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Abstract: Rare diseases are a heterogenic group of disorders with a little in common except of their rarity affecting by less than 5 : 10.000 people. In the world is registered about
6000-8000 rare diseases with 6–8% suffering population only in the European Union. In
spite of rarity, they represent an important medical and social problem due to their incidence. For many rare diseases have no treatment, but if it exists and if started on time as
being available to patients, there is a good prognosis for them to be able for normal life.
The problems of patients affected by rare diseases are related to the lack of diagnosis and
timely undergoing as well as their treatment or prevention. Orphan drugs are products intended for treatment, diagnosis or prevention of rare diseases, but for their development
and marketing the industry has not been interested in yet because of their marketing reasons. Patients suffering from a rare disease although belonging to the vulnerable group for
their specific health needs,is becoming invisible in the health care system due to their additional needs unproperly recognized. Ethical problems faced by patients, but also health
care professionals are related to the allocation of medical diagnostics, unequal approach
to health care, inappropriately specialized social services as well as therapy and rare orphan
drugs unavailability. Ethical questions related to clinical trails on orphan drugs, population
screening and epidemiology testing on rare diseases will also be discussed in this paper.
Key words: rare diseases, patients’social problems, ethics, orphan drugs, drugs’ availability.

Introduction
In spite of the fact that there is no unique criterion for rare diseases, this term refers to any illness with the prevalence of 1: 2000 or less, while at the same time putting the patients in danger or disabling them chronically (on a national level the
1   Ƥ   ȋ
diseases: molecular pathophysiology, the diagnostic and therapeutical modalities, social,
  ȌƤ     
ȋ Ǥ͜͜͠͝͠ȌǤ
2   Ƥ 
 ͝͡ ͜͞͝͝ǡ ference: (New) Perspectives in Bioethics, ͟͝Ȃ͝͡ ͜͞͝͝ǡǡ Ǥǲ 
ǳǤ
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  ơ ȌǤ ǣ 
are so rare not to deserve proper attention or rare diseases are rare indeed, but paǤ 
͜͜͜͡ ǡ  ȋ 
ȌǤ ǡ
  Ǥ nosed late and not treated on time, they may cause permanent disability or even
Ǥ ǡǡ
Ǥ
of rare diseases includes orphan medicinal products not developed commercially
Ǥǡǡ
  ơ
ǡ Ǥ
ǲǳ  ơǤ  
policies and regulations do not recognise rare diseases as a public health threat as
resources and technology in the area of health are limited and directed towards
Ǥ  ested in research or development of new drugs in this area, whereas health ser ǡǤǤ
considerable lack of interest and an inadequate level of competency primarily due
ƥ ơǤ  
ơ  ȋ 
Ǥ͜͜͞͝ǣͣ͠͡ȌǤ
This paper focuses on shedding additional light on rare diseases from the aspect
      Ǥ  
this aim, the deliberation will concentrate on the following topics: (I) social prob   ƥ 
access to health care, as well as ethical aspects related to problems in diagnosing
these diseases (wrong diagnosis, delay in diagnosis, variable clinical picture and
  ȌǢȋ Ȍ Ƥ   ƪ   ǡơ  Ǥ ǡǡȀǤ
sensitive group to be included in clinical drug trials, since they may be included only under special conditions when it is absolutely necessary; (III) numerous
common ethical questions about rare diseases related to the integrity and dis ǡ
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related to biobanks of biological samples and the inclusion of vulnerable popula  Ǥ ǡ
 Ǥ
This is a descriptive research which includes two methods: (1) the method of document analysis of legal and ethical norms regarding the diagnosis and treatment
ơ  tions; (2) a desk analysis of secondary data used in studying social problems of
Ǥ

