist could give a written permission for
the assistant for expedition, which was made possible in the position of “expediting assistant” but
later the education for this special position became impossible; later a ministerial order allocated the
expedition of drugs only to the specialized assistants. All the other works of the assistant are carried
out under the supervision of the pharmacist.

The profiles of the pharmacies
The law of 20/1998 of the Health Minister made it possible for the pharmacies to turn over such
products which were earlier not available in the “clean” pharmacy profile. The order fixed the
priorities of the pharmacies in drug supply for the public but permitted them to turn to hygienic and
health-saving products. The order had fixed in three attachments the area of products to which it
was possible to turn: (1) the list of the drugs (2) the list of the health-devices and (3) the list of the
hygienic and health-saving products.
This regulation has increased the opportunities of the pharmacies from the business-point of view
and made it possible to increase their income. It had a substantial effect on the professional activities
of the pharmacists, because the turn of the new products facilitated their activity in health
maintenance and prevention and helped them to be patient-oriented. Therefore the services of the
pharmacies are not used only by ill patients anymore, but also by the healthy people committed to
health maintenance. The new standpoints of consumer protection facilitated the rethinking of the
marketing activities of the pharmacies. These resulted in the changes in the officina and shopwindows. During the ’90-s of the 20th century nutrients, veterinary drugs, veterinary immunebiological preparations, drug premixes and veterinary foodstuff supplements could be turned in the
pharmacies only. In-between the veterinary doctors were allowed to maintain hand-pharmacies and
finally the pharmacies for veterinary drugs had been separated from those of the human’s or had
only a marginal role.
The turn of non-prescription bound food supplements started in the ’90-s in the malls without
permission; the regulation followed later accordingly.
The “non-drug product having beneficial effect” could be marketed out of the pharmacy and the
regulations extended the possibilities later and also the circles of these products (these products
could contain some vitamins under a definite dose level, herbal products, herbal extracts etc.)
The introduction of the term “traditional herbal medicine” was done –adjusted to the appropriate
EU-regulations and the category of “substance having a beneficial effect” has been discontinued. The
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manufacturer had to decide, whether he/she would like to continue to turn it in referring to the
preparation’s beneficial/curative effect and approve it for change to the category of the “traditional
herbal medicine” or renounce and let it be registered into the category of “food supplements”. These
above mentioned enforced the debate regarding the places of turn for the over-categorized products
(i.e. only in pharmacies, but it was against the interests of the manufacturers). The new regulation of
2007 is tightly bound to this debate which made possible to turn some of the OTC drugs out of the
pharmacies. A new order regarding profiles is under preparation at this moment.
Nowadays many thousands of products could be marketed in the pharmacies, but the decision is in
the hands of the pharmacists. Their decisions have long term effect on the economical and
professional outcome of the pharmacy. 30 % of the pharmacies’ overall turn in the city centres and
shopping centres could be achieved with the turn of non-drug products, whereas in the small places
the pharmacy is the only place where these products are available. At the same time the turn is only
8-10 % of the total. The decision is made by the pharmacy directly but its consequences and favours
are its. The demand for these products is highly determined by campaigns (positively and negatively
as well), television, or radio-campaign. This initiated the manufacturers to campaign with the results
of increase the turnover, however discontinuation of the campaign may result in a stop of turn with
all the consequences upon storage, loss of money etc. The other types of marketing units are the
main competitors of the pharmacies in this field. The pharmacy can improve its marketing position
by emphasizing the “pharmacy quality”, the professional information, the appropriate changes in the
officina, shop-window, extensive promotion and price-politics, etc.
The appearance of health as value, the fitness and the healthy life-style are accompanied with the
increase of the marketing of the so-called life-style products in value, in varieties of products as well.
The increasing market generates a competition in distribution and the supermarkets, malls and
chains of perfumeries are also involved. Consequently the free-shelved turn appeared. This product
category is characterized by the lack of regulation of price and margin.
The public pharmacies should not circulate products dedicated for hospital use only. The handpharmacies should not provide psychotropic drugs and narcotics. The Social Insurance provides some
high-value drugs directly to the institute-of-care for the patients. The institutional pharmacies store
the drugs necessary for the hospitals and drugs for the public.
The area of the branch-pharmacies should be not smaller than 25 m2. Preparation of products is
possible if the objectives are present. The hand-pharmacies run by the doctors are set up mainly at
the outpatient-rooms, where no objections are present against setting –up of a pharmacy of a
branch-pharmacy. The rules pertaining to storage, distribution and expedition are the same and the
doctor should follow the rules applicable to the pharmacist. The hand-pharmacy should be reported
to the appropriate pharmacy officer!
Institutional pharmacy should be founded on the territory of the hospital. Its area depends upon the
number of beds of the hospital. Pharmacist, specialized pharmacist, and specialized assistant and
assistant may work at the institutional pharmacy. The legal rules nominate the known activities of
the pharmacy plus the duty of expedition with professional information and the duty of
pharmaceutical care. The drug expedition’s right belongs strictly to the pharmacist, but according to
the law of 1994 the pharmacist with personal right may give a written permission to an assistant of a
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specialized assistant for drug expedition. However the specialized education of these assistants was
not organised, and in order not to lose this right, the ministerial order in 2004 gave a name to these
assistants: entitled “managing assistants”. The managing assistant has a right for expedition.

The profiles of the pharmacies
The 20/1988 XII.26 ministerial order made it possible first for the pharmacies to widen the “clean”
pharmacy-profile with the selling of those products which were earlier available in pharmacies. The
order made possible sale of the hygienic and health-maintenance products. The order had three
attachments listing all the above-mentioned products. The new regulation increased the
opportunities of the pharmacies from business-point of view and increased the income. However the
sale of these products increased the role of the pharmacist in health care, new professional
opportunities opened up and pharmacists became more and more patient-oriented. These changes
resulted in a change in the marketing activities, in the officina, in the shop-window, etc. The
veterinary products, premixes, immune-biological products, animal nutrients, etc. are sold in special,
veterinary pharmacies. A new “profile order” was born in 1996 to regulate these issues.
Nowadays there are many thousands of products with their sales not obliged by rules. The
pharmacist has the choice to decide freely regarding their sales. It is very important, as some
pharmacies situated in a very central place could produce even more than30 % of their sales from
non-drug products. At the same time these are the only places in some small rural areas, where
people may purchase these products. Every decision along with the consequences regarding the sale
of these new product-classes is the responsibility of the pharmacist. It is well known that the
advertising campaigns may decrease or increase the sales hectically, new competitors may appear
(supermarkets, ‘chemist’s -chains etc). These product-categories do not have governmental priceregulation or margin-regulation. No differences are present in this respect between pharmacies and
branch-pharmacies.

The place of services and service regulation of the pharmacies
The timings of the pharmacy involve the opening time(s) and duty time(s). The pharmacist should be
in the pharmacy during the period of duty. During stand-by the pharmacist should not be present but
be available easily (within 30 minutes).
The service timing is determined by the chief pharmacy officer of the county and since 2007 the
regional chief pharmacist issues a decision of administrative authority. Theoretically every pharmacy
may be required to do duties and –in case of epidemics – the branch-pharmacies as well. The chief
pharmacy officer may request - for doing duty - the institutional pharmacies.
The duty-issue is an old topic for dispute between the pharmacies and self-governments. The
pharmacists would like to impose the legal regulations in their work besides taking into consideration
the interests of the patients (i.e. maximal working hours etc.). The duties should be organized on the
basis of the real demands and the State should contribute to the financing of the duties since it
generates an extra expenditure.
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New drug turn possibilities
The rules made possible the transport of drugs home and also the internet-marketing since 2006.
The home-transport is put to the pharmacy-activities and the pharmacist should fix the objectives. It
might be a point of view of convenience but with a given case it could be the part of supplying
medication to a bed-ridden, crippled patient getting home-care.
The e-marketing using the internet is a service which has created a long debate in the EU because it
may be a source of marketing of falsified products: the regulation is on its way since the beginning of
2007.

Financing of the drug supply system
Price and margin regulation between of 1989-2006
The present structure of prices of drugs has been elaborated in 1989. Since then the drugs have
again ex-factory (import), wholesaler’s and pharmacy prices. Also since then the magistral drugs have
different prices depending on the presentation, prices of effective substance (import price) and of
the additional materials. This regulation allowed the separation of the activities of the wholesalers
from the retail trade and funded the economical basis of the private pharmacies.
According to the rules since 1990 the ex-factory and retail price belong to the category of “free
prices” because the law does not regulate their formation. The factories elaborate theoretically
freely their ex-factory prices, but the reimbursement in the public health insurance needs the
prerequisite of a successful price discussion with the social insurance. The putting into circulation of
these drugs outstrips a price negotiation. The prices of the already accepted drugs into the social
insurance may be modified by the factories theoretically freely but it may have consequences in the
reimbursement.
The wholesaler’s and retail price margins were maximized until 2006, but since 2007 the prices of the
reimbursed drugs are maximized. The exact price margins are regulated in ministerial orders. The
price margins in the wholesale and retail were linear until 1993, when the degressive price margin
system was introduced. The essence of this is: as much high the ex-factory (import) price of a drug is,
as small is the wholesaler’s margin elaborated and as low is the retail price in the pharmacy. Between
the price margin bands they made fix bands. The slope of the degressivity influences the loss of value
of the price margin. The increase in the values of the stores, revision of the prices during the increase
in the price cannot compensate for the decrease in value coming from degressivity. The introduction
of degressivity was done in order to facilitate to keep products with lower prices. The pharmacies do
have a big effect on the turn of the prescribed drugs. In the reality degressivity was introduced in
order to reduce the margin of the pharmacies and wholesalers, to restructure the price-rates
between manufacturers and distributors and mainly in order to reduce the public expenditures.
The reforming of the price margin system resulted in (since 2007) the maximal retail price margin
which is 850 HUF/box. The withdrawal of the extra-profit from the price margins of drugs having
many hundreds of thousand HUF decreased the public expenses (they hoped to spare 4.2
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billion/year). Some disturbances propped up in the drug supply system with the high-price drugs; the
pharmacies do not keep and store these drugs. It is a common practice to ask the patients to inquire
and order these and then go back to the pharmacy again after the purchase of the drug.
At the end of 2006, the wholesaler’s margin was 6%, whereas the retail margin was 14.3% (at the
introduction of degressivity is was 22.5%) The amount of retail margin was 14 billion HUF in 1993,
whereas 76 billion HUF in 2006.
The settler of the margin of wholesalers is the wholesaler itself, the fixing of the retail margin is the
duty of the pharmacy. There are no big differences due to the price competition.

Theoretical problems in financing the drug supply
One of the biggest problems is that the players of the drug market are financed by the private capital
but their biggest consumer is the State and the biggest deficit of the social insurance comes from the
drug expenditure. The financing problems had increased the turn of the drugs coming from domestic
sources and the manufacturers abroad have been changed entirely. 82% of the drug turn originated
from domestic producers in 1993 and it was 36% in 2006 (in value it was 25%). Every 1% loss of
market share of a domestic drug caused a 4 billion HUF increase in drug expenditures, which was
distributed between the citizens and the State at a ratio of 60:40%. The increase in the expenditure
of drug supply was dependent upon the inflation during the past years.
The average realizable price margins by the individual pharmacies and wholesalers differ from the
sortiments of the turn. The average price margin of a pharmacy having a large turn may differ by 0.51.5% from the pharmacies having lower turn. The surroundings of the pharmacy may also influence
the price margin; in the neighbourhood of a hospital, the local price margin of the pharmacy is
substantially lower (the expensive drugs are sold in the institutional pharmacy).
Another hypothetical problem is the income of a pharmacy is determined by its commercial activities
only because the price margin of the retail is the cover for the functional expenses, but at the same
time the pharmacist services a part of the health care! As we know, a main element of work of the
pharmacist is to provide information to the patients, facilitating the rational drug utilization,
supervising their therapy. However the system of financing does not recognise it as an activity which
needs compensation/remuneration. It is also a source of conflict, that there are pharmacies obliged
to do such activities (duties, readiness) which are not covered by the income and do not receive
remuneration from central resources.
The third problem is the structure of price margin. The largest part of the turn of the pharmacy is
distributing reimbursed drugs. Unfortunately above the limits of their price margin this does not
cover the price of their bank-transfer. It does not affect negatively the profitability but it does so to
the quality of services, because there is a conflict of interest to keep and turn these drugs.

Financing of drug supply and health policy
The health policy reacts with actions of decreasing the expenditures onto the increase of loads and
this effects all participants involved in the system. The citizens should consider the decrease of
circles of reimbursed drugs, the decrease in the rates of reimbursement, the doctors should consider
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the increase of discipline in prescriptions, the decrease in rights for prescribing drugs with
reimbursement, the manufacturers should consider the decrease in raising the prices, with pricefreezing and in case of over marketing the price-volume basis the pay-back would increase
substantially.
The ability of enforcing the interest of the player of the market is determinant through the
continuous negotiations and the situation of the pharmacies becomes most vulnerable. The ability to
enforce the interest of each participant is weak against the government, but the force pertaining to
the interest of the manufacturers is relative strong. Their prices have a great effect on the
profitability of the other players and they are able to integrate wholesalers as well. The force of the
interest of the wholesalers is weak against the government and factories, but it is strong against the
pharmacies. The pharmacies are less defended against the governments, because their profitability
depends on not only the regulation of price margins, but on the prices of the manufacturers, too (in
case of reimbursed drugs they are dependent on their negotiating positions against the government,
in case of non-reimbursed drugs it depends on the price strategy). The pharmacies have a power of
interest against wholesalers only until their market-extension had not been completed.
The changes in prices and reimbursement (with the changes of the rules of ordering and expedition)
change the drug prescribing habits of the doctors substantially, the buying habits of the patients
regarding the reimbursed and OTC drugs, and thus the volume and structure of drug consumption. It
is possible and feasible to calculate these changes and in case of introduction of regulators (if we
know the regulators), we are able to forecast the turn of the different assortments. In case of starting
at an appropriate time of the inventory management, the positions of pharmacies and wholesalers
may improve a lot and the transient lack (by increased demand) and the stores remaining in the
factories could decrease. The bosses in the governmental direction had frequently, consciously held
back the information necessary for the conscious inventory management causing demonstrable
losses for the patients, the social insurance and the central budget.
The preparation for the changing of the prices and reimbursement is an important management
challenge, which needs a complex analysis of all the items regarding price-, reimbursement and
turnover. The inventory management is coordinated frequently at the wholesaler’s level with the
help of expert groups, whereas in case of pharmacies it is characteristic that the information is
delayed and the time left for the analysis is extremely short.

The analysis of pharmacy enterprises
Different forms of pharmacy enterprises
Regardless to the history of different legislative procedures after 2006 the freshly established deposit
companies should have a full partner with more than 50% ownership and the earlier established
pharmacies should change to deposit company within 5 years. This limitation of functioning
pharmacies at law-level created tremendous debates and it is continuing even now as well. It was
seriously criticised that the obligatory and unlimited taking of monetary responsibility causes serious
situations for the pharmacist under uncertain economical surroundings, decreasing the profitability.
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It may result in an irrational, enterpreneur behaviour (big self-exploitation, functioning of a looser
enterprise etc.) and the pharmacists being mainly in minority are not able to force into power their
interests. The capital is usually in a bound form, the rate of the turn and cash-movement needs
another type of economic society, such as a limited liability company (Ltd). At the end of 2006, 78%
of the pharmacies worked in a form of deposit companies, 22 % were individual enterprises. The new
regulations in 2007 made it possible to set up limited liability companies and their number had
substantially increased.

The size of the pharmacy enterprises
The average sales returns were 260 million HUF yearly of the pharmacies which made the middle-size
enterprises and not micro-enterprises. The number of the employees in the pharmacies is doubled,
as compared to that of the microenterprises.

Head count data of pharmacies
According to the last census 4800 pharmacists 6400 assistants and 2600 helper-employees were
working in the pharmacies in 2006. 450 pharmacists 800 assistants and 330helpers were working in
the institutional pharmacies. These data do not show the part-time employments. The number of
pharmacists had increased by 1400 within 15, whereas the number of assistants had decreased by
700. This was the result of closing down the assistant-education. The average headcount did not
increase (from 2.3 to 2.4) per pharmacy. These data for the assistance have decreased from 5 to 3.2.
We have take into consideration the 600 branch-pharmacies working besides 2010 public pharmacies
and the pharmacists with personal right cannot work in the pharmacy professionally because of
managing the enterprise. The age-tree is unhealthy; there is a great majority of pensioners or people
just before pension. Within a few years big problems can be foreseen.

Some other standpoints to the analysis of the positions of pharmacies
There are many other points of view which may influence the work of a pharmacy. We list them here
without giving a detailed analysis:
-

the size of the sales turnover with special respect to the ethical drugs, OTC, reimbursed
and not reimbursed drugs, magistral turnover

-

the bigger sale turn is better from a storage point of view. The average prices of OTC
drugs are lower than that of the prescribed, but the pharmacy may have better margin
on them. The reimbursement may be delayed. At this moment the objectives of magistral
drug supply are very bad

-

data are necessary regarding the real differences in the therapeutic practice, the average
box-prices, the price margins in average and in details in the pharmacy, the size of the
reimbursement, the rate of co-payment, the structure of turn according to the
reimbursement rates, etc. etc. These data are necessary from the point of view of
liquidity.
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-

taking into consideration the operational hours of the outpatients in the neighbourhood,
the requests of the self-government, the shopping habits of the inhabitants. The issue of
duty and readiness may create headcount problems.

-

the size of the pharmacy, the connection between size and sales turn, rental prices,
taxes, the size of the transit traffic, the presence of branch-, and hand-pharmacies.

The individual characters of the pharmacies provide data for the analyst. The analysis of the high
varieties of objectives are basic data for the direction of the pharmacy practice.

The possibilities to enforce economic interests
Due to the outstanding importance of the professional work and the highly organized behaviour of
the drug supplying system the realization of the economic interests and management points of views
did not enter into the public consciousness. Every activity in the pharmacies is circumscribed by rule,
plus some ethical points are enforced, thus the pharmacies cannot perform those actions which are
widely accepted by other economic enterprises or are able to enforce the classical actions only
partially. The less economic dominance had caused that the pharmacists started to manage
enterprises after decades of professional practice.
The consequence of market regulation is the different socio-political judgement. The different
economic opportunities may result in very different images of pharmacies.
It is a general experience that the player of the market having low market share (i.e. the individual
pharmacies as well) is forced into a role of “price-acceptor” against the partners in case their force to
realize their interests is larger. It is not true for the prices of products but for the services it is needed
as well. The rigorous economic objectives, the appearance of pharmacy-chains and the liberalization
of the pharmacies resulted in an increasing importance of economical cooperation. These might be
the purchasing cooperatives, buying ownership in wholesalers or building-up some partnerships.
Another field of growing interest might be to step into the market of self-curatives.

Organisations in the drug supply
The cooperation between pharmacists is necessary in the professional safeguarding of interests
besides the economical. It had a long tradition for centuries, in the past in this field. The oldest
society is the Hungarian Society of Pharmaceutical Sciences (since 1924). The Hungarian Chamber of
Pharmacists was funded in 1989, the Cooperation of the Hungarian Private Pharmacists in 1991.
The professional colleges have a special role in pharmacy. Three professional colleges are working at
present (Industrial Pharmacy, Hospital Pharmacy and Drug Supply). All of them work as an advisory
board to the minister. A ministerial order regulates their work. The members are nominated by the
minister: however this nomination system would be changed in 2011.

The Hungarian Pharmacy Chamber
The Hungarian Pharmacy Chamber (HPhC) was founded on the 15th July, 1989, in Budapest. Its
presidents were as follows: Prof Dr. Zoltán Vincze, Dr. Sandor Szabó, Mrs. Hável, Katalin Szatmári,
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Tamás Horváth (2006-). It was an union at the beginning, later the 51st law on Chambers authorized it
with executive power and rights and made the membership obligatory for every pharmacist. The law
was withdrawn in 2006 after many modifications, the obligatory membership was abrogated, its
rights decreased but its character as a public organ was kept. As a public organ, it had a role in the
elaboration of the legal background of the drug supply, professional tasks and ethical normative. It
had an authoritative right (the personal rights), opinion-giving right and the right for agreement (i.e.
in the determination of the general objectives of the contracts between pharmacies and the State).
Every pharmacist was its member (the pharmacy work was bound to the pharmacist-degree until
2006, but thereafter it changed to “possible to work” as a pharmacist with the degree). The
discontinuation of the obligatory membership did not result in great changes. The Chamber is
working further and protects the rights and interests of the pharmacists. Its right to edit opinions
regarding all the rules, orders and laws before governmental, self-governmental etc. decisions, to
determine the levels of requests of postgraduate trainings and educations, to organize educations
and participate in the quality control of drug supply and contribute into the elaboration of the
professional-ethical rules in the National committee of Ethics.
The organization of the Chamber was described in the basic rules and is based on territorial concept.
Its highest body is the general assembly with elected members; its main tasks are the elaboration of
the basic rules, the ethical rules, to choose the national main office bearers and the members of the
supervising committee. The structure is based on representative democracy.

Hungarian Society of Pharmaceutical Sciences
The Society was founded in 1924 with the task of improvement of the morals of pharmacists, to treat
the development of natural sciences, the scientific funding of the pharmaceutical sciences and to
support all positive ambitions of the young pharmacist “to love the profession and homeland”. Its
first president was Prof. Sándor Mágócsy-Dietz. The Society functioned under changing historical
circumstances under various names and functions. Finally its original name was taken back in 2004
under the presidency of Zoltan Vincze. Its tasks are identical with the original. It has 7 subclasses in
its organisation (drug analytics, drug technology, drug research, herbals, history of pharmacy,
organisation of pharmaceutical sciences and pharmacy care): the members are in the institutional,
industrial and 20 county organisations. The Society has educational and executive organisations.
The Society organises congresses, conferences, symposia and has many connections to other
scientific societies of pharmacy at home and abroad. Organises educational trainings and maintains
periodicals ( Acta Pharmaceutica Hungarica, Pharmaceutics) and edits book. The membership is
voluntary, the number of members exceeded 5000 in 2007.

National Cooperation of Private Pharmacists
This cooperation was funded in 1991 upon the initiatives of 87 acting private pharmacists. The task
was to help the private pharmacies with legal, professional and economic advises. It had a
representation of their interests to the authorities, partners, helped in the professional
acknowledgement of the works of the private pharmacists, elaborated ethical normative for them. It
organises educational trainings, the appearance of the new consciousness of private pharmacists and
helps the civil changes in the pharmacy. In the beginning the governing body was national only but
114

later, by increasing the number of members it covered the whole country. Its tasks and duties are
mainly overlapping with activities of the Chamber and a Scientific Society therefore this organisation
defines itself as being the organisation of the pharmacies with personal right. The number of its
members exceeded 650 in 2007. It also organises professional trainings, makes analyses in the
pharmacy-economy and has an outstanding role in the organisation of the pharmacy care.
Professional Colleges
The professional colleges are advisory boards to the minister and a new ministerial order regulates
their work. This order appeared in 2011. The chairmen are nominated by the minister.
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7. Social Insurance

The development of social security/insurance in Hungary
The traditions of the social security goes many hundreds of years back. The beginning of the industry
was happen on the territory of mines in Hungary. The mine-workers funded the self-management
and self-security in the XVI-th century. The first form was the so-called mine-partner-coffers where
the money of the mutual benefit society was collected. The mine-partner-coffers were voluntarily,
and were 1-3% of their weekly salary.
After the compromise of 1867 the General Sick Relief and Disabled Fund was established and the
participation was voluntarily too. It consisted some medical care, free drug supply and a regular
money for the disabled.

Mutual Aid Society, insurance for Workers
Special acts were created based on the solidarity In Germany and Austria during the rule of
Chancellor Otto von Bismarck, which created an obligatory insurance system, the bismarckian
solidarity system. The obligatory insurance was regulated by the Acts of XIV/1891 and XVII/1884, but
excluded the participation of the agricultural workers. The acts regulated the voluntarily insurance
for the family members as well. However the acts were not valid for the governmental institutions,
factories, the railway and the jurisdiction. Private societies were may create insurance company.
The system was developed further and the XXI-st Act in 1927 modified it according the recent
request and created a National Institute for Social Security (OTI). The OTI had different cashiersoffice for the Mail, for the Railway, Mines, Hungarian Shipping Co., and mine-partner-coffers, etc.
The insurance of aged people was the next step of the development, the funding of the Pension Fund
from 1. Sept. 1936.
Every employee was insured obligatory by the force of law from April 1945 and the fees were paid by
the employers. The validity of the insurance was expanded for almost everybody. The independent
insurance institutions were terminated between 1945-1950 and the OTI became a huge, centralized
institution. The direction of OTI was passed to the Trade Unions, namely the Center for Social
Insurance of Trade Unions. The number of insured people was 60% in 1955, 85% in 1960. The
introduction of the II/1975 Act on Social Security the number of participants reached the total
population, when the social security became a right of citizenship and the whole activity was directed
by the Chief-directorate of the Social Security of Trade Unions (SZOT). The fee of contribution
started to increase in 1976. The permanent direction-problems of the Trade Union, the Government
has taken over the direction of social security in 1984 by the 5/1984 Act. The new name of the
organization became “Chief-directorate of Social Insurance” and received a separate chapter in the
budget.
At the same time changed the reimbursement system of the drugs: the refund for the drugs was
independent from the real ex-factory prices.
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It was clearly shown at the end of the’80-ies that the free health services plus the high
reimbursement rates of drugs on the basis of citizenship made the system not manageable: the
professionally necessary and the economically financeable got a big gap. The Fund was managed by
the Chief-directorate and the budget was decided by the parliament.
After the big socio-economical changes in 1989, the Social Security received a self-government in
1991. The Fund was distributed to the Fund of Pension and Fund of Health Security: contributions
were ordered to pay to the employer and employee as well. The Identification Number for Social
Security was introduced in 1992 (this is the so-called TAJ number).
The financing of the health institutions has entirely been changed, the normative financing was
changed to a production-based financing. The institutions receive the money after the reported
productions, the family doctors are financed according to the number of patients belonging to them.
The wealth of the funds became governmental properties. The top management was firstly attached
to the office of the prime minister, later to the minister of finance, latter to the health minister. The
contributions are collected in a form of a tax by the Tax Office. In spite of the numerous changes, the
problems became standard and the real value of the money of the budget given for health services
decreased to 50% in the years of ’90-ties. The restrictive decisions were done only, mainly in
dentistry and disability allowance.
The most recent Act of the CXV-th/2006 Act social security and the law for pension LXXXIII/1997
regulate the system at this moment, however the recent government discontinued the privatepension pay-desk, canalizing the money for pension into one governmental system.

Health systems
The main characteristics of the known health systems:
1. The bismarckian model : it was funded in 1883 for the peoples having low income and for
the workers. It is a solidarity based social security, which is valid for the unemployed and the
high-risk population as well. The insurance offices are non-profit organizations being
between the governmental and private sphere. The relation between the insurer and the
health provider is regulated by contracts, of which the objectives are determined by the
state. This bismarckian system have Luxemburg, Romania, Bulgaria, The Netherlands,
Belgium, Hungary, Czech Republic, Austria, but the Hungarian system is a little bit mixed.
2. The Semasko model: It was declared and released in the Sovietunion firstly: it was declared
and fixed in the constitution as a basic human right for the free health services. The costs
were financed centrally (mainly on the basis of residual sources). The aim was the high level
health services free of charge for everybody. The ex-socialist countries have taken over the
Semasko’s model but in Hungary it was mixed with bismarckian one.
3. The Beveridge model: it was introduced first in England in 1942. The system was financed
from taxes and was available for every citizen, independently from the income: it was based
mainly on the family-doctor system.
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In the mixed model of the United States is based on profit-oriented private insurers, but we
can find some public finances as well (from 1965 MEDICAID and MEDICARE). The public has
mainly a voluntarily private insurance bound to the working place. The MEDICARE insures the
people aged above 65 years and the chronic diseases for the younger. About 1/3-rd of the
population did not have health insurance: the system has been changed recently after the
new Democrat program.
Types of insurances:

1. private

2. public

The private insurance is characterized by a contract between the citizen and an insurance
company preferred by them for an insurance being very definite, well specified regarding the
quality, quantity, level-, etc depending on the sum of the contribution. The main advantage is
the free choice regarding the insurer and the level of service. Its disadvantage is that the
availability is highly dependent on the patient.

Systems for social insurance
This type of insurance is obligatory and general. The employees are paying according to the
solidarity a definite % of contribution for the unified, guaranteed service. The employer pays
a contribution after the salaries, therefore the contribution shares between them. The
services are provided by the pay-desks to the doctors and hospitals on contractual basis. The
systems are non-profit.
The characteristics of patient insurance based on public social insurance
-

It means a social security for the citizen being general and obligatory
irrespectively of their differences in income and capability of self-insurance in
order to provide them the health services and gives an availability to drugs

-

contribution depends on the salary, it is independent channel for incomecentralization, it guarantees the resources for the health providers being
independent from the incomes of the self-government. The system includes a
governmental guarantee.

-

From the side of health providers the system guarantees their income according
to their contracts, independently of the ownership of the institution or
enterprising doctors.

-

The obligatory insurance covers all the contributors until a definite upper limit of
income. The jeopardized groups of vulnerable groups of the Society are insured
by the State as well. It covers the family members of the contributors and is valid
for the people in pension based on the previous contributions.
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The social insurance might be:
unified, governmental system, in which the rate of contribution, the quantity and the
quality of services are determined by law
directed by its self-government, in which the rate of contribution, the quantities and
qualities of the services are determined by a self-government which consists the
representatives of employers and employees. The State gives legal guarantee, but not
financial. The financial secure is based on an obligatory stored capital. This type of social
security may be organized:
according to the professions (i.e. teachers, soldiers etc.) as in Austria
according to territories (county, city etc.) as in Germany
according to working places (as a big company)
All these organizations have its self-government determining the rate of contribution and the
level of services. These organizations may perform business activities within a very closed
limits.

Supplementary systems
Special requests could arise from behalf of the citizens, groups etc. which differs or are on
higher level as the “state” systems can fulfill them. In case of permanent demand with
solvency a well-functioning supplementary system is necessary. Supplementary system could
be
-private insurance
-supplementary private insurance
-societies for health
-mutualities for sick people

The main elements and directions for development of the present social insurance
system
The social insurance system in Hungary is an autonomous, separately functioning subsystem
with the guarantees of the State working on the basis of solidarity and collectivity of social
risk and having autonomous economical basis.
The resources consists the contribution of the insured peoples and the employers. It contains
some social elements and its main goal to assure the equality of chances of the insured. It
clearly differ from the social issues of the state, the business-based insurance (which is
profit-oriented).
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The Social Insurance Pay-office (SIP, OEP)
On the basis of 317/2006 order of government, the social insurance pay-office is a central
office, which is directed by the health minister who is responsible for social insurance as well.
It is an economical organization having its own finance with full responsibility and rights
regarding its budget. Its budget should determine separately and build-in in the
governmental fiscal plan yearly.
The OEP is directed by a Director General, who is nominated by the prime minister upon the
recommendation of the health minister. The deputies are nominated by the health minister
upon the recommendation of the Director General.
The Mission of the Social Insurance Pay-office
-

Bearing the trust of the insured it buys the most health gain with respect to the
efficacy, effectiveness, equity and eligibility

-

it plays an important role in creating resource

-

the financing is open for the public using open decision-preparation

-

makes the system maximally transparent

-

it insures the people upon respect of EC normative, quality assurance and
evidence-based medicine

-

it realizes the abovementioned with committed, respected and open-minded
experts

-

it collaborates with health providers, authorities and organizations.

OEP has a competency over the whole country. The pay-desks of the Capital and of the
county health insurance pay-desk and the Social Insurance of the Railway belong to its
competence.
The tasks of Social Insurance Pay-office:
-

it directs, run, operated and develop the informatic systems , collects the
statistical data

-

participate in the evaluation of the processes of the health insurance and
elaborate concepts for short-, medium-, and long time

-

contributes in the elaboration of contracts regarding health insurance for
international issues and participates in the implementation

-

responsible for the exposition of facts/affairs

OEP works within the frames of an office having departments. The works is based on a yearly
working and controlling plan. To manage of the unique affairs, committees are forming
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usually. The function of the office is directed by laws, directions, ministerial orders etc. The
organigram is determined by the Director General.
The duties of the Social Insurance
The duties of the Social Insurance (Retirement Cassa) are the followings:
-

to pay the pensions

-

to provide the following health provisions, which could be:
o

free of charge (i.e. provisions by the family doctor, dental practitioner,
ambulance investigations, hospital treatments, rehabilitation and
patient’s transport .

o

provisions with contribution (drugs, travelling expenses)

o

partial contributions (some dental treatments)

o

some services requested upon fairness

o

some payments (in sick leave, pregnancy, puerperium )

o

accidents

The developmental and investments costs of the health institutions and health provider are
not financed by the Health Fund, this expenses belong to the self-governments by 98%.
The organisation-scheme of the Social Insurance pay-desk is shown on the website.
Literature:
OEP website: http://www.oep.hu
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8. The ethical relations of the pharmaceutical activities

The pharmaceutical ethics is strongly bound and related to the behaviour pattern of the pharmacist,
the professional rules and habits and norms in the law. The pharmaceutical calling or mission as a
scientific field should accomplish the requests of the society, of the rules, of the ethical norms, etc. as
well.