The meaning and explanation of the term „rare“
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 ǡ
refers to any illness life–threatening for patients or chronically disabling them, oc ͝ǣ͜͜͜͞ǡǤǤơ ͡ǣ͜͝ǡ͜͜͜Ǥǡ
ǡǲǳǡǡ  ǡƪ ͜͜͝ǡ͜͜͜
 Ǥ ȋǤ͜͜͞͝ǣͣ͟͝ǢȋȌ͜͜͜͞ǡ͜͜͜͞ǡ͜͜͟͞ȌǤ Ƥ ǤǤ 
 ǡ ͝ ͝ǡ͜͞͡ȋ ͤ͜͜͞ǣͥͣͤ͝ȌǤ  Ƥ ȋ Ȍ 
ơ      Ǥ    
     Ƥ Ǥ  ǡ
ơǡǤ  ơ
ȋǤ
͜͜͞͝ǣͥ͟͠Ǣ ͜͜͞͝ǣͣ͠͡ȌǤ
ǲǳǡ ǡ 
be assumed that the number of patients at a global level is high enough to be con   ƪ 
both developed and less developed countries because there is no rule according
  ơ  
ȋ Ǥͤ͜͜͞ǣͥ͜͟͞ȌǤ͢Ȃͤτǡ
 ͟͜͞͡
ơǤ ͡ǡ͜͜͜
͢ǡͤ͜͜͜ǡ͜͜͜ǡ
 Ƥ ǡǤǤƤǤ͝ǡ͜͜͞
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examined in detail and most of them are oncologic and metabolic diseases while
 Ƥͤ͜τǤ 
inherited or derived from new genetic mutations or from chromosomal abnorǤơ ͟Ȃ͠τǤ fections (bacterial or viral), resulting from allergies or chemical and radioactive
ƪ ǡ           Ǥ ever, for most rare diseases, etiological mechanisms remain unknown due to the
  Ƥ   ȋ  ͜͜͞͝ǣ ͥ͟͠Ǣ Ǥ ͜͜͞͝ǣ
ͥ͟͠ȌǤ  Ƥ ȋ Ȍ
ơ
Ǥǡơǡǡ Ȃǡ  Ƥǡ ǡǯǡǯǡ ǯǡ  ǯǡǲǳ
ȋǡ Ǣǡ Ȍ
 Ǥ ǡ Ǥ     
  ǡơ  Ǥ
   Ǥ 
treatment is available and started on time, prognoses for a large number of rare
Ǥ ǡ ƪ  ǡ 
ǡ  Ƥ ǡ
Ƥ  Ƥ Ǥ   
the quality of life of all people that live with rare diseases, public awareness of rare
diseases is enhanced and new methods for overcoming some of the ethical and soȋǤͤ͜͜͞ǣͤ͜͞͠ȌǤ Ǥ ͥͥͣ͝ơ
various kinds of rare diseases, the awareness of rare diseases as medical, social and
 Ƥ ȋ Ƥǡ ơ͜͞͝͝Ǣ Ǥͤ͜͜͞ǣͥ͜͟͞Ǣ ͤ͜͜͞ǣͥͣͤ͝Ǣǡ ȌǤ
 ǡ  ǡ   ǡ
health policymakers and regulators should deal with the problem of rare diseases, in order to discover new methods for preventing social marginalisation of
Ǥ
ȋȌ͜͜͞͝   
adequately address and treat the problems of rare diseases in the future (Ayme et
Ǥͤ͜͜͞ǣͤ͜͞͠Ǣ Ǥͤ͜͜͞ǣͥ͜͟͞Ǣǡ Ǣǡ ȌǤ
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Social problems of patients and their families
In diseases that not only cause disability, but are also life–threatening, there are
problems regarding diagnosis and occurring due to wrong diagnoses or delay in
disease detection, as well as in the variable clinical picture and/or presence of
some intercurrent illnesses that may interfere with other socio–psychological
ȋ ͜͜͞͝ǣͥ͟͠Ǣ  ͜͜͞͝ǣ͟͞͞ȌǤ
     ͞͠  ͤ͝ǡǲơeases are faced with the lack of access to correct diagnosis, delay in diagnosis, lack
 ǡ  Ƥ 
in tracking the development of a disease, lack of research, lack of treatment development, lack of appropriate quality healthcare, high costs for most of the few
ǡƥ   
   ǳȋͣ͜͜͞ȌǤ
36