The connection between legal rules, professional guidelines and ethical
norms
Justice is the sum of the public behavioural habits of the society, which is testified by the State and is
enforced with the help of its power-enforcement organizations. The aim of the justice is the
regulation of the cooperation in the society and the provision of rules of the objectives of the social
life. It stresses the external actions. The norms are described. The State uses administrative
economic sanctions and penalties against the violators of the rules. An ordering of an order cannot
be against another rule having been graded higher in the lawful hierarchy, therefore the hierarchy of
the rules should be taken into consideration upon elaborating rules and laws. The highest rule is the
Constitution, which cannot be contrasted by the rules ranking lower in the hierarchy, as
governmental-, ministerial-, self-governmental orders. This principle is true for the enforcement of
professional and ethical rules as well. Serious problems arise when the professional and ethical rules
are contradictory to the law.
The professional rules summarize the basic rules of a profession. By keeping them, the maintenance
of the actual scientific level is ensured and guaranteed. The professional rules are fixed in a written
form as well (in publications, books, guidelines, papers) and people having the authorization of the
administrative forces, control them. The sanctions against the violators appear in the form of legal
state management process, but by depending on the severity of the violation it may have civil or
criminal law consequences.
The ethical norms live in the consciousness of the society. The demands are formed by the public
opinion, the sanctions are determined by the society, environment, family, the profession and the
ethical committees. The general ethical norms are not described whereas the rules of profession are
fixed in a written form. The professional ethics (the ethics of calls) are always subordinated to the
actual moral system, selected bodies supervise them, their violation may be sanctioned. The
prescriptions of the professional ethics are influenced by the changes in legal and professional
changes (but unwritten rules exist in this area as well). The justice emphasizes the external actions
and on moral minimums. The area of ethics reaches those areas which are not regulated legally or
professionally. Besides the actions the will is also emphasized and the investigations include not only
the particular given issue but also the intentions and the opportunities.
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Changing norms in ethics of calls, stable ethical basis
The requests and expectations against the pharmacists are changing from time to time. The originally
existing norms might be professional rules and the state may fix legal rules to the professional
guidelines. Some examples are given here:
-

some norms are fixed in legal rules, which are requested by the state and their failure
involves penalty (which were originally requests of professional ethics “only”)

-

the requests of the GMP were “only” professional prescriptions for decades and the
factories decided regarding their implementation, on their own (today these are
prescribed by legal rules and laws, which are obligatory for marketing authorization
holding)

Some processes go in the opposite direction and even deregulation, liberalization could be seen.
Other changes occur regularly: the expectations towards pharmacists are changing from time to
time. Some prescriptions, rules disappear, new ones come in, sometimes the complete scale of
values is changed and some, earlier forbidden behaviours all of a sudden become obligatory.
Good examples are:
-

the patient-oriented services of pharmaceuticals appeared, which expands the original
classical competences of the pharmacists in the relation of patient-doctor-pharmacist

-

some ecological expectations emerged against the pharmacist

-

by the appearance of the consuming society, the self-curatives appeared, with the
participation of the pharmacist

-

the pharmaceuticals introduced the elaboration of the theory and praxis of pharmacy
marketing

-

the pharmacy care appeared

-

the introduction of the implementation of good pharmacy practice (GPP) has been
started

The changes in the drug supply system, as well as positions of owners and employees bring together
the changes of new ethical norms and reform the older ones.
The health system –including the pharmaceuticals – is faced with the economically liable versus
medically possible dilemma, because the opened possibilities for developing medical technologies
surpass the ability of the loading possibilities, limits of the society. These conflicts are multiplied with
the new ethical aspects.
The alterations in ethical norms of calls or missions do not mean that the fundamentals are changing
dynamically or might be relative. The basic norms of ethics carry general values of the human
mankind, are based on traditions of thousands of years and do not depend upon any new actualpolitical, economic, etc. waves - therefore the ethics of the mission of pharmacists are on the fixed
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basis of the general moral. Despite of all changes the most important point of view of the pharmacist
is the benefit of the ailing human beings.

Ethical expectations against the pharmacists
The ethics of the pharmaceuticals rests on three pillars: (1) the oath of the pharmacist, (2) the
collections of ethical norms, (3) the personal commitment of the pharmacist.

The pharmacist’s oath
The oath is an objective of the graduation of the pharmaceutical doctor (since 2009 the pharmacists
receive the graduation of ‘doctor’ during the ceremony). The oath fixes the most important points of
view of the basic ethical norms of the mission. The text may differ from university to university but
the essence is identical.
Collections of ethical norms
All the ethical norms of the pharmacy-mission were collected and fixed by the Ethical Codex of the
Hungarian Pharmacy Chamber between 1994-2007 working as a public body. The Chamber was
authorized to describe the norms and issues against the violators. In the most serious cases, the
Chamber had a right to suspend the membership or disclose the member from the Chamber, this
latter forbid the person to continue its pharmaceutical activities, because the law bound the practice
to the membership of the Chamber. The right of modification and acceptance of the Codex was
attributed to the assembly.
The abrogation of the obligatory membership changed basically the possibilities of the Chamber
regarding its rights connected to the ethical issues. The Chamber may issue a warrant against its
members only, thus the discontinuation of the membership would not necessarily suspended the
pharmacist from working in his/her profession anymore. Consequently a separate rule had taken the
necessary measures in order to create regional and national committees of ethics which have the
right for the required steps to be taken in order to clear the issues. The parallel regulation of ethics
needed a harmonisation of the rules of the Chamber and the regions. The present rules have a
normative character, which fixes the expectations in forms of prohibitions or obligations.
The violation of the ethical rules is qualified as an ethical offence, is case of its repetition as infraction
of discipline.
The most important ethical expectations are present in the collections of norms and in the public
mind of the pharmacists.
The pharmacist should not perform such activities, which are contradictory to the written or notwritten rules of the society in the private life and should not create situations being contradictory to
the social norms. The professional preparedness is an ethical request. The benefit of the ailing
human being should be the primary move to its activities. At the same time the rules and ethical
norms of the pharmacy profession should be kept and contradictory actions are not allowed. The
pharmacist may deny the expedition of a drug within legal frames only, whereas a doctor may not
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perform certain operations or actions (as abortion) against its moral commitment: this is a difference
between the two professions.
The pharmacist should keep the secrets of the patients. This obligation remains after the death of the
patient as well and is not compulsory in the following cases:
-

if a law or rule orders the delivery of the data

-

if the patient had given an authorization in a written form

-

if the data are necessary for the benefit of the patient

Scientific publication is possible only by keeping the anonymity of the patient.
The pharmacist should keep its professional independence and may not bring one manufacturer, one
company into position for remuneration. The activity of a pharmacist may be advertised. In these
cases the pharmacist should harmonize these actions with the rules of the laws and orders pertaining
to this area. He/she should not force an ill human being to buy a definite product which is not
indicated for use for the given person. The ill human being has a basic right to choose freely the
doctor and pharmacists, these rights should not be interfered by actions of the pharmacist. The
pharmacist should not build up and carry on with a dishonest marketing habit. Those contracts are
forbidden which result in a loss of either the patient or the social insurer, etc. The pharmacist should
not create/make a diagnosis, should not declare anything regarding the prognosis of a disease and
should not deliver sentences to damage the patient’s confidence in the doctor, in another
pharmacist, or in a hospital. The cooperation with colleagues, doctors, manufacturers and other
participants of the health system should be collegial and correct. A pharmacist in her/his public
functions (i.e. in bodies) should not earn dishonest advantages. Pharmacists working in other areas
(i.e. research) should comply with the ethical norms of that particular area (research ethics).

The roles of ethical committees
The regulations, rules and the important issues of the pharmacy-ethics are moving continually and
changing permanently. Therefore the committees should form ethical -standpoints, issue
methodological letters etc. in accordance with the recent ethical issues and sometimes even modify
the Codex as well. These standpoints may give guidelines in some special cases and contribute to the
development of pharmaceuticals. However the committees should proceed very cautiously because
in a given case the fate of a colleague is in their hands. On the other hand the ethical committees
should not manage the defeat or violations only but should help and promote those processes which
are progressive.

The fundamentals of personal commitment
It is very important to know that the pharmacist works and performs his/her professional-health
activities and tasks within an economical surrounding, therefore this mission belongs to the
“economical unit” and consequently to a “helper” mission group. The public drug supply is a health
service performed amongst market-circumstances. The prior moral commitment of the pharmacists
is the synthesis of the expertise– service – supply tripartite demand.
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Expertise
The pharmacist should consider its expertise as a responsibility and not as a privilege. Its prerequisite
is a life-long learning, education. The recently introduced “doctor of pharmacy” degree increases the
demand for knowledge, expertise, capability to help the doctor, help the patients in self-treatment,
etc. as they had previously been cited many times. The doctorate degree gives bigger respect but
increases the responsibility and the demands as well.
Supply
As it had already been clarified previously, the pharmacy is a health supplier and it is a part of the
market, but it performs not only merchant-work. Drug is a special ware, the patients are not simple
consumers and rights of the ill human beings are not identical to the prescriptions of the consumer
protection. Pharmacies should increase the compliance, reduce the drug choice and drug use related
risks with a simultaneous increase of the consumer satisfaction and must make efforts to reduce the
costs of treatment at society and population levels, moreover improve the adherence.
Services
The pharmaceutical activities have humanitarian, social and public concerns. We meet a mass of
defenceless people whom we have to help in a humanitarian way as well, not only professionally.
Others would not take over the duties of pharmacists. The pharmacists should help the ailing human
beings and the society of pharmacists should also be an advocate in the interests of the patients. The
story since the end of the last century showed frequently changing external circumstances which did
not allow clear manifestation of the ethical demands against the pharmacists.
The future should answer the following questions:
-

What does it mean to be a health worker as a pharmacist?

-

What day-to-day demands are faced by the pharmacist in the economical objectives?

-

Where is the border of loyalty to the investor?

-

How much salary could be requested by the employees?

-

What can we do with pharmacists who cannot follow and keep the ethical requirements
because of the fault of the owner of the pharmacy?

-

What ethical norms should be followed under the present transient situations in
relations of pharmacist – patient, pharmacist – doctor or even pharmacist – pharmacist?

-

What expectations could be fulfilled during the professional activity within the local
community being an intellectual worker?

The demands are multilevel and the pharmacist should make responsible decisions at every point of
his/her activity. Therefore we have to investigate the ethical issues of decision-making.
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The ethical relations of pharmaceutical decision-making
The activities of the pharmacist are tightly bound to the compulsion to decide: every action, every
standpoint (furthermore our non-actions and no-standpoints) that would have a consequence to our
patients, workers, enterprises and ourselves etc. and furthermore- an effect on the stakeholders as
well. The theory of decisions is not the subject of this chapter but I would like to give some basis.
According to the forms, we distinguish simple (routine) and complex decisions. The complex
decisions have multiple targets: according to their long-term effect they may have multiple aims,
participants etc. According to their results we may speak of strategic, tactic and operative decisions.
Formally, there are individual, group (formal or informal) and body-decisions.
The different phases of the decision process:
-

recognition of the problem

-

meta-decision (to choose the appropriate method for solving the problem)

-

elaboration of the frames of the decision

-

collection of information

-

overview of the possible alternatives

-

choosing between the alternatives

-

making the decision

-

implementation

-

control of performance and feed-back

As a boss, the pharmacist makes investment-, problem-solving-, HR distributing-, and
discussion/agreement decisions.
Decision-theoretical, deontological-ethical considerations
According to the neoclassical theory, the human being is rationally thinking and egocentric, focusing
onto the maximization of the efficacy. To make the rational decision the following are necessary:
-

being maximally informed

-

knowing all the alternatives

-

the decision process should be consistent

-

the preferences should be clear

-

depending upon the possible variations of the consequences he/she should evaluate
logically, the decisions should be independent of the emotions etc
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The “homo economicus” is forced to maximize the surplus. However the rationality has borders,
because : (1) our information is limited,(2) we do not evaluate each alternative (3) not all the
consequences could be considered (4) the preferences are not unanimous (5) the implementation is
unsecure. Therefore the so-called long-term decisions are not secure and the short-time decisions
are pro predictable. Because of the limited rationale of the decisions, the ethical norms should rule
by responsibility and “do not harm”.
The obligation-ethics and the outcome-ethics are apparently on different side and the decisionmaker should decide which would be the basis of the decision. In reality, a model of decision-making
could be elaborated, when a decider uses one model as a filter (i.e. chooses the most rational
alternatives) and among these he/she chooses the most advantageous alternatives from economic
etc. points of view.
There are some necessary remarks regarding these decisions based obligation-ethics and outcomeethics:
a) It is important to set-up the exact determinants of this “filter”: it helps in choosing the best
alternative.
b) Proper recognition, collection of information, alternatives etc. need a very high level of
professionalism in pharmaceutical sciences as well. The continuous education is therefore
inevitable.
c) Another important factor is the proper time of recognition of the problem. It may be a useful
signalling system to recognise the problems as early as possible: the patient-satisfaction
studies, an appropriate quality assurance audit may be of help.
d) Independence: the independence of the decision-maker is of utmost importance! We know
the consequences of the “I was ordered to it” very well. It is a big ethical dilemma. Therefore
the pharmacist should be independent regarding his/her ethical, professional and
economically related decisions.
e) Implementation of the decisions is followed by the change-management. It is necessary to
involve the participants into making of the decision and implementation and to commit them
in order to reach the common goal. It also needs a conscious conflict-management.
f) Following the norms, the target-rationality and the respect of the participants belong to the
so-called positive decisions. The opposite is the violent, irrational (self-destroying) and
antisocial decision.

Basis of virtue-ethics
The theory of economical ethics is based on deontology and tries to give an answer on “what should
be done” and gives an answer on the basis of norms from the point of view of “good action”. At the
same time there is an importance to determine the “morally good” and “which one I have to be”
questions as well. Every ethical theory should clarify the values and priorities in the human life. In
these cases the “morally good” is identical to the virtues (Christian virtue, economical virtue, etc.).
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The most important virtue from economical-ethical points of view is the inclination for cooperation,
loyalty, tolerance, honour, honesty, respect, etc. A morally good, well functioning enterprise should
work (1) as a community, (2) should want to be excellent (3) and the internal roles should be
harmonized. A morally good organisation has morally good people working for it. The organisation
does not force the employees into unethical actions and does not punish the ethical ones.

Points of view of responsibility-ethics
The role of responsibility is growing gradually in the economical life. The responsibility of someone
(a) for another person (b) or to an organisation (c) is working. Responsibility could exist not only in
relation to other human beings, but towards the nature, the next, coming- up generations, etc. The
Authority to whom a person may be responsible could be another person, an organisation, God
according to his/her religion), the society or even the person’s own conscience. Being a pharmacist
we are responsible for our patients. This responsibility manifests through our oath to our conscience,
ethical institutions and professional prescriptions. The future of the mankind and nature are highly
dependent upon the self-assertion of responsibility-ethics under the present social and ecological
circumstances.

Ethics of economy and the profit of the business
Ethics have a value even in the business life. The ethics of the economical actions depend upon the
expenditure regarding the moral character and ethical actions, inversely. Pharmacists are obliged to
work under the rules of professional ethics, keeping the rules of the Codex, the oat, etc. At the same
time the pharmacy is an economical unit and must produce a profit for its maintenance.

Institutions of Ethics
The ethical level of a company is determined besides ethics of the leaders and the employees, by the
functions of the ethical institutions in the Company. The manifestation of the norms could be helped
by different means. Such tools could be:
-

the mission statement, which fixes the main characteristics of the company for the
leader, the employees and the stakeholders (who we are, what we want, what we
guarantee)

-

ethical audit

-

in case of bigger companies
o

ethical codex

o

ethical committee: elaborates, implements and control the principles

o

an independent ethical director

o

ethical “hot-line” in order to help co-workers in critical situations

o

educational programmes in ethics
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The pharmacies in the public service are in a good position: they could create their mission
statement, the Chamber has a committee of ethics and regular educational programmes are carried
on constantly, etc. At this moment, the hot-line and the independent person are not the reality.

The way of the future: ethical audits in the pharmacies?
There is an increasing concern and problem that at present the functioning pharmacies are not
always in the ownership of the pharmacist who should be under permanent ethical control:
-

the oath is related to the pharmacists only

-

the ethical norms of pharmacists could be called to account from only the pharmacists

-

because of the foreign and mixed ownership, the pharmacists’ ethics could be realized
with more and more difficulty

-

collected volume of the ethical norms is considered to be a legal issue at present, thus
the moral effect of these collections has decreased nowadays

-

violation of the ethical norms is mostly paid by the profession and not by the person who
has committed it !