 ͢͠agnosing some rare disease, and in some cases, it lasts extremely long, even up to
͜͞Ǥ 
are not even diagnosed because there is no access to expensive modern diagnos   ȋ
  ͜͜͞͝ǣ ͥ͟͠Ǣ  ͣ͜͜͞ǣ ͥͣ͞ȌǤ   
may lead to the following problems in patients and their families: guilt, self–accuǡ ǡ ǡƤ 
ǡ Ǥ 
  ǡ ǲǳ
 Ǥ   ǡ    ǡ 
  Ǥ 
is important to point out that in recessive illnesses, where both partners are car ǲǳ ǡ
ȋͥͥͤ͝ǣ͠Ǣ Ǥͤ͜͜͞ǣͥ͜͟͞Ǣ ͤ͜͜͞ǣͥͣͤ͝ȌǤ
   Ȃ Ǥ 
 ơ
 Ƥ 
consumption, a venereal disease that one of the parents had during their lifetime,
    Ǥ 
large number of cases, diagnosed recessive disease is a relief for both parents be ǡǡ ǯǤ
ǡ
where a child has a rare disease, only one parent can work, whereas the other one
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  Ǥ  ǡ ally lower in comparison to other couples, which is an additional problem since
  Ǥ
child with a rare disease usually leads to divorce as one of the parents, usually the
father, leaves the house and passes the responsibility for the sick child on to the
Ǥ
In a family where a child has a rare disease, parents usually do not leave the care
of their child to another person, such as a friend, babysitter or even a healthcare
ǡ  Ǥents are usually socially inactive, isolated from their friends or, in some cases, re   
 Ǥ
Ƥ 
Ǥ   
 ͜͞ ͥ͡τ pants declared they had to either decrease or quit their professional activities because of the disease they themselves have or due to the obligation of taking care of
ơǤ͢͝τ 
 Ǥ͡  
 ȋǡ ȌǤ
  ǡ  Ƥ
ƥ   Ǥ   
      ally contagious, such in the case of some skin diseases which look as if infectious
ǤƤ  
the correct diagnosis, types of inheritance, risks and opportunities for this patient
  ȋ ͜͜͞͝ǣͣͤ͡Ǣ  ȋȌ͜͜͞͡Ǣ
 ͜͜͞͝ǣͥ͟͠ǢǤ͜͜͞͝ǣͥ͟͠Ǣͥͥͤ͝ǣ͠ȌǤ
  ǡ
ơ
on the severity of the disease, but on the availability of treatment, health support
  ȋǤ͜͜͞͝ǣ͞͡͝ȌǤ
are not recognised by the healthcare system, even though their health protection
Ǥơ  Ƥ      Ǥ
ǯơ 
  Ǥơ
certain rare diseases is smaller, all patients together form a group of people for
   ȋ Ǥ
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͜͜͞͝ǣͣ͠͡Ǣ  ͜͜͞͝ǣ͟͞͞Ǣ ͣ͜͜͞ǣͥͣ͞Ǣ
͜͜͜͞ǣ͟͟͞ȌǤ ͳǡƤ
ǡǣǲ 
 Ƥ   ǳȋ ȋ Ȍ͜͜͟͞Ǣ
 ǡ͜͜͜͞ȌǤ

38

ǡ ǡ
regarding rare diseases and diagnoses, treatment and care have been improved
Ƥ Ǥ     
 Ƥ Ǥ
ȋǡǢǡ Ǣ Ǥ
͜͜͞͝ǣͣ͠͡ȌǤ  Ƥǡ
 ǡǡǣ  ǡǡ
  Ƥ      Ƥ Ǥ

Regulatory demands related to rare diseases and availability
of orphan medicinal products
Ƥ  ͥͤ͟͝ǡ
ͥͥ͟͝ǡ͜͜͜͞ȋ
 ǡȋȌ͜͜͜͞Ǣ
͜͜͜͞Ǣ͜͜͜͞ ȌǤ   ǤƤ  ǡ
prevention and treatment of rare diseases, but their development is not support    Ǥǲǳ ǡ ǡ
and marketing of drugs intended for treatment of a small number of patients suf Ȃơ   Ǥ
  ǣ
ͱȌ   ǡ Ƥ 
ǡơ
  Ǥ

3    ͞Ǧͥ͡Ǥ
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ͲȌ   
but found to be useful for a rare disease or condition (for instance, a few
decades ago Thalidomide, which belongs to the group of hypnotics, was
  Ǥ
ǡ ƪ  ȋȌǤ
ͳȌ    Ǥ
ʹȌ            
  Ǥ
     
ȋȌ  ơǡǤ ǡ 
 ǡ thorisation of a product does not necessarily mean that product is launched imǡ
 Ƥ Ǥ
ơ    ơ ȋ    ǡ   ȋȌ
͜͜͜͞ Ǣ  ͜͜͜͞ Ǣ  ͜͜͜͞ ǡ ơ ͥͥͤ͝ǣ ͥ͟Ǣ ǡ Ǣ 
͜͜͞͠ȌǤơ    
ǡ  ơ͝Ǥ Ȃ
ȋǡ    ǯ
positive list(s), national formulary or in the general reimbursement scheme), or
through an in–patient system (for example, in a centre of expertise, or inclusion,
 ȀȌǤ  ǡtory reimbursement procedures may be applied to obtain access to orphan me  Ǥ        
without market authorisation to be accessed via one or more of the following initiatives: a compassionate use procedure (in the case of drugs which have applied
   ȌǡơȂ
use procedure (in the case of the prescription of an already authorised medicine
for an unapproved indication, dose, mode of administration, age group), or on a
named–patient basis (in the case of a drug without market authorisation, when
a doctor or centre of expertise requests supply of a drug directly from a manufac Ƥ  Ǥ±2012)
ơ     Ǥ
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    Ƥ  ǡ ǡ   
Ǥ  ǣ
– Incentives given to the pharmaceutical and biotechnological industry to
   Ǥ
– Incentives given for the development of orphan medicinal products including after the approval of the product
– The development of separate sectors within the pharmaceutical industry
for orphan medicinal products’ development and
– The broadening of knowledge about rare diseases, the improvement of
communication and the cooperation between research centres, instituǡȋ ơͥͥͤ͝ǣͥ͟Ǣǡ ǡ ͜͜͞͠ȌǤ