The ethical performance of the organisation could be seen from the relations to the stakeholders.
Stakeholders are the owners, the co-workers, patients, doctors, wholesalers, IT people, selfgovernments, professional authorities, social insurance, etc. The relation might be neutral, pragmatic
and idealistic.
The ethical analysis and evaluation of a pharmacy should answer the following questions:
-

who should perform the audit

-

the direction of the audit

-

which kind of standards may we use

-

the methods of data collection

-

the method(s) of consultation with the pharmacy

-

the expiry of the audit

-

what result should be considered positive (successful audit) and what would be a
negative, unsuccessful audit

According to our present knowledge those systems of ethical audit should be set up, in which
-

the pharmacy asks for the audit voluntarily

-

the owner and the workers willingly participate in the audit

-

the auditing organisation was set-up by the professional organisations
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-

the organization performing the audit covers the country and set-up regional offices, the
regional offices perform the audit in the pharmacy

-

the committee determining the national demands should have elected delegate
members in their set up appointed by the Ethical Committees of the Chamber, the
Chamber of Doctors, the trade unions, the Social Insurance, the Governmental Health
Services (ÁNTSZ), the wholesalers and patients organisations

-

the audits are justified by the national organisation

-

The title of “Ethical Pharmacy” may be placed into the ‘officina’.
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9. Drug leaflet/prospectus, advertising of drugs
The regulation of communication on drugs
The advertisement and providing of information on drugs are two different issues, but their legal
regulation is summarized in one ministerial order. The basis of the order is the act on advertising
activities in the economy, entitled as “/Gov.ord./Act on Advertising “ 1997/58 and the modification
of the lay regarding the “drugs for human beings and other laws influencing the drug market”
2005/95. Shortly summarizing, the drug advertisement is an information mass on drugs for the
public, whereas the drug prospectus is a drug-information leaflet for the professionals.
Legislative background of drug-information and advertisement
The health minister (under different names but with same functions) is authorised by the a) point of
25th§ of the law Gov.ord. to regulate by orders of advertisement and prospectus the substances for
human use and the non-drug products having beneficial effects. The final form of the order was put
in act in 2006.
The order stated that advertisement and giving information on drugs, substances having beneficial
effects etc. could be advertised on Hungarian territory–including printed matter for health
education, scientific educational leaflets or information provided on open-air or other advertising
media for health-educational purpose – only in accordance with the regulations of the law
mentioned above (9/2006.III.Eü). Every activity, information-transfer is qualified as drug
advertisement, which aims at the modification, influence of ordering, distribution and consumption
of drugs with special reference to









advertisement of the drugs for the public
advertisement for people being specialised for ordering and distribution
the work and activities of the so-called pharma -informants, medical representatives
or pharmacy-visitors, i.e. providing information for those who are authorized to
order and distribute drugs
free sampling
all the incentive activity for ordering and distributing drugs and offering some gifts,
awards, etc.
sponsoring programmes for people being authorized for ordering and distribution of
drugs
sponsoring those scientific congresses and meetings which are organized for these
people and taking over their expenses

Advertisement is: every orientation, information etc. put onto a carrier of advertisement in order to
provide health information, popularize the knowledge, etc. if it contains the name of the drug or any
information for identification of the drug (international name, effective substance, the name of the
manufacturer described simultaneously, etc.).
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It is forbidden to advertise substances not having marketing authorization holding and drugs upon
prescriptions, available in the pharmacies. It is forbidden to advertise those OTC drugs which have a
reimbursement of social insurance or which are free for the people on the SIP list.
The OTC drugs can be advertised if the advertisement does contain the followings: “Please, read the
patient information leaflet or ask your doctor or pharmacist regarding the risks and side effects!”
The presentation of the advertisement, the form, the size of capitals, readability etc. are regulated as
well, like in the cases of radio and television –advertisements. (i.e. the warning described above
should last for at least 5 seconds in time).
Only that information is allowed to be put in the advertisement which complies with the drug
information leaflet, having been approved by the marketing authorization holder.
The drug prospectus has to comply with the data sheet of the drug. The medical representative or
pharmacy-visitor should show the information regarding the drug in such details, which would enable
the user to create a well-based opinion regarding the use of the drug. In case the social insurance
fund gives a reimbursement to the price of the drug, the provided information should also contain
the retail price, the sum of the reimbursement and the final price.
The prospectus must contain information and citation from the original publication or any other
scientific source shown and copied from the original, indicating the source.
The regulations determine the circumstances how and when the informant/medical representative
may visit the doctor and how he/she may give the free samples. Providing of the sample (yearly two
boxes) is obligatory to be registered (via the chief-pharmacist in the hospitals). The record should
contain:
-the name and address of the manufacturer
-the name of the institution receiving the sample
-the data of the sample: name, formulation, power, unit, amount, charge number, expiry date,
instructions for storage and MAH number
-the date of the issue
-the names of the provider and the recipient
The given sample should not differ from the smallest marketed unit in accordance to the MAH. The
sample should contain the inscription: “Free medical sample, not for sale”. Drug samples containing
psychotropic or narcotic substances cannot be given. Samples directly for patients or assignment for
free of charge shopping for the patients, should not be given.
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The direction and organisation of the drug prospectus and advertisement
The unified direction and control of the prospectus and advertisement of the drugs is the
duty of the National Institute of Pharmacy (OGYI). Its duty is the edition of periodicals containing
medical information, booklets, instructing materials. These periodicals have the task to disclose new
information on drugs, therapeutic advises, guidelines and expertises, referrals, etc.

The filing of the medical representatives
An official pharma informant work is allowed to be performed by an employee- of the NIP or of a
company which intends to advertise or inform on drugs- who is a physician, a pharmacist or has a
higher degree in healthcare or biology.
The medical representative activity can start when the employee is registered in the NIP for already 8
days and had been provided with an identity card. The identity card should contain: the name of the
employee, the NIP registration number and the name of the employer: drug-, or advertising
company.
The medical representative may distribute free of charge samples- according to the rules described
above- to the doctors and hospitals with keeping up filling the record.

The supervision of advertisement
The superintendent of advertising is the NIP, which initiates procedure in case of violation of the
rules of advertisement. In these cases NIP is an authority, whereas in the procedures initiated and
performed by the Office of Protection of the Consumers, NIP is a professional authority.

The medical representative network (network of medical representatives and pharmacy
visitors)
The first official med.rep.-network was organized by the NIP in 1958. At present the network is run
by the NIP employing 44 pharmaceutical experts. The Department of Supervising of Advertisement of
the NIP organises quarterly educational training courses entitled “New Drugs”, which are available
not only for the network of medical representatives (medreps). Invitations are sent to all chief
pharmacists of every hospital, the pharmacy officers and the pharmacists of all national institutes
and county-insurance companies. The medical representatives and pharmacy visitors are educated
either by the companies where they are employed, or at some universities, where official
postgraduate training courses are available for medrep-education. After completion of a 1-year
course and exams the medical representatives receive an official degree/certificate. Their registered
number is approximately 1500, now.

The regulation of drug-communication
The Ethical Codex was edited in 1995 by the National Alliance of Hungarian Drug Manufacturers
(MAGYOSZ) and the Society of Innovative Drug Manufacturers (IGY) in order to harmonize the
ethical drug communication. Both organisations fixed as a basic rule, their serious concern and
consideration regarding health-demands, the maintaining of quality in manufacturing, storing,
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distribution by the spreading of information regarding all of their products. The indications for their
products, the routes of administration, etc. are based upon scientific evidences as well. The Codex is
in force for every product which falls to the 25th law of Drug in 1998, but excludes substances having
beneficial effects and veterinary products. The Codex is available on the net:
(http:///www.presolution.hu/index.php?option=com ). Some other information is available in the
chapter of this book entitled Drug Marketing. This booklet does contain information on marketing
authorization, the most needed information, drug promotion, information for non-professionals,
motivation, gifts, etc.
Other information is available in the chapter of “Drug Marketing” of this book.
Literature
Molnár J.: Ethical Codex on Communication on Drugs
Vincze Z., Pharmaceutical Organisation, Semmelweis ed. Budapest 2004.
Laws and Ministerial orders as listed: LVIII-th law, 1997., XXV-th law, 1998., order of the minister
64/2003 (X.31), XCVth law, 2005 and ministerial order 9/2006 (III.7) and modification of the order of
64/2003.m (X.31).
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10.

Pharmaceutical relations of patient’s rights

The self-assertion of the basic human rights was the duty of the doctors, i.e. it had been attached to
their self-control, at even 10-20 years before in the West-European countries. The patient’s rights
were issues of the human ethics, and not legal questions. The patient’s rights were regulated based
on the Hippocratic oath in the ethical code and declarations as an ancient norm of the medical
duties. The most pronounced changes in the patient’s rights worldwide occurred in the 1970’-s,
when the medical ethics were reinvestigated from legal points of view.

International overview
The explosive technical development in medicine and the high specialization of the participants in
the health system resulted in a situation where the patient became a “case” in the cog-wheel of
health services and lost its independent personality. The “plant operation” of the health system
depersonalized the ties of patient-physician. The patients trusted in this relation and were in a
passive patient-role. Coming from the technical development - entirely new techniques, methods
and interventions were born. In spite of all the advances they could induce changes in the organism,
structure and the life of the patients, their living habits and quality of life, thus being dangerous.
It is not accidental, that the societies recognised the dramatically increased costs of the health
system and they closed the expenditures from upside down. The system became much more
expensive, which limited the availability of the system to everybody, limited the freedom of cure, and
decreased the predominance of the patient’s rights, furthermore allocated some duties to the
patients.
The human rights increased in the society, increased the role and importance of private property.
These emphasized the importance and the protective forces related to human rights and dignity. The
individual wants to participate in the decisions related to his/her health in the consuming society and
it is a demand against the health service provider.
Tight fight for the patient’s right started in the USA first: these rights were strongly connected to the
explosion of the prices in the health system and to the regulation of the economic rights and
restrictions of availability. The patients’ rights in Europe are motivated mainly by ideology and ethics.
It seems interesting however that the patient’s rights are not published primarily within the laws of
health but rather in the collection of the civil rights. In those countries where there is no special law
for the patient’s rights a number of international declarations are valid.
The “Lisbon Declaration” of the WHO is an outstanding one among the declarations. This declaration
fixes some patients’ rights without the intention to be exhaustive. These are the free choice of
doctors, the secrecy of the personal data, the right of refusal of treatments, and the right for death
being worthy for human beings. The general description of the patient’s rights was published in 1994,
in the so-called Amsterdam Declaration of the WHO regarding patient’s rights giving a frame for local
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national regulations. The harmonizing of the patient’s rights could be accomplished in three ways in
the different countries:
a) elaboration of a specific law pro patient’s rights which is specific and does not cover other
areas of the legislation ( like France, Denmark, Finland, Norway, Greece, Netherlands and the
Baltic States)
b) the patient’s rights are built in other rules (as in Hungary, where the law of health
incorporates the patient’s rights)
c) The United Kingdom put together the patient’s rights into a charter (Charter of patients,
1991). This method was taken over by Ireland, Portugal, Germany and Slovakia.
The non-governmental organisations for patient’s rights have a growing influence. The Active
Citizenship Network (located in Italy) elaborated a general charter valid for the whole of Europe. The
European Charter of Patients’ Rights “was born” in Rome in 2002. This basic document contains 14
basic patients’ rights as follows: right to the preventive measures, right of accessibility to medical
treatments, right to the correct patient information, to the agreement, the right of free choice, the
right to secrecy, the right to the respect of the time management of the patient, the right to control
the quality standards, the right to safety, the right to innovation, the right to avoid the unnecessary
pain and suffering, the right to data protection, the right of accusation, the right for compensation.
Summarizing, the patient’s rights are now the part of the European legislation, but the efficacy
depends on how these could be enforced in the daily practice and how the citizens could have the
knowledge about these.

The Hungarian practice
The rights of the patients were protected very effectively by the norms of pharmaceutical and
medical ethics, however the implementation was the duty of the health professionals. The signs of
depersonalisation and being defenceless were also shown along with the development of the
medical techniques. The right to free self-determination is declared by the present Constitution. The
protection of the rights of the individual is described in the Civilian Codex, which prescribes the
respect of personal and individual rights. The law of health (1997.CLIV) and the law on Drugs describe
the patient’s rights and the protection of individual data.
The patient’s rights
The patients’ right is a sum of rights, which is equally applicable to all the persons (not only the ill
human beings) who make use of the health-services. This is valid in case of all those persons who are
on the territory of Hungary, who work as service providers in Hungary and are valid for all the heath
activity fields the country. These rights would be applicable to the foreigners in Hungary in the public
as well as in the private sphere.
The patients’ rights include standard demands meaning a protection for the health service providers
as well as for the patients. The patients’ rights helps the individual to undertake an equal patientrole, which is a sensitive point for the medical treatments, using the opportunity of the free choice
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for doctors and institutions, who in turn would be able to cooperate and participate in the curative
process.
Methods and tools for vindication of patient’s rights
The Ethics Committee of the Chamber of Physicians has the right and opportunity to investigate the
violations of the medical ethics, the written and unwritten ethical rules, moral rules and the
professional rules.
In case the owner/maintainer does not carry out his/her duties satisfactorily and because of this the
rights of patients are violated, the patients may directly turn to the owner. The owner (selfgovernment) investigates the case internally first. The Governmental Health Service (ÁNTSZ)
supervises the work of the health providers and the patients can complain directly to this office as
well. After the investigation, the results will be sent to the patients and to the service provider.
ÁNTSZ may order the provider to impose changes and the implementation of the changes should be
reported again to ÁNTSZ.
As the rights for life and health are fixed in the Constitution these complains are related to the
ombudsman of civilian rights. Approvals may be sent to the ombudsman if all earlier possibilities
were used without legal remedy.
In case of a debate between the patient and the health provider which cannot be solved with this
method, the judicial proceeding is the final opportunity. The patient may turn directly to the court if
the quality of the service or the violation of the rights caused by pecuniary and non-pecuniary losses
and claims were damaged against the provider.

Patient’s rights in the medical practice
Patient’s right declared in the law on health
The most important rights of the patients are described in the Law CLIV/1997 and in the law on
personal data protection XLVII/1997. These laws have a separate chapter regarding the “role of the
individual” where the law-maker fixes as basic right the right to be informed, the medical possibilities
in case of a given disease.
Right to the medical treatment: it is a basic right to the emergency treatment and pain killing. The
patients may have a right for the free choice of doctors according to the level of treatment. In case of
rare diseases the patient may be oriented to the appropriate centre (another health provider) or to a
special waiting list. The patient has a right for a full-day medical treatment without any
discrimination. Regarding the setting of the diagnosis and introducing a treatment the patient may
initiate the use of a second doctor’s opinion as well.
Right to human dignity. During the investigational processes the patient may be defenceless and the
right to dignity maybe violated. The freedom of the patients may be restricted transiently at a
necessary level only, while removing of the clothes should be performed with caution.
The right to maintain the contact. In this paragraph the patients have the right to see the relatives
and visitors without disturbing the medical treatment. The patient may forbid disclosure of his/her
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data to the visitors. In case of children, the parents may accompany the patient. The woman in
labour has a right to determine the person whom she would allow to stay. The patient has a right to
keep contact with representatives of churches.
The right to leave the institution. The patient has a right to leave without jeopardizing the safety of
the other patients. This right may be restricted in special cases only.
The right for correct information. The patient has a right for information in an individualized way,
specific for him/her. The verbal information may not be replaced by the pre-prepared written
consents. The patient has a right to ask, to know the names of his/her doctors, their profession and
assignment. A patient with unlimited capacity to action may renounce from information or delegate
it another person in a written form.
The right for self-determination. This right may be restricted under very specific circumstances. The
patients may determine freely regarding the demand of medical treatment, the types of examination
to which he/she agrees in case of having an informed consent. Patients having unlimited capacity
may nominate a person who could have the rights for agreement, and may list the persons who may
act instead of him/her in case of unconsciousness. Under certain circumstances the agreement of the
patient may assume that in case of not-acting a life-threatening condition may result. . A written
consent is necessary (according to the law) regarding the use of organs, tissues, cells removed during
his/her life, or the use of the organs, tissues after the death for scientific or research purposes is
forbidden .
The right of refusal of the medical treatment. With few exceptions- if the refusal is jeopardizing the
life or health of others the patient has to declare in a recorded document or in a private document
having a full power (2 witnesses) to refuse the treatment. In case of life-saving - treatments the
refusal is possible if the patient suffers a lethal disease even besides medical treatment. The refusal
is valid if a 3-member doctor’s committee had investigated the patients and the circumstances and
the patient is in full capacity, is informed regarding the consequences, the disease is permanently
incurable and the patient repeats his/her will in the presence of 2 witnesses after 3 days again. The
refusal is invalid if the patient is pregnant and there is a possibility to bear the pregnancy. The patient
may withdraw the declaration at any time. With respect on its incapacity in the future, the capable
patient may nominate a person who uses this right in the future.
The right of knowledge of the documentation regarding his/her health. The law clearly declares that
the whole medical documentation, i.e. data carrier is owned by the health service provider, whereas
the data in the documentations are owned by the patient. The patient has a right study the obtained
data. The patient has a right to make a copy on his/her own cost and it may require a written
summary. The mistakes in the data should not be erased (especially not from the computer!), but
may be corrected. The health-data protection law is a separate law which protects the data.
Everybody who is in touch with the health systems, presumes the free usage of the data within the
system only. However the protection of voluntarily data makes possible for the patient to forbid
his/her data management, but the health provider should be informed in a written form beforehand.
Because of the target-oriented data management (e.g. mental-, psychic states, the circumstances of
the death, cause of death etc.) the data may be used for a definite purpose only. The law separately
records and states how the data may be given out for the police or upon other external requests.
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The right to keep the secrecy. According to the present law all employees in the health system and
others who are in a contact with the system are burdened with the engagement to keep the secrets
regarding every data or facts independent of the source of information, indirectly or directly coming
from the medical documentation, etc. This is not valid if the patient gave an exemption or the law
prescribes providing data for saving of the other persons. The patient may declare and list in details
of those persons who may get access to his/her data. The patient has a right to allow/or not the
presence of predetermined persons at the investigation sites as well.
Besides the right of the patients the law prescribes the obligations for the patients. If the patient
decided to accept the services of the health provider, he/she should keep the local orders and legal
rules. He/she is obliged to cooperate with the health persons providing all the necessary data which
are needed for the correct diagnosis, the treatments, risks etc. If his/her state jeopardizes the
state/health of others giving of the information is obligatory. He/she should nominate the persons
who might be infected or who may be the sources of the infection. He/she is obliged to give
information regarding the earlier legal declarations. It is obliged to keep the rules of the house, to
pay the prescribed fees and respect the rights of the other patients and workers of the health
system. It is important to notice that under definite circumstances the doctor may deny the service.
The doctor has opportunities for this: in case of other life-saving activity, if the service is
professionally not indicated, moral, religious conviction or the patient threatens him/her and does
not show cooperation.
Special rights of the patients. The law of health contains the patient’s right in general, but some
groups of patients could have special rights coming from religion and some specialities of some
treatments. Every disease is specific, results in upraise of special human problems for the patients
and doctors therefore the elaboration of the special rights of patients is necessary.
The doctors are obliged to keep the respect of the religious commitment and liberty of conscience
and all the decisions of the patients. The treatment of –Jehova Witnesses - belong to this category,
who refuse the blood transfusion.
The rights of pregnant women. Every citizen has the right to give disposal over her body, therefore
none of the treatments of a woman need an agreement from the husband. According to the
document entitled “Rights of pregnant woman” the patients have a right to know the effects, sideeffects, complications of each drug. The patients may require all the information on the possible
stress-situations during the pregnancy and have a free choice in agreement with the obstetrician to
choose any kind of position throughout the delivery. She has the right to keep the newborn besides
her if the newborn is healthy.
The role of psychiatrics in the health system. The psychiatrics have two roles: they treat and care for
the mentally ill patients and on the other hand they make decisions regarding the mental capacity of
the patient regarding the objective of decisions of the treatment. The psychiatric patients need an
increased protection, because on the basis of their state they are not able to enforce their interests.
The treatment of these patients might be voluntary (the patient agreed in full capacity state), or
might be against the will or in lack of the will of the patient. The court may decide regarding the
necessity of the treatment, but frequently this decision happens within 72 hours when the doctor
informs the court. It is prescribed that the health provider should not use any differentiation for the
140

psychiatric patient and the rules of United Nations and WHO prescribe the less inconvenient and
detrimental treatment modalities. The law also gives orders regarding the restrictions of personal
freedom of these patients (of course not the directly jeopardized ones only!) but only for the
necessary time period and level. Therefore emergency provisions may be made in case the patients
resist against the investigations and treatments or the leave of the patient cannot be inhibited. The
law regulates without differentiation of the issues of incapable or restrictedly incapable persons
regardless the illness or age. However a young patient after the 16-th birthday has a right to
nominate the adult who makes decisions instead of him/her.
The transplantation is a special issue as well. Only those organs, tissues are allowed to be removed
from a living person - which would not cause health-damage. Organs may be donated by a person in
full capacity when the recipient is a relative or a brother/sister of the relative. In exceptional cases
other possibilities may allow organ donation but these should be investigated by the ethics
committee of the hospital. In these cases the committee investigates the psychic connections
between the donor and recipient, the free-of-charge donation or that the donation is free from
misguiding, pressure or threatening. Removing organs from dead bodies is possible if the dead did
not forbid it while being alive. If this written document is not available within a definite time its lack
should be presumed. The patients should be informed regarding the professional rules of the existing
waiting list.
The currently existing rules on data- management have one important exception, i.e. the screening of
HIV. There is a possibility for anonym screening, where only the sample would get a sign. In case of a
positive result, the patient is obliged to deliver the personal data.
Further special rights in the data- management are the data collected for public health/epidemiologic
purposes. The law contains in its attachment a list of infectious diseases which should be reported
and this is valid for intoxications as well. The reporting is obligatory to the Governmental Health
Service (ÁNTSZ). The data should be used in an anonym form for statistical analysis. With the
permission of the director of the institute and responsible person for data protection, the scientific
research is possible but the individuals should not be identifiable.
If the health provider is an educational institute, the patients should be informed and after informed
consent the patient may agree regarding the presence of students during the treatment.
Process, which should follow after the violation of patient’s rights. The institutional systems for
enforcing the rights are taxative, described in the law which gives a guarantee for the patient. This
institution does not exclude each other but gives many options for the patient to choose one for
enforcing the rights. The patient has a right for complaint against the health provider or the
maintainer. These should be investigated and upon submission of the complaints and answer should
be there within 10 days. The patient has right to complain to other institutions, furthermore the
health provider should take the attention of the patient to this opportunities. The provider should
elaborate an internal SOP for the treatment of complaints. The complaints should be registered and
every paper should be kept and stored for 5 years.
The representative of the patient’s right protects the right of the patient, helps the patient in the
availability of the medical data, in description of the complaints, etc. He/she represents the patient in
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front of the authorities and is obliged to draw the attention of the provider for the violating practice.
He/she treats the protection of vulnerable patients with special focus of interest. The representative
of patient’s rights has a right to see and overview the medical documentation at all the places in the
hospital, to ask the workers in health and is strictly obliged for keeping the secrets. The
representative is employed by a Common Fund of Patient’s-, children’s right and not employed by
the health provider. This position requires a higher level of education, a special training and
successful exams, etc. and may act in the hospitals, outpatients, basic care.
According to the law of CXVI/2000 the patient and the provider may elaborate and agree via an
extrajudicial procedure. The aim of this is to avoid the process to end up in the court but resulting in
a legal solution of the issue. This mediation system is working under prescribed circumstances and its
decisions are equal to a judgement on the court. The mediations work in full transparency for the
parties and should keep the secrets. In case of non-agreement the parties might go to the court.
Patient’s rights in the pharmaceutical practice
Connection between the patient’s rights and the pharmaceutical practice:. The pharmacists are part
of the health care system. The patients buy a health service with the drugs , are in a connection with
a health employee, therefore their duties and tasks are related to the system. On the other hand, the
spreading of the self-treatment with the OTC drugs, the patients use the pharmacist as a separate
health provider independent from the doctors. Thirdly, the pharmacist will be a part of the therapy
of the patient with the extending of pharmaceutical care, its practice. The pharmacist may help a lot
with professional and ethical activity and might cause unbelievable damages with unethical habit and
non- professionalism.
The pharmaceutical ethics
The pharmaceutical ethics are described in details elsewhere. Here we emphasize, that the
pharmacist takes an oath before the Dean and the first command is the “nil nocere” (don’t do hurt!).
The second principle describes the ethical demands (cooperation, fidelity, honour), whereas the third
is the commitment of the pharmacist to cure. The text of the oath places the pharmacists into the
service of the ill human beings. The Ethical Codex of pharmacists prescribes numerous demands
which are described elsewhere as patient’s rights.
Obligation on information
This obligation of the pharmacist is not only a professional-ethical expectation, but there are
numerous prescriptions on retail-, and OTC drugs. The law on drugs XCV/2005 describes patient’s
rights in the 24-th § paragraph emphasizing that it is obligatory for the pharmacist to give
information on
-

therapeutic and side effects of the drugs

-

drug interactions in case of taking more drugs

-

the necessity of medical treatment

-

the possibilities of replacements and prices
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This paragraph is valid mainly for the expedition of the OTC drugs. It is a source of professional
debates, how deeply the pharmacist should mention the side effects. If the patient does not want to
listen to the provided information it is enough to take a glimpse onto the information leaflet inside
the box. The information regarding the drug interactions is of utmost importance because it might be
between OTC drugs but has a special necessity in the circle of retail drugs.
Other information of significance is the interaction of the drugs with herbal medicines and food
supplements, which has nowadays a great significance!
Before delivering the drug the pharmacist should choose it and before choosing he/she should ask
the patients, estimating the health status of the patient. As a result, in some cases the pharmacist
must send the patient to a doctor even in spite of selling a drug! Recognising the borders of
competences, justifying the self-diagnosis are extremely difficult under objectives which might
become later legal.
The law does not mention the problems of hypersensitivity, however the pharmacist could have a
role in minimizing this danger after taking questions.
The replacement of the drug is related to retail drugs. The 44/2004 ministerial order describes the
replacement and the obligation to give information on it. It will be extremely important when the
drugs are prescribed on international non-proprietary name and the pharmacist should produce the
appropriate trade name-drug.
Patient’s rights through the supply. The 24-th § of the law on drugs mentions the patient’s right,
saying that these rights are valid in the pharmacy as well. To give information regarding the patient’s
right is mandatory even before starting of the expedition. (This is what never happens in the
pharmacies!).
The patient has right to complain in the pharmacy or to other organisations such as the Hungarian
Pharmacy Chamber, etc. The pharmacy is obliged to investigate the complaint and give a reply within
10 days, prepare an SOP internally and archive the papers for 5 years.
The representative of patient’s right may step into all locations in the pharmacy, may ask each
employee. Upon the authorization of the patient, the representative may investigate the concrete
situation, may ask the documentation of the patient and may take suggestions to improve the
violation of the rights.
The pharmaceutical activities are the part of the health providing a system. It is a part of the health
as declared by the law, therefore the pharmacy is a health provider.
Right for the medical treatment in the pharmacy fixes the right for immediate urgent-treatment in
case of emergency, the necessity of organizing night-duty and stand-by care, the right of free choice
of pharmacy, etc. The pharmacy should inform the patient in case of lack, where is the next
pharmacy, which is on duty, etc. The pharmacist should give information regarding the minimal
waiting time for supplying a drug not being present at that moment in the pharmacy. In the frame of
right of self-determination, the patient might decide whether he/she would like to use the service of
the pharmacy. The patient may decide which drug(s) he/she would buy. It is contradictory to the
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duty of the patient as he/she should keep and perform the prescribed treatment. This may be solved
by the informed instruction. Therefore the pharmacist should provide information regarding the
long-term effects of the drug.
Besides the part of the drug law on instructions, the law on health emphasizes that the patient
should receive a full information regarding the drug, the treatment, dangers, consequences etc. etc.
as it had been described earlier.
The recognition of medical documentation has a similar importance in the pharmacy as in other
places of health providers, because the pharmacy keeps archives for many years (the personal data,
address identification number, treating doctor’s name, subscription etc.). In case of being on the SIP
list deduction is possible on social status. These data are flowing into the central data base of Social
Insurance Fund. Keeping the requests of the law of data protection in the pharmacy is important.
Sometimes the pharmacist may fix the health data of the patients for the pharmacy care.
To keep the secrets of patients is very similar to the obligations of other health providers and is valid
for every worker in the pharmacy. The patient may request such circumstances even in the pharmacy
that foreign people may not be informed regarding his/her treatment or listen to the information. It
is a big challenge for the pharmacies during service: the first step was the painting of a waiting line
similarly to the banks. The pharmacist should take attention to the presence of pharmacy-students as
well.
The obligations of the patients are considerable with difficulty in the pharmacies. However the
patient should inform the pharmacist upon request regarding the consecutively taken food
supplement or herbals, the most important complaints and diagnosed disease. The patient should
pay for the drug and for the services. Similarly to the doctors at a given circumstance they have the
right to refuse the expedition on identical basis of doctors (moral, religious etc.).
Some waited for changes regarding patient’s right in the pharmaceutical field. Based on the initiated
social changes the demands of the patients against pharmacists are gradually increasing, the quality
of the service should increase. It would be practical to place some informative written materials
which informs the patients on the obligation of pharmacist for providing information and tell the
right of waiver. The practice of expedition is turning into a more confident, personalized direction.
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11.

Marketing authorisation of medicinal products

Introduction
The medicinal product affairs manifest themselves on the „ regulated field” of products and services.
This means that these issues are regulated by the state in detail. By contrast, in the “standardized
field” the stakeholders’ activities, in principle, are governed by standards based on their agreements.
What kinds of regulations exist? In contrast to the ethical behaviour rules communicating
“expectations” of the society there is a hierarchy of enforceable, controlled rules as follows: laws
(Acts of Parliament), orders of the Government or of the Ministers. Moreover, one has to consider
the professional rules as well (these are called also “soft low”) which also have a similar hierarchy,
i.e. ministerial guidelines or (if such do not exist) those elaborated by national institutes or
professional colleges (“methodological letters”), then - and only when the latter also do not exist –
the generally accepted professional literature. The professional rules comprise evidence-based,
systematically developed guidance for given medical-pharmaceutical activities. One may simplify the
issue by saying the acts may directly be enforced (e.g. by the police), while the enforcement of
professional rules needs further civil service procedures (e.g. in the Court). However, in the latter
case, the judge tends to accept that the professional rule mirrors the “behaviour expected from the
given professional in the given case” (unless the opposite cannot be convincingly proven!).Thus, they
are not compulsory as the laws, but it is very reasonable to stick to them.
The highest ranking rule, i.e. the law (our Medicines Act) states: medicinal products may only be
marketed (and used) after the competent authority — after professional assessment executed
within the framework of the adequate civil service procedure – issued a marketing authorisation.
This process used to be called “(drug) registration”. This term has a restricted use nowadays;
marketing authorisation is the official terminology in the European Union. (It is interesting to note
that the “drug register” still exists in the National Institute of Pharmacy in a form of big and heavy
books containing all the important characteristics of every authorised medicine since the year 1933,
the year when the compulsory medicine registration started in Hungary. however its importance in
the era of the electronic data management had become limited.)
Let us look into the details.
Which is the competent authority for medicine marketing authorisation? Since our accession to the
European Union (EU), there are two such authorities with very strictly predefined competences. In
case of new, mainly high-tech medicines and/or important active principles the authorisation may
only be granted by the European Commission (see later under the title Marketing authorisation
procedures), and it is valid for each member state. For all other medicinal products the marketing
authorisation is issued by the national competent authority of the given member state. It is the
National Institute of Pharmacy (NIP, its Hungarian acronym is OGYI) in Hungary. At present NIP is a
part of the Institute of Pharmaceutical, Medical and Development in Quality and Organisation of
Health, maintaining its authoritative rights. Its Hungarian acronyme is GYEMSZI-OGYI.
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It should be noted that the EU regulations and community procedures are valid not only for the
member states, but for three more countries (members of the European Free Trade Association,
EFTA) i.e. Norway, Iceland and Lichtenstein. They signed a contract with the EU declaring that
(focusing to medicines affairs) they readily accept and implement all the approved EU regulations,
participate in the procedures and take part in the committees without voting rights. The EU and
these countries are commonly called as the European Economic Area (EEA). Therefore when
marketing authorisation procedures are concerned EU means also EEA.
In Hungary, when the marketing authorisations of immunological medicines: vaccines sera, allergens
and toxins (to judge the immunological state of the organism) are granted, the National Centre of
Epidemiology, OEK (of the National Public Health and Chief Medical Officers’ Service, ÁNTSZ) also
takes part as co-authority to the NIP. (The term “co-authority” is used when more authorities
contribute to the same civil service procedure, the law nominates one as “the authority” while the
others are called “co-authority” in the given procedure. The application should, as a rule, be
forwarded to the authority that is to issue the final decision, which then passes it further on to the
co-authorities, asking for their opinion. The co-authority opinion – in its given professional field –
should be accepted. The deadlines in this process are fixed by the low. In case of immunological
medicinal products it means that they are assessed also by the OEK and can be approved only when
both OEK and NIP have positive opinions.
What does it mean that “the assessment proceeds within the frame of a civil service procedure”?
Provisions of law designate the competent authority, the (legal) person who may initiate the
procedure, stating which documents are necessary (e.g. the results, reports regarding the previous
studies on the medicinal product under approval), what kind of procedures are possible, which
principles are valid, what deadlines are set (within those how many times and how may
supplementary data be requested, etc.) and finally what conditions permit the acceptance and
rejection of the approval (there is no other possibility) with a civil service decision.
Format and content of the civil service decisions are also fixed by law. Its special feature that it
should be written in first person singular and comprises two parts: the “ordering one” that names the
law empowering the authority and specifies that it is an authorisation or rejection then outlines how
the decision may be challenged. This latter may be, as specified in the empowering law, a second
degree decision within the civil service or a Court case. (The decisions of the OGYI may only be
challenged on the Court). In the “justifying part” of the civil service decision the arguments should be
listed in detail referring to the relevant legal requirements. The decision on a medicine marketing
authorisation is signed by the Director-General of the authority, in his/her absence or hindrance also
his/her name is typed on the decision but a deputy with “for” signs his own name.
What does “professional evaluation” mean?
First of all the quality of the medicine under approval should be evaluated! How does it comply with
the general requirement of medicines? Here belong the regulated manufacture of the active
principle material and the finished product, its quality assurance, the characterization of the active
principles, ingredients and the product, obeying the norms of purity, assay, etc. They start with the
pharmacopoeial requirements; however, these are frequently handled as minimal ones during the
authorisation setting more stringent requirements. Thereafter follows the assessments of the
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relative safety and efficacy: more exactly, the expectable benefit/risk ratio based primarily on the
documentation of animal experiments and human clinical trials. (The latter biomedical evaluation is
directed always to the benefit/risk as there are no medicines that would have beneficial effects
exclusively without having adverse effects! This is the reason why “absolute safety” does not exist
when medicines are concerned! ) The “professional” qualifier has been used for no other elements
such as financial, cost/effectiveness evaluations are not the subjects of the above assessment
process. The awaited/expected price of the product is not even known by the authority at the time of
the marketing authorisation.
What is the content of the marketing authorisation (MA)?
It is the mentioned civil service decision on granting the authorisation together with its Annexes
containing the most important product identification data (including the manufacturing sites and
fixing the quality), the approved label text, the patient information leaflet and the summary of the
product characteristics (SmPC) for the professionals (doctors and pharmacists), which summarise the
most important knowledge pertaining to the medicine. Some of them do contain confidential
information regarding the manufacturing (these are sent to the marketing authorisation holder,
MAH) whereas the authorisation is sent, as information, to the Ministry of Health and The Social
Insurance Fund, as well. The NIP summarizes its opinion in case of certain authorisations in the form
of an Assessment Report (AR, the public part of it: Public Assessment Report, PAR is readable on its
website).
Who receives the MA?
Basically who initiated the process (for the sake of simplicity let us call it “Drug Company” – not
necessarily a “Manufacturer”, because sometimes they, at least legally, differ. For instance, the
Company contracts the “Manufacturer”, although both may belong to the same financial group).
Officially the “Drug Company” is named holder of the marketing authorisation. Thereafter it has all
the rights and responsibilities (e.g. the release of manufactured batches, the mandatory adverse
effect reporting, and see later under the title Post-marketing supervision by the competent medicines
authority).
It is important to emphasize that, in many countries (including Hungary) possessing the marketing
authorisation may not necessarily start the real marketing of the medicinal product! Before that the
price and social insurance reimbursement conditions should be clarified and the latter should
officially be issued.
The lists of medicinal products with valid marketing authorisation are regularly published on the
NIP’s website as well as in official periodicals.