BELGIUM

FRANCE

ITALY

THE
NETHERLANDS

SWEDEN

GREAT BRITAIN

SERBIA

Availability of national
centres for rare diseases/
orphan medicinal products

NO

YES

YES

YES

YES

YES

NO

Health policy measures
for facilitating drug
development

NO

YES

YES

YES

NO

NO

NO

Encouragement of orphan
drug research

NO

YES

YES

YES

NO

NO

NO

Availability of national
procedures for drug
marketing

NO

YES

NO

NO

NO

NO

NO

Procedure for drug use
outside labelled indications
(off–label use)

NO

NO

YES

YES

NO

YES

NO

Independent price formation
for drugs

—

—

—

—

YES

YES

NO

Fixed price of drugs

—

—

—

—

YES

YES

NO

Social insurance of patients

YES

YES

—

YES

YES

—

—

COUNTRY
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ͱǤ 
 ȋƤ Ǥ͜͜͞͝ǣͣ͟͝ȌǤ

COUNTRY

BELGIUM

FRANCE

ITALY

THE
NETHERLANDS

SWEDEN

GREAT BRITAIN

SERBIA
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Partial reimbursement
of treatment

NO

YES

—

YES

—

—

—

Complete reimbursement
of treatment

YES

YES

YES

YES

YES

YES

—

Drug distribution through
hospital pharmacies

YES

YES

YES

YES

YES

YES

YES

Drug distribution through
public pharmacies

—

YES

YES

YES

YES

—

YES

Prescription orphan drug
procedures

YES

YES

YES

YES

NO

YES

—

Ethical issues in clinical research regarding rare diseases
ǡǤ
ȋ ͜͜͞͠Ǣ  ͤ͜͜͞Ǣ ͜͜͞͠ǣͥͤ͞Ȍ 
  Ǥƥ 
ơ    
ǲǳ ơ  ͝τ
 ǡ  Ƥ 
Ȃȋ ͤ͜͜͞ǣ͜͞͡͝ȌǤ   
the ethics of rare clinical examinations of orphan medicinal products and popuȂ  Ǥone is entitled to treatment and equal distribution of means intended for research
 ơǤ     Ǥ 
  ǯ  
 ȋ  
ͤ͜͜͞Ǣ     ͜͜͞͞Ǣ 
͜͜͞͠ǣͥͤ͞ȌǤ
  Ƥ   
in the process of determining the priorities of researches on drugs for rare diseasȋ ͜͜͞͝ǣ͞͞͡ȌǤ
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  Ǥ
same time, however, it indicates that in conducting this type of research, it is important to respect human dignity, freedom, human rights, whereby all the forms of
   ȋ ͜͜͞͝ǣ
ͣͤ͡ǢǤͣ͜͜͞͠ǣ͝͝Ǣ ͜͜͟͞Ǣͣ͜͜͞ǣ͝͝Ǣ 
Ǥ͜͜͞͠ǣ͞͞͠ȌǤ ǡ lic health, but in rare diseases as well, becomes more important and it will be of
huge importance in early detection, diagnosis and monitoring of various genetic
Ǥǡ 
   Ǥ
quite expensive health technologies and their development requires many years
 Ǥ   
   Ǥ 
are an important clinical problem and they range from the complete absence of
 ơ Ǥ  
drug, the reaction of the body to a drug will depend on the environment, the paǯǡ   Ǥ   ơ 
  ơǤ  Ƥ
 ơ ǤƤ 
product implementation is very important, and improvement of safety and treatƥ  Ǥ  
Ƥ       Ǥ
ƤǤ