The assessment required for the marketing authorisation
In Hungary, authorisation for marketing (that time called registration) of medicinal products
manufactured at an industrial scale became mandatory in 1933. The professional assessment (that
time it meant mostly quality control) was carried out by the Chemical Section of the National
Institute of Public Health (NIPH, OKI). The independent National Institute of Pharmacy (OGYI) was
established, mostly to coordinate the interdisciplinary medicine assessment (including benefit/risk) in
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1962. The quality control units of the Chemical Section of the NIPH merged with the NIP in 1968. The
introduction of the modern medicine registration dates back to the ‘eighties of the last century in
Hungary.
In this sub-chapter the necessary contents, based on own experiments and investigations and the
evaluation steps of a full application for marketing authorisation of an original medicinal product are
outlined. The exceptions are described later under the title The procedures of granting a

marketing authorisation).
The procedure, with a rare, special exception described also under the title The procedures of

granting a marketing authorisation, starts with an application in which the “owner” of the
product (its official name will be “holder” of the marketing authorisation later) applies for the
qualification of his product as “medicine” by submitting the necessary documentation.
The authority then assesses (or lets it to be evaluated) the product within a legally strictly regulated
process. The fact that the– basically scientific – medicine assessment should be done within the
framework of a regulated civil service procedure, is necessary because
 the frames of the process must be transparently defined (e.g. the rights of the authority, the
deadlines)
 possibility of the legal remedy should be present (e.g. in Hungary, the decisions of OGYI may
be challenged by the Court).
These are the only ways to provide a high level professional evaluation, at the same time excluding
the subjectivism in case of products developed for an enormous sum of money and touching
sensitive health issues of the public.
The assessment of the original investigational medicinal products (that have no marketing
authorisation anywhere), as already mentioned, should cover that of documented quality and
pharmaceutical (including manufacture) tests, experimental studies and human clinical trials
intended to prove the expected therapeutic benefit/risk. In doing so, the following main important
questions should be answered in the application:
Pharmaceutical and quality dossier:
a) Is the active principle characterised adequately? (in cases of a synthetic substance: the chemical
structure, taking into consideration the possible therapeutic or toxic effects of isomers, in case of
later solid dosage forms also of the crystal modifications and the particle size, or in cases of
substances of biological origin, the characterization which should be as detailed as possible, in case
of herbal materials listing of the typical ingredients or markers, etc.)
b) Is the quality of the active principle fixed reliably (with special reference to possible impurities); do
we know of decomposition of the substance upon exposure to oxygen, moisture, light, temperature,
or the effect of the planned packaging material)? There are guidelines, specifying the quantities of
the impurities or degradation products when they should be identified or toxicological
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characterisation (this does not depend solely on the concentration of the impurity but also on the
therapeutic doses of the active principle).
c) Is it guaranteed that the batch-to-batch manufacture produces always the above quality?
(Application of the Good Manufacturing Practice, see GMP).
d) Is the composition of the dosage-form fixed? Was its development logical? (The steps of the latter
should be demonstrated in the “Pharmaceutical Development” chapter and the composition should
be subjected to argumentation.)
e) Is the quality, storage conditions, shelf-life of the medicinal product fixed? (The results of the
accelerated and long-term storage – with less adequate term “stability” – studies.)
f) Is it guaranteed that the batch-to-batch manufacturing of the product produces the same, above
described quality? (See the related chapters of GMP.)
As it is evident from the abovementioned, the basis of every medicine assessment (also that of done
prior to clinical trial authorisations) is the evaluation of the pharmaceutical quality. It does not also
need a special explanation that the quality of the active pharmaceutical ingredient (final
manufacturing technology, impurity profile etc.) should be fixed ideally prior to the first, but surely
before the sub-acute toxicity studies, since it is well known, that the toxicity of and/or the
hypersensitivity reactions against several intermediates or break-down products can produce even
one order of magnitude higher toxicity or hypersensitivity reactions than the intact molecule of the
active pharmaceutical ingredient. (It is a serious mistake when, e.g. as a result of technologychanges, the impurity profile is not identical in the samples submitted for the toxicology studies and
in the samples forwarded for marketing authorisation.) Quality specification of the dosage-form
should be finalised before starting the first human clinical trial. It is also evident now that the quality
should not be assessed in itself, but in connection with the results of the two other elements, i.e.
the toxicological and efficacy data and vice versa. It had already been demonstrated that the
toxicities of the contaminants and break-down products determine their tolerable levels in the final
product.
(These impurities would definitely be present in some quantities as pure active ingredient cannot be
produced!) Moreover, consideration of the expiry date after opening the package is entirely different
in case of a medicine, intended for continuous, long term use i.e. the medicine is continuously taken
after opening of the package till the consumption of the last tablet as compared to e.g. pain killers,
where the opened package may be stored for a longer period of time by the patient, as a rule, not
under ideal conditions. A number of other examples can be given.
Non-clinical documentation
a.) Do the animal (animal) experimental non-clinical (formerly named pre-clinical) toxicology
(safety) studies characterize the active pharmaceutical principle and the expected main
impurities adequately and appropriately? (Were these studies carried out obeying the
requirements of the Good Laboratory Practice, GLP?)
Without going into the details, the following studies are necessary:
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Acute toxicity studies on at least two animal mammal species (preferably on one
rodent and one non-rodent) applying at least two routes of administration (one
should be identical to the planned human use). The aim of these studies is to
characterise any toxic reactions and, besides other observations, the determination
of LD50;



multiple dose (sub acute and chronic) toxicity. The aim is to screen and determine
the physiological and pathological alterations attributable to the material tested.
Usually it has two phases: a mid-term 2-4 weeks and a long-term 3-6 months period
(the latter is a prerequisite for the clinical trials). At least 3 dosages, two animal
species (one is non-rodent) should be employed;



in case of any signal showing a negative, deleterious effect or feed-back on the
reproductive capacity of either gendered experimental animal, an appropriately
chosen fertility test must be employed to straighten the issue;



teratology study on at least two animal species must be carried out. In spite of its
questionable predictive value, it should be a part of the toxicological studies;



perinatal and postnatal toxicity and embryo-toxicity studies are necessary when the
intended use of the product comprise periods of pregnancy, the post-partum breast
feeding;



mutagenicity studies are mandatory in all cases using in vitro (mostly two,
appropriate ones) and in vivo tests (at least one);



carcinogenicity studies are inevitable if the compound (or its metabolite) has a
chemical structure similar to known (co)carcinogenic molecules, or if the sub acute
toxicity or mutagenicity studies show a carcinogenic effect, or the medicine is
intended for long term use;



local tolerance tests are necessary in case of topical preparations (as a rule, they
should be performed also with the final dosage-form).

The relative safety also can not be evaluated without knowing the quality. Results of the
experimental toxicology and pharmacology may be accepted only when the impurity profiles
of the samples used have been fixed, documented in writing, and do not differ from those of
samples used for clinical trials while the latter from the impurity profile of batches intended
to market later. This is the reason why the toxicology studies start after fixing the quality of
the active pharmaceutical ingredient.
(A few examples are presented here. According to literature data the hepatotoxic effect of
phenacetin contaminated with p-chloro-acetanilide is higher than that of the noncontaminated substance; the hydrazine contamination of isonicotinic acid hydrazide is
mutagenic and teratogenic; many colouring agents of the tablets could contain carcinogenic
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intermediates; the break-down products of tetracycline, of the p-amino-salicylic acid,
methotrexate are also toxic, etc.)
On the other hand, the strategy of the new medicine introduction requires starting the
clinical trials with all new medicine candidates as soon as possible, to reveal their real
therapeutic value. For this reason during planning the minimally needed toxicity studies both
the results of the experimental pharmacological studies and the expected human use should
be taken into account.
b.) Did the pharmacological studies determine the main pharmacological effect and could they
predict the expectable adverse effects?
c.) Do we know the pharmacokinetics and the metabolism of the active principle (using in the animal
species outlined in the relevant guidelines?)
A characteristic feature of the animal pharmacological studies that they (and particularly their
requirements) cannot be schematized to the extent of toxicology studies, allowing a more flexible
scope for the researchers. (This is the reason why GLP, unlike in the toxicology studies, cannot be
introduced for pharmacology studies generally.) The submitted documentation should contain the
following data in a quantitative form (dose-effect, time-effect curves etc.) compared with other
active substance: the pharmacodynamic


characterization of the main effect and the suggested mechanism of action



secondary pharmacological effects



explored interactions

while the experimental pharmacokinetic data provide information on the uptake, distribution,
excretion, metabolism, possibly also on accumulation, on at least two animal species.
Clinical documentation:
The first issue is whether the results of the clinical trials are convincing and have these trials been
conducted according to the good clinical practice (GCP) requirements?
The human clinical trials are conducted mainly for providing evidence of the clinical effect but they
have a safety issue as well, i.e. they study the more frequently encountered adverse events.
The Phase I clinical trials include about of 10 (order of magnitude!), healthy volunteers in order to
see whether human subjects can tolerate the therapeutic doses, calculated from the animal
experiments, without unexpected adverse events. This, phase I clinical trials are performed on sick
patients only in such cases, when the investigated compound is so highly toxic that it would not be
ethical to investigate it on healthy volunteers. (Their trial on patients could be considered ethical for
an improvement of the condition of the involved subjects can be expected!)
The Phase II studies are performed on (several) hundred(s) of patients. The aim of these studies is to
prove that the therapeutic effect observed on animals manifest itself also in humans the observation
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of the therapeutic effect on human beings. Moreover, the determination of the appropriate dose
(dose-finding) is also performed.
The Phase I and II studies include the pharmacokinetic investigations.
The Phase III clinical trials are carried out on several hundred- to several thousands of patients in
order to prove the clinical efficacy, using the pre-determined doses. These studies include also
special patient groups (aged, children, those with impaired kidney or liver function, etc.). The
secondary aim is the study of the adverse drug reactions in a quantitative way, the drug interactions:
they determine the first set of data for the SmPC (the information material for health-care
professionals, to be approved during marketing authorisation). These trials are almost exclusively
controlled (they use parallel treating arm with another, known medicine or placebo), an appropriate
design (simple-blind or double blind....see the Chapter No. 1. ). The results of the Phase III studies
would ultimately decide whether the new medicine would be suitable to request a marketing
authorisation. (Naturally, the clinical trials do not end with the marketing authorisation, because the
so-called Phase IV studies are performed with marketed products. The aim of these studies is to do
further search for rare adverse effects and the comparison with other medicines).
The bioequivalence studies are also clinical studies: they are to be presented in details later.
It should be noted that what is measured during clinical trials is called efficacy while the therapeutic
value observed in the real life is called effectiveness. They may differ, because in case of clinical
studies (for the sake of better assessment) homogenous patient groups are used, whereas in the
reality of life the patients are polymorbid (having various other sicknesses. The use of these two
terms is not unambiguous; some researchers define the latter in connection with the cost of the
therapy exclusively. In our opinion the terms appear in the medical literature mostly in the meaning
outlined by us before).
Special requirements apply to medicines labelled with radioisotopes, or prepared from blood or
other human tissues and the vaccines. Separate regulations exist for the active substances of plant
origin, e.g. quality standardisation of their different extracts.
As it can be seen from the above mentioned, assessment of medicines prior to their marketing
authorisation “mirrors” the different phases and steps of the medicine research and development.
Therefore, it is highly advisable and useful to carry out the R&D investigations with the view and
obeying the logical order knowing that every report will be part of the dossier submitted for
marketing authorisation approval!
In a book dealing with pharmacy administration it is important to note that the regulation of
medicine research and development ─ excluding the quality assurance systems GMP, GLP and GCP ─
is done on an indirect way! Laws (particularly in the EU) provide only general requirements for the
results of the assessment to be performed (e.g. adequate quality, positive therapeutic benefit/risk),
whereas they present the structure of the documentation to be submitted. By this latter they
indicate what kind of tests and studies are required and expected by the authority assessor,
therefore these should either be submitted completely or if this is not so, then a very good
explanation is needed for their missing. Moreover, this set of requirements is unified not only in the
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EU countries, but worldwide ─ due to the work going on for decades, of the International Conference
of Harmonization (ICH). The Authorities of EU, USA and Japan participate in this along with the
representatives of their industry organisations. One of the main results of ICH is the acceptance of
the format and content of a medicine submission dossier, unified for these three continents of the
world (Common Technical Documents, CTD).
Apparently, the fate of the new medicine seems to be decided by the professional assessment and
the issuance of the marketing authorisation seems to be a simple administrative step, but it isn’t!
Based on the assessment, the medicine authority accepts then compiles the most important data on
the new medicinal product and issues them as an administrative decision (as its Annex), namely:


The identification codes of the marketing authorisation (number, product name,
presentations, description of the packaging etc.);



the quantitative and qualitative composition of the product, indicating the quality of
the ingredients;



the exact quality specification of the product (including analytical methods and
acceptable limits);



the classification for supply (prescription-only, non-prescription, hospital-use only,
prescription by specialists only, etc.), moreover, in certain countries (as in Hungary)
the “cross” symbol;



the text of the label;



the SmPC (information for physicians and pharmacists, the official, approved
Hungarian version of the data sheet)



The approved patient information leaflet (its content is in line with the SmPC but the
language is written “on the patient’s language”, as a rule in a Question and Answer
form).

As far as the information leaflets for the doctors and patients are concerned, their content
and structure are determined by the laws. In the EU ─ with rare exceptions ─ they should be
written in the national language. Moreover, the name of the medicinal product (when it is
available in different strength, also the strength) drug should also be written on the box with
Braille script for the blind patients. As the WHO declared: the medicine is a product plus
information. It is a special product, not only for it cannot be used without the information,
but it could also cause harm this way, mostly not to the one who prescribed its use (the
doctor) but to the patient.

The procedures of granting a marketing authorisation
Mostly because of the EU harmonisation and community cooperation rules, there are several
procedures for medicine marketing authorisations. In order to recognise them one needs a
special expertise. They may be summarised in the following, simpler way.
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according to the type of the authorisation
o “normal” (that does not belong to any of the other two types)
o conditional
o exceptional



according to the initiator
o company
o the drug authority



according to the content of the application
o full


based on own investigations



bibliographical



referring to a former application
 to its own
 to one of another MA holder
o with its consent
o without its permission (generic application)



hybrid (certain combination of the above mentioned)

o simplified


according to the authority and type(s) of procedures
o national
o community


centralized



mutual recognition



decentralized

Starting with the type of the authorisation, a temporary marketing authorisation is issued,
when the quality and safety of the new product are already proven, some results are there
regarding the efficacy, but these latter studies have not yet been finished from the statistical
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point of view. In case of a seemingly very effective new medicine, where a resounding
success is expected (that we do not have with existing other medicines as yet) and the results
are awaited within 2 years, the competent authority might give a temporary approval for 1
year which could be prolonged for another. The compulsory investigations (mostly clinical
trials) should be specified in the marketing authorisation.
Naturally, the temporary MA does not mean that the drugs may come into circulation without a proven efficacy.
There should be a very good reason for granting a temporary marketing authorisation. Earlier it was a case with
an anti-osteoporotic drug having been developed in Hungary. In the first clinical trials the X-ray investigations
indicated some increase in bone density; however, due to the inadequacy of the method, the results were not
significant. Purchases of the first osteodensitometers appeared at that time. Taking into consideration the high
public frequency of osteoporosis, the authority decided to issue a temporary marketing authorisation until the
finalization of the osteodensitometric clinical trials.

The exceptional MA may be issued in case of a medicine developed for the treatment of a
rare disease when the final statistical evaluation of the efficacy would require more patients
than are available in a given country (or may be even in the whole of the EU). Similarly to the
temporary MA, the safety and quality are proven, trend-like results regarding the efficacy are
available and the disease is serious, having a grave outcome.
An issue of a medicine MA is initiated mostly by a medicine Company, which will later be the
MAH. There may be, however, some special cases, when the Company does not want to
initiate the registration in a particular member state, but the product is marketed in another
member state of the EU. (For instance, it is based on its business policy: it judges the
expected income in that particular country less than would be worth of marketing the
product there.). If the given national competent authority decides that a the particular
product would be essential, due to a superiority in efficacy as compared to the already
marketed ones, it may declare that the MA is issued, independent of the will of the
Company. In such cases the authority asks for the basic data pertaining to the drug from that
member state’s authority where the product is marketed, issues the MA to a named
governmental procurement agency (in Hungary it is the Stockpiling Institute for Health). This
MAH purchases the product abroad and then sells it at home. It is important to note that in
these cases any liability for the damages caused by this product goes to the “State”.
The first type of the classification of the submissions: the full application petition based on
own experimental studies and clinical trials was already shown earlier under the title The
assessment required for the marketing authorisation.
The bibliographic application means that the data and results of animal experiments,
toxicology and clinical studies have already been published and the product is on the market
at least since 10 years, in the EU. The active substance had been included into the European
Pharmacopoeia, the dosage-form is simple and it complies with all the general requirements.
The applicant elaborates then the previously mentioned qualitative and dosage-form
development parts and beyond these each document is replaced by appropriate professional
publications (copies and evaluation of the contents by experts).
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In case of the referring applications certain documents that could be found in another,
previously submitted applications, are not submitted again. In the simplest case it is an
earlier application of the same MAH, and the new application refers to a different strength of
the same medicine (e.g. in addition to an existing 100 mg tablet, a new 50 mg tablet), or a
new formulation (for example, in addition to the already existing tablet – an injection). Since
a considerable part of the documentation outlined under the title The assessment required
for the marketing authorisation would be identical, there is no need to submit it again; a
reference to these data is enough.
Sometimes it may happen that the applicant refers to the documentation of MA in
possession of the documented permission of the latter. This is the case of licensing-out or
selling of the rights of the product.
The most frequent and typical type of the referring applications is the generic one.
To explain this it is advisable to start with the explanation of the concept of the “generic”,
because there are many misunderstandings regarding this issue. There is no doubt that the
main characteristic of the generic medicines is that any relevant patents had already expired
and they could be freely manufactured. For medicines, the patent protection is 20 years in a
typical case from the date of notification, but for those products authorised via the
centralised procedure in the EU, it is extended for a supplementary 5 year period. However,
from the point of view of the procedure for marketing authorisation, the even more
important characteristic is that the applicant states the equivalence of the generic version to
the existing reference product. This is the process named referring generic medicine
marketing authorisation procedure. Why is it so important? Because in this case the
medicines authority concentrates on the assessment of the following question: are the
generic and reference products equivalent? In case of yes, all the available information
regarding the reference product may be used for the authorisation and marketing of the
generic version.
This is important to emphasise for products, authorised in another “simplified” way than that
based on the equivalence, and are frequently called misleadingly also “generics” in the
literature!
Further condition of the approval process based on referring to data submitted for another
product is that not only the patent protection, but also the so called data exclusivity period
also expired. Its principle is that by referring to their data, the generic company uses the
intellectual property of the company of the other that developed the reference product!
Certain limits should be set for this use! The data exclusivity period, within which the
“reference” to another Company’s data is prohibited, at the time of writing this manuscript,
6 years in Hungary (10 years for medicinal products authorised via the centralised
procedure), calculated from the date of the first marketing authorisation issued in the
European Economic Area.
A new term, the so-called “Bolar’s provision” (named after one of the participants of a legal
proceeding in the USA) should also be discussed.
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If the legal system contains this provision, the generic approval may be submitted before the
expiry of the patent protection (the only problem is the data exclusivity), because violation of
the patent means the start of the marketing, exclusively. In this case marketing authorisation
of the product may also be possible prior to the expiry of the patent, in order to sell it right
on the next day after the expiry date. This was the situation in Hungary, as well.
The EC unified the Bolar’s provision and the data exclusivity in 2005. After the issuance of the
first marketing authorisation of an innovative drug it may not be reproduced with a reference
to its dossier for 8 years (this is the data exclusivity period). Thereafter it may be submitted
for marketing authorisation based on bioequivalence, but irrespective of the date of its
granting, for a further 2 years it may not come into circulation (market exclusivity). The 8
years could be prolonged with 1 year, if the MAH sends an application for a new indication
within the first 8 years.
The appropriate choice of the reference product is essential in the generic approval process.
Usually it is identical with the medicinal product that received the marketing authorisation
first. If not (there are more than one suitable product), one may select such authorised on
the basis of a full dossier (as described under the title The assessment required for marketing
authorisation). It was also a requirement earlier, that the reference product should have
marketing authorisation in that particular country where the new generic approval is being
sent. Today, this does not apply any more. According to the EU rules, it is sufficient that the
reference product has marketing authorisation anywhere in the EEA. In this case the
authority concerned sends a request for the necessary documents to that member state,
where the authorisation has already been granted (this is the so-called “eurogeneric”
concept)
The equivalence of a generic medicinal product with the reference one may be proven as
follows:
First of all, the two products should be so-called “pharmaceutical equivalents”. This is a
misleading term and means only that the product contains the same active ingredient(s) in
the same amount(s) in the same dosage-form. (It should be noted that it is possible to make
equivalent products using the different salts, esters, ethers and other derivatives of the same
active ingredient, provided that those parts of the molecule are identical, which possess the
therapeutic effect and the kinetic properties are also appropriate (see below).
What are the dosage-forms at which the issue of equivalence may be raised? Their route of
administration should be the same (i.e. tablets and capsules). As for the strengths, both a
conservative and a liberal approach are possible. The former requires the same strengths for
equivalence (e.g. a 100 mg tablet may not be equivalent with 2 50 mg tablets!). The more
liberal approach accepts the equivalence of 2 tablets of 50 mg with 1 tablet of 100 mg
strength, if it is proven, but a 50 mg tablet cannot be equivalent with a halved 100 mg,
especially when it does not have a bisecting line! The Hungarian practice is based on the
latter.
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Naturally, the therapeutic substitution of the equivalent products should not be done
following “schemes”, but they should be decided individually in each case. For example,
intestinosolvent tablet cannot be halved. In case of big and small tablets the differences in
administration may not allow substitution. Some of the excipients –apart from the fact that
they can modify the release of the active principle from the product – could also exclude the
substitution, e.g. the different organic solvent content in injections, an allergenic colouring
material or lactose (lactose intolerance!) in the generic product.
Besides the pharmaceutical equivalence the equivalence of quality is essential. Although a
different contamination profile of the generic product is not an exclusion criterion (the
synthetic routes may differ), but the total amount of contaminants, their toxicity, expiry date
of the products (which depends often on the packaging method and packaging materials)
should not differ substantially.
The establishment of the true equivalence between the generic and reference medicinal
products may be done as follows:


The most frequently used method is the comparative pharmacokinetic, i.e.
the bioequivalence study. As a rule, it requires the determination and
comparison of the blood concentration versus time curves, more exactly of
their most important characteristics the cmax, tmax, AUC (area under curve,
bioavailability), always more than one parameter. It is a generally accepted
requirement that the 80 – 125% interval of the measured parameter of the
reference product should overlap the whole confidence interval of the same
parameter of the generic, calculated at 90% significance level (on a
logarithmic scale). Detailed guidelines describe the time points of drawing of
the blood samples, when should fasting condition or after meal applied,
when may metabolites be measured, or when could a urine sample be used
instead of a blood sample, etc.



In some simple cases the bioequivalence may be declared without
performing the study (i.e. aqueous intravenous injections).



Theoretically the equivalence might be determined by means of
pharmacodynamic methods (e.g. by measuring the decrease in blood
pressure); however this method is used extremely rarely.



Similarly – if the bioequivalence study poses a difficulty - then, by performing
the comparative therapeutic trial, the bioequivalence could also be
determined. In case of advanced medicinal products having a disease
modifying activity (bio-similar preparations) the therapeutic comparison is
necessary.



In very limited number of cases (there is no properly measurable blood level
or pharmaco-dynamic effect, the active principle has no “problematic”
pharmacokinetics, it is readily soluble in water and exhibits a rapid
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penetration through the lipid membrane) the equivalence may be proven in
vitro.

What does equivalence mean?
Ultimately, it means that a patient receiving an adequate treatment with a given medicinal
product could easily be switched to its generic and the continuation of the therapy does not
require a new dose adjustment.
Finishing this section, it should be mentioned the possibility, that some applications for
marketing authorisation may contain certain own experimental data, other parts may contain
bibliographical data, or they could refer to earlier applications: these are called hybrid
applications.
It should be emphasised that both the EU laws and the regulatory practice judges all the
above mentioned application and authorisation procedures, if applied properly, as those of
the same value. For this reason such statements such as “this was only a generic assessment”
or “it is not a real research, only a bibliographic application” (as a rule, stated by innovative
companies) have no ground.
In case of certain medicinal products, the rules make a simplified registration procedure
possible. Two types of products to this category at present: certain homeopathic products
and the traditional herbal medicines.
We restrict ourselves onto the essence of the homeopathic treatment, not mentioning the debates for ever
around this. Homeopathy has three main basic principles since it was introduced by S Hahnemann in the 19th
century:


Like cures like (“similia similibus curantur”) i.e. a substance causing particular symptoms
(poisoning) and signs at pharmacological doses (e.g. headache), it may also cure or diminish
these signs (in our case it could reduce or abolish the headache) at a large dilution.



The homeopathic dilutions are carried out with rapid shaking (in case of the solutions) or by
succussion (in case of powders) called potentization, thus allowing the energy to get entangled
into the product. The greater is the dilution (potency), the higher is the efficacy. The most
effective are the almost endless dilutions (infinitesimal), which do not contain even a single
molecule of the original mixture. A short explanation for this phenomenon is that the solvent
(mostly water or lactose) or its solvent’s structure has the ability - “a memory” - to remember
the original compound (exhibiting structural attributes resembling the original one).



Every patient should receive an individual treatment –dependent upon his/her condition-using
various different homeopathic “drug” combinations.

The homeopathic medicines are considered to be mostly placebos by many researchers, because our
pharmacological paradigm resists the concept of cure with the use of “shaken-in, rubbed-in energy”. However
others argue on this, citing double-blind clinical studies in favour of this treatment. In case we agree with the
design and performance of these studies, the results would show very small differences from the placebo group
results. On the other hand we should not forget that we consider the self-curative activity of the body to be a
placebo effect, from the clinical studies’ point of view meaning that at times the organism is capable of self
treatment, which is the patient would get well without any medication!
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In case of those homeopathic medicines
a) which are planned for oral use
b) which come onto the market without therapeutic indications (an expert on homeopathy
gives advice to the patients)
c) the safety is guaranteed by the high degree of dilution (that means, it contains
a. 1/10.000-th part of the starting material
b. 1/100-ed of such a dose of an allopathic active principle, which would make it
prescription-only
the marketing authorisation may be issued by a simplified way. The efficacy should not be proven,
and even a significant part of non-clinical studies should not be submitted. Thus only a few results of
animal experiments are needed, no human clinical trials are carried out.
If the homeopathic medicine is marketed with a therapeutic indication, the regulatory process does
not differ from that of the allopathic medicines.
The traditional herbal medicines are products of herbal origin to be used orally, externally or as an
inhalant, they have already been used for at least 30 years (of which at least for 15 years on the
territory of the EEA) and can be used without prescription. The efficacy in these cases should not be
proven, as its probability is based on the experience and traditional use. In order to prove the
traditional use, the Herbal Medicinal Products Committee of the European Medicines Agency
(comprising has experts from the member states) issues single herb monographs and a product list,
specifying the therapeutic indications not requiring any proof.
The medicinal product approval processes can be categorised also according to the authorities and
types of procedures since our accession to the EU. Nevertheless the rules of the EU do not allow an
automatic marketing of a medicinal product authorised in another member state, but expect a
facilitated “recognition” of the authorisations granted by another member states.
The simplest is the national procedure. This is valid only for those products which are intended to be
marketed in one member state exclusively. In this case the procedure ends with the marketing
authorisation granted by the national competent authority.
Similarly, the centralized marketing authorisation is a simple procedure as well. The applications
should be sent to one of the central institutions of the EU, to the European Medicines Agency (EMA),
to London. Here it will be assessed by Committee of Human Medicinal Products, which has
representatives from all the member states. In case of a positive result, the label text, the SmPC, the
Patient Information Leaflet as well as the Assessment Report (elaborated by the rapporteur, a
nominated member of the committee) are sent on every language to the national drug authorities (it
is performed by the applicant) for checking, to correct any mistakes. After a short objection period,
the authorized Director of the European Committee in Brussels signs the marketing authorisation
which is valid for the whole territory of EEA. Later the variations are processed same way.
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The centralized procedure is obligatory in case of the following medicinal products containing new
active principles:


manufactured by biotechnological procedures



developed for rare diseases (orphan medicinal products, prevalence is < 5:100,000)



used against cancer, in HIV, diabetes and neurodegenerative diseases



from 2008: also against viral and autoimmune diseases.