Rare Diseases in Serbia
 
ȋȌǡͤ͜͠ǡ͜͜͜͢͜͠ǡ͜͜͜ ơ
Ǥ ǡral centre for detecting rare diseases nor a registry of drugs for rare diseases, not
Ǥ  
       ȋ ͤ͜͜͞Ȍ
ͤ͞͡ Ǥ  
ǡơ 
within the groupʹ ȋ   ǡ
͜͞͝͝ȌǤ ǡ Ƥ  
 Ƥ Ǥ ǡ
4   ǡ ͝͝Ǥ    Ǥ
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improvement and development of the activities and evaluation of the health promotion programme, primary, secondary and tertiary prevention and control of
     
ȋ  ǡͥ͜͜͞ȌǤ
ơ  Ǥ 
ǡǲȄ ͜͞͝͞ǳ ͟͜͜͞͝͝ȋǡ ȌǤ
     Ƥ   
ǡ 
    ȋ ȌǤ
  Ǥ 
ǡ
 Ǥ
  ǲǳȋ
 Ƥ      Ȅ
 Ȍ Ǥ    ȋ Ȍ         
͜͞͝͞ȋǡ͜͞͝͞Ȍ ȋ 
  Ȍ ͜͞͝͞ǡͥ͞ 
ǡ͢͟ ǡ ơ Ǥ ͜͞͝͞ǡ   ͥͥ͢͝
  ȋ ȌǤ
ǡƤ  ǡ͞Ǥ͟τ
Ǥ
  ȋ  ȌǡǤǤ  Ǥ  
ǡ
completely covered by mandatory health insurance for this particular group of paȋ ǡ   ͜͞͝͝ǡͤ͜͜͞ǡ͜͞͝͞ǡȌǤ
    ǡơ 
ȋ   ǡ͜͞͝͝Ȍ  
ǡ ǡǯơ ȋǤ͜͜͞͝ǣ͞͡͝ȌǤ

Conclusion
  
the world, patients and their families are directly faced with numerous obstacles
Ǥơ
rare diseases are the lack of access to correct diagnosis, lack of quality information
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 Ƥ ǡ  ǡƥ  ǡǡ
 Ǥǡ  ƥ   Ƥ    Ǥ ǲǳsearch as well as the development of these drugs will contribute to overcoming
some of these biomedical problems, maintain and/or improve the quality of paǯǤ   Ƥ
   Ǥǡ  
  Ǥ  
regulatory, biomedical, ethical and social issues regarding disease prevention and
ǡǤ  
 ǡơ   Ǥ
To conclude, drugs for some rare diseases are now registered on the positive list
 ǡ 
Ǥ ǡ
Ȅ
 ǡ  Ǥ
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Dusanka Krajnovic
O etičkim i durštvenim aspektima retkih bolesti
Apstrakt
Retke bolesti su veoma heterogena grupa poremećaja i imaju malo toga zajedničkog
osim retkosti, pošto pogađaju manje od pet osoba na 10.000 ljudi. U svetu je evidentirano između 6.000 i 8.000 retkih bolesti koje pogađaju šest do osam procenata stanovništva samo u Evropskoj uniji. Dakle, iako retke, one predstavljaju važan medicinski
i socijalni problem s obzirom na broj obolelih. Za mnoge retke bolesti nema terapije, a
ukoliko ona postoji i ako se na vreme započne i bude dostupna pacijentima, postoje
dobri izgledi da će oboleli moći da žive normalnim životom. Problemi s kojima se susreću pacijenti sa retkim bolestima vezani su za dijagnostikovanje u smislu nemogućnosti
ili nepravovremenog postavljanja dijagnoze, kao i same terapije ili prevencije pojave
bolesti. Orphan lekovi su proizvodi koji su namenjeni za lečenje, dijagnozu ili prevenciju retkih bolesti, za čiji razvoj i marketing industrija nije zainteresovana iz tržišnih razloga. Pacijenti s retkim bolestima, iako pripadaju osetljivoj grupi, jer imaju specifične
zdravstvene potrebe, ostaju nevidljivi u zdravstvenom sistemu, jer se njihove dodat-
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ne specifične potrebe ne prepoznaju. Etički problemi s kojima se susreću pacijenti, ali
i zdravstveni radnici, tiču se alokacije zdravstvene dijagnostike, nejednakog pristupa
zdravstvenoj zaštiti i nezi, nedostatka specijalizovanih socijalnih usluga, kao i nepostojanja i nedostupnosti terapije orphan lekovima. Etička pitanja retkih kliničkih ispitivanja
orphan lekova i populacionih i skrining ispitivanja u vezi sa retkim bolestima takođe su
razmatrani u ovom radu.
Ključne reči retke bolesti, društveni problemi obolelih, etika, orphan lekovi, dostupnost
lekova.
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