It is possible also for their generics and any new active principles, according to the decision of the
drug company. In case of a refusal no new application (e.g. national or other type) is permitted.
In order to be able to discuss the following types of marketing authorisations we have to introduce
the term of ‘reference regulatory authority’ in the ‘Reference Member State’ (RMS). The applicant
selects the regulatory authority (RMS) that authorised the product already or it would like to assess it
first. The reference authority would prepare the assessment report in English. The other member
states (as a rule, not all, depending on the applicant’s decision), involved in the procedure (called
‘concerned member states’ (CMS). It is important to note, that after granting of the marketing
authorisation, all further variations should be carried out via the RMS: in every case it evaluates first.
The essence of the ‘mutual recognition process’ is that the RMS authorised the product earlier in a
national way, issued the marketing authorisation and its MAH requests its recognition in the CMSs.
The RMS then sends the assessment report in English to each CMS and the applicant sends the same
documentation, which was already accepted by the RMS. These member states recognise the first
authorisation via an accelerated process and issue national-type marketing authorisations. In case of
an opposing opinion a coordinating group tries to harmonize the different positions. If this is not
successful, a common “referral” decision will be issued in a way very similar to the centralised
procedure, which in turn should be accepted by every member state. (Depending on the decision
either the negligent CMS issues the marketing authorisation, or the RMS has to withdraw the already
issued one).
The decentralized procedure differs from the above described one in that manner, that it relates a
new medicinal product, which has no authorisation in any of the member states yet. In this case the
RMS prepares a temporary marketing authorisation and the Assessment Report, which may be
modified during the consultations with the CMSs. (The procedure is carried out in English language
and prior to the issue of the final marketing authorisations all documents appear in English
exclusively). In case of full agreement, the national marketing authorisations are issued
simultaneously. In case of objections the aforementioned community referral procedure follows.
It should be added that the community procedures contain very strict, detailed deadlines for every
participant, the applicants and authorities and who does not meet them loses the right for opinion.
The follow-up of the procedures is aided by community data bases, protected internet connections
and working groups of the representatives of the national competent authorities of the member
states.
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Post-marketing supervision by the competent medicines authority
The activity of the regulatory authorities does not end with the issuance of the marketing
authorisation.
Every member state controls the drug manufacturing in its territory. In case of manufacturing outside
of EEA (in a “third country” according to the EU terminology), unless the given country has a mutual
recognition agreement concerning the inspection of medicine manufacture with the EU, such as
Canada or Switzerland, this is the task of the RMS while in case of a centralised procedure the EMA
sends a group of inspectors (delegated by the member states).
The marketing authorisation holders, the prescribing doctors and the expediting pharmacists are
obliged to report each quality defects and adverse effects of medicinal products, coming to their
knowledge, to the regulatory authorities of the member states. These in turn, are investigated there,
the defective batches are withdrawn from the market and in case of a large number of new adverse
events the variation of the SmPC is also possible. (Its procedure is also regulated according to the
national or community authorisation procedures.)
As far as the adverse reactions are concerned, it is a rule, that the MAH should employ an
appropriately educated and trained, authorized person to deal with the reports, and to process and
report them to the authorities.
Prospective changes
The professional rules and jurisdiction regarding the medicine marketing authorisation are
continuously developing and changing. The increase of the number of the soft laws of the EU is
particularly observable. These give guidelines to the implementation of the valid legal rules, but
sometimes even the law orders the use of the guidelines (e.g.in case of adverse reactions). It is
interesting to note that the total collection of EU-rules for the marketing authorisation,
manufacturing, wholesale distribution, advertising of the medicines has nine volumes from which
only one volume contains the legal rules (“hard law”); all the others are guidelines, professional
rules. (The community and hospital pharmacy medicine supply are not specified in the EU rules, they
remained the right of the member states.)
At present the legislation of the EU is focusing on the mandatory paediatric clinical trials before
authorisation of a new medicinal product for adults as wall as on the elaboration of the rules
governing medicines for cell and gene therapy.
This picture of the medicine marketing authorisation would not be complete without mentioning
how the patients (in highly selective, special indications) could get access to those medicines which
do not have marketing authorisation in Hungary. The regulation differentiates between two
situations: when the product has been registered somewhere in EEA, or is marketed only in a “third
country”. The request of the doctor should be sent in both cases to the National Institute of
Pharmacy (NIP) with a detailed explanation regarding what special therapeutic interest requires the
administration of that particular product. This means that such a favourable effect is awaited, which
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cannot be fulfilled with any of the medicines authorised already in Hungary. The NIP justifies the
request and, in case of third countries, authorises (or refuses) the import intended for a hospital
where the patient is under treatment or on personal grounds (“named patient” authorisation). If the
medicine is marketed somewhere in the EEA, the NIP does not issue an authorisation but an expert
opinion. Therefore – theoretically – this medicine may be imported also in spite of a negative NIP
opinion. However this is extremely rare in the practice, because the negative opinion should be given
to the patient and the patient must be informed that this product will never be reimbursed by the
National Insurance Administration.
This chapter has been intended to emphasise that the assessment for medicine marketing
authorisation has already become an autonomous, multidisciplinary branch of sciences (regulatory
science). It needs mostly medical and pharmaceutical, but also legal and state administration
knowledge. In the practice, its main task is the maintaining of the balance between them. It is not
questionable anymore, that both the pharma industry and national competent authorities need,
besides the professionals in chemistry, toxicology and clinical pharmacology, also specialized
regulatory affairs professionals, who have enough knowledge of all of the above mentioned sciences,
sufficient to direct professional, in the industry: the research and development activities. Taking an
example from the sport, these regulatory affairs professionals are similar to pentathlonists or
decathlonists, whose results do not reach those produced by the sportsmen in the different
branches. The regulatory affairs professionals’ knowledge also does not reach those working in the
different branches of the sciences but they know all to some extent, without them the work would
be slower or less efficient, the administrative (civil service) rules were less obeyed, let alone the EU
community medicine assessment and authorisation procedures. There are several international
scientific societies of this applied science (i.e. The Organisation of Professionals in Regulatory Affairs:
TOPRA, Regulatory Affairs Professionals Society: RAPS, etc.), they have periodicals (such as
Regulatory Affairs in the USA, The Regulatory Affairs Journal in the UK). Among them, in Central and
Eastern Europe the first such society was founded in 1999 in Hungary: the Hungarian Regulatory
Affairs Society (HURAS, its Hungarian acronym is MAGYOTT) and its journal.
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12.Drug Wholesalers
The activity of the drug market and supplying of the drugs are determined by rigorous laws and
legislation. This is mandatory, since the drug is a special product. The peculiarity of the drug supply,
as compared to the other areas of the economy is based on the fact that the chief issue here is- the
health, life of human beings and the safe cure of the patients- which is at stake. Thus, determination
of objectives regarding drug supply is a governmental issue and the argument for the strict regulation
is the moral point, commitments and the economical points as well. A free market could not result in
a sufficient quality and safe function in the health system.
The aim of the regulatory interventions is:





to ensure the return of the investments in research and development in order to make the
development continuous.
to be sure regarding the quality and safety of the drug on the market
to decrease the dangers coming from the asymmetric information
to increase the availability of drugs for patients, equality of chances (in price, in geography, in
time and choice and assortment

The laws and orders are internationally accepted and unified and are acting into the direction of
these goals.
The wholesaler’s activity is the middle member of the three-member chain of the drug supply
between the manufacturing to the pharmacy. The wholesaler may purchase from those
manufacturers which are approved by the Health Authority and sales forward to the pharmacies. The
activity includes the purchasing, quality control, quality assurance, storage, transporting to the
pharmacy, furthermore the withdrawal upon the order of the Authority and servicing all the
requested information. As a result of this activity, the drug will ultimately reach the patient.
Wholesaler activity could be exerted if the domestic Authority –in Hungary it is the National Institute
of Pharmacy – gave out the approval and registered the activity.
The wholesaler activity is given by the authority, along with the agreement of the Hungarian
Merchandise Approval authority in that case when the applicant fulfils all the personal and
objective criteria which are described by the law.
The wholesaler should not sell the drugs directly for the public, but it can transport the drug for the
other wholesalers and institutions having an official approval for health service.
Short story of the wholesalers from the change-over, between 1949-1990, the socio economical
changes. Its characteristics are: one effective substance – one drug, one manufacturer – one product,
geographically monopoly position of „pharmacy centres”, and pharmacies. The system was
maintained by the state.
164

The effect of socio economical changes in 1990 on the drug market:
The state had withdrawn itself from numerous areas of the economy.
The state as the owner had gradually withdrawn itself from some areas of the economy. A large scale
privatization took place with the manufacturers, wholesalers, pharmacy centres and pharmacies.
However for the safety of the drug supply, the drug market is regulated by orders and laws, by the
State. The laws are in harmony with the international guidelines and the declaration of the European
Community.
As a result of the above mentioned, a two-level system is characteristic to Hungary: where the
wholesale is concentrated, whereas the small-sales are atomized, particular.
The margins are regulated for the wholesalers and for the direct ordering hospitals and institutions,
as well.
The objectives to fund a wholesaler are determined by the law but their fulfilment is not difficult. The
expenses which are necessary to introduce, are much more difficult and high: it needs a large upfront
investment. Besides the setting-up of the stores, distribution units (which is a big expenditure), the
newcomer should be able to tolerate a net-loss of profit for a while. This passive trade balance lasts
till that time when the new company is capable of reaching that minimal trade, which would make it
profitable. Throughout this period the newcomer should offer specific rebates, cuts in the price, etc.
for the consumers of the wholesalers already present on the market. The valid legislative regulations
and the predetermined 5-7% wholesalers’ margin limit the opportunity for these discounts.

The drug supply chain
The drug supply chain is comprised of the drug manufacturers- drug wholesalers and the pharmacies
as a unified system. The existing high level of connections between the participants, the quality
assurance, trade and service, the seller – consumer behaviour relying on good marketing basis, the
professional organization of flow of information, guarantees the patients’ prevailing provision
according to the needs. Every single company in this supply-chain wants to remain on the market
with the aid of high level marketing.
The drug supply chain is shown on Fig. 18.
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Figure. 18. The drug supply chain.
The supply chain consists of factories/manufacturers – drug wholesalers - pharmacies. This chain
means a flow of information, besides the transportation of the materials/drugs, which is of utmost
importance. The information –which means - in case of drugs the participation of a third party
besides the classical seller-customer, i.e. the prescriber of the drug, i.e. the prescribing doctor, became a very important factor. The practising, treating doctor should be provided with not only
professional, but trading information as well.
Every activity in the supply chain is determined by the law. It may be performed only after the
fulfilment of the conformity requests, which may be subjective and objective as well.
The drug wholesale is in the middle of the drug supply chain. Its task is the storage, stockpiling, in a
logistical centre storehouse- of the drugs manufactured by the various drug companies - followed by
the delivery on demand to the pharmacies in an unchanged quality, in an appropriate manner, at an
appropriate time, in order to comply the ultimate users (the patients) needs.

The activity of the drug wholesaler’s warehouse
Logistics
Every production and distribution has a final goal, the sale. Logistics is the most important part on
the way of a product from the production to the distribution, at a possible lowest price.
The most important working processes of the wholesalers are:
1.purchase 2.stockpiling 3.storage 4.transport
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Purchase: fulfils all the requests of the company, created by the partners regarding the materials and
the services. In case of drugs, it is the purchase from the manufacturers, but also includes the repacking, labelling, QA, etc. A good purchase is essential as it enhances the logistics of the wholesaler,
it is exact, rapid, performs everything on high quality. It provides information regarding the carry-in
companies, prices and it is an important factor to the outside world, i.e. influences the image of the
company. It utilizes its position in trade, in barters, in rebates, etc.
The processes of purchasing:
1. Identifying the demand: the supplier company, the requested drug, the quantity, the
deadlines, the exact date of demand
2. Find the source of purchase: to get an offer from all possible supplier companies. The
demand should contain the above mentioned data plus the quality, quantity, date of
delivery, place of delivery and deadline.
3. Choosing the supplier. The evaluation of the offers. Some of the objectives could be
expressed numerically (capacity, payment etc.) but some not (information - customer
service)
4. The mailing of the order: the order should contain the prior mentioned plus the details of
the delivery and payment, the price of the delay, the penalty in case of non-delivery, etc.
These processes are handled now by using electronic mailing.
5. The supplier companies usually send a message-back regarding the receipt of the order.
6. Upon the arrival of the wares: the quantitative and quality control should be performed!
The wares should be introduced into the stock-book and put on the stock list.
7. Payment: after the administrative control regarding the quantities, prices etc. the
payment is done to the bank by electronic remittance.
Other tasks of the purchaser are: the treatment of the damaged ware, repacking, etc.
Recently, the evaluation of the supplier companies is also the task of the purchaser.
The purchaser should analyse the demand! It is a critical part of the purchase. The supplier
must know the plans of the user regarding the product, so that it could adjust the quality
demands, functional characteristics, etc. in an optimal way.
Market evaluation
The purchaser should continuously analyse the supplier market in order to collect all the new
information. The aim of the supplier market research is: to show the transparency of the
supplier market, to provide optimal purchase decisions, to find new supplier sources, to find
the possibility for replacements, and to follow-up the technical development.
Price is the key factor in the centre of the purchase decisions. The price-cost analysis could be
extremely useful in several procurement situations for example in case of new purchase,
raising of prices, having new supplier’s tender/proposition. The pricing could be divided into
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three groups: 1). cost-based (all the costs are summarized, the margins are calculated and
this, in turn determines the ex-factory price. 2).market-oriented: the final price is determined
by the willingness – to -pay of the customer. It could be low, but could be extremely high as
well. 3).competitive price: the price is compared to the similar products’ and competitors’
prices. It is of extreme importance in sharp competitive situations.
The final process is the evaluation of the supplier companies and their activities, which
should be performed regularly. It is also advisable to involve the quality assurance as well.
According to the results we can change our policy, change the supplier company and change
the prerequisites and demands.
Stockpiling: The basic principles of stockpiling
The stock means accumulated product(s). The product is present in such a quantity in our
storage-room, which is able to fulfil the demands in the future. It protects us from the
unforeseen factors, does not leave us undefended against the others and protects us from
the unplanned, the uncertain.
The products being in the stock mean: an expense spent in advance and the money is fixed in
the products. The accumulated products should be treated, stored, protected against
physical factors causing damage, etc. The stockpiling always carries and means a risk,
because the demands are uncertain, they may change rapidly and we do not know how the
return of the investments in the stocks would be recovered.
The production and distribution of the product is separated in time and space therefore
having stocks is inevitable. The stockpiling ensures the flow of the products, therefore
making stocks is a part of the logistics.
The stock may be (a) purchased or (b) manufactured. The purchased stocks could be row
materials, additional materials, packaging materials etc. The manufactured stocks could be
the intermediates.
The functional grouping of the stocks:
1. Anticipated stock (it is above the normal in case of foreseen, probable changes)
2. Cycle stock (the effective production makes quite a big quantity, bigger than the
demand of the market, but the demand is there for a prolonged period of time,
therefore a continuous supply is possible at an economic price.
3. Fluctuating stock. In case of unforeseen fluctuation we build in a fluctuant factor
which provides a continuous supply, under the rapidly changing circumstances.
4. Distributional stock. We have to calculate it in case of a prolonged ordering time.
5. Strategic stock. In case of drugs the government requests a strategic stock for
unforeseen havaria.
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The ABC analysis
According to the Pareto’s theory the relative weight of the certain elements are
different within one heap. In case of stock, the various elements account in differing weighs
in the stock. The ABC-analysis makes groups according to the relative importance of the
elements and we use different stockpiling methods for each group. Every group is
characterized by the yearly value of the item, the unit-value of the item, and the yearly
turnover of the item. It is very useful to determine those group(s) which represent the 6080% of the yearly turnover, the 40-60% and the ones < 10 %.
The evaluation of the stockpiling: the absolute value of the items do not contain enough
information therefore the following markers should be used: the absolute value, the
distribution of the capital within the stocked items, the analysis of the contracted part of the
capital, the changes in bound capital, the actual numbers and differences. The relative
evaluation of the stock is necessary in order to determine the items having the fastest
turnover (in time and in quantity), the rate and time of overstocking.
The decisions in making the stocks:
The stock-flow is described as a change of the stock in the function of time
Maximal stock is the upper value of the stock at the time of arrival
Minimal stock: there is a level, beyond which the stock should never decrease
The cycle time: time between two arrivals
The size of order: means the actually arrived quantity
The average stock in each cycle
The running period of an order: the time interval between sending of the order and
the actual arrival of the product.
Storage: this is one of the most important logistic activities. Its aim is to provide the
customers uniformly, with the products. The storage includes the income of the ware and the
storage, the supply consists of expedition and commissions. The modern store has many
prerequisites in order to fulfil the criteria and comply with challenges from the logistic and the
special storage circumstances’ points of view. This is an excellent area suitable for computerization.
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Figure. 19. Process-modules in storage technology:

The receipt of goods
Through this process we have to compare the quantities and the qualities of the arrived items with
the ordered ones. This process is obligatory and the pharmacist who is qualified in quality assurance
may liberate the items to be stored. The use of bar-code is suitable to fix all data and information
throughout the supply process. Computerization is the most frequently used process for the analysis
and control of the turnover, the replacements, the commission system, and for following all the
internal requests of the storehouse, furthermore some simulations could make the planning easier
(see Fig. 19.).
Process-modules in store-technology
Every store works according to a predetermined system: predefined store-spaces should be used
according to the characteristics of the stored product. It is important especially in the case of drugs.
Temperature and humidity are the most important environmental factors, which should be kept
under strict control. The objectives of the storage are predetermined on the data sheet of the drug:
these circumstances are obligatory for every store, because the quality of the drug could be assured
and guaranteed only under those given circumstances.
Storage system
In case of fixed-place storage, each item has a predetermined place and the item can be replaced
only there, whereas in free-placed storage this is flexible, but needs computerization.
Running errands
Running errands is the most difficult and critical working process during the storage. Based upon the
individual requests of the customer, all the ordered items are collected from the stored wares and a
package is set-up for the customer. This module is connected to the supply function, thus this is the
fastest and most accurate way to fulfil the customer’s requests. The commissioning work should be
separated in space from the other parts of the store, which is ergonomically optimal. The avoidance
of all the possible mistakes is highly advisable! Therefore the regular control of the running errands is
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the most important task of the QA of the wholesaler. Going on errands could either be static or
dynamic according to the level of computerization.
Expediting
This is the last module of the storage process: its task is to finalize the purchased order in form, in
time, without mistake, completely, without damage, etc. The whole package should be forwarded to
the transportation along with all the papers, documents.
Transportation
The prepared goods are loaded into the transport vehicle, immediately after its arrival on the spot.
The route is preplanned. The preparation of the route is based on the territory, the distances, the
special requests of the customer and pertaining to the drugs and according to the capabilities and
capacity of the vehicle.
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