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Abstract: Rare diseases (RD) are becoming increasingly important as pos-
sible targets of new forms of treatment, as a valuable source of a novel insight in funda-
mental lows of biology, and in the specific mechanisms of many diseases. Molecular
methods have created a better diagnosis and oftentimes treatment. RDs pose significant
problem for the patients, since their problems are often not recognized by the medical
community and shunned by the health insurance. The cumulative costs of diagnosis and
treatment of RDs is significant for any society, oftentimes bearably acceptable for develo-
ping countries.
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Definitions, frequency

In Europe RD is the one which affects less than one citizen in 2000 [1,
2], in the USA - one in 1250 (3), while in Japan RD is the one that affects fewer
than 50,000 patients [4]. Those differences stem, at least partly, from the fact
that RDs have variable prevalence in different populations. It should be stressed
that many patients suffer from even rarer diseases, affecting 1 person in 100 000
or more (super RDs).

The term "orphan diseases" further adds complexity, since it is often
used as a synonym for RDs [4]. Originally, orphan disease was a term used for a
disease for which the pharmaceutical industry has little financial incentive to
produce medications. The European Organization for Rare Diseases (EURORDIS)
classifies both rare diseases and neglected diseases as orphan diseases [5].
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A large fraction of RDs affect children (75%). It is a striking fact that as
much as 30% die before their fifth birthday [2]. As many RDs end in early
death, the true incidence and prevalence of many RDs are unclear. EURORDIS
estimates that ~ 80% of RDs have genetic origins [5]. Some infections, aller-
gies, degenerative diseases, as well malignant diseases in children are RDs, too.

It is of note that almost all children attending a subspecialty clinic in
paediatrics are suffering from a rare disease. Some 700-800 metabolic diseases
diagnosed in children are RDs. There are about 250 different types of immune
deficiencies which all fulfil the criteria of rare disease.

In paediatric endocrinology most disease are RDs. In paediatric nephro-
logy there are only two types of diseases are frequent: urinary tract infections
and enuresis. The nephrotic syndrome, acute or chronic renal failure, tubulopa-
thies may be caused by hundreds of underlying kidney disorders which all fit
the definition of RDs.

The impact on the society, the actions taken

EU estimates that 5-8000 distinct rare diseases affect 6-8% of the
population (5). The impact of RDs in the health systems is impressive: at least 3
million patients in the UK, 4 million in Germany, and between 27 and 36 mil-
lion EU citizens.

RDs have significant consequences for the individuals, their families
and the societies (5-8):

1. RDs impact on the families of the affected children making many
parents full-time carers.

2. Patients with RDs often need a team approach and treatment.

3. RDs are a major public health problem because of their cumulative
frequency.

RDs create a particular set of challenges:

1. An epidemiological challenge: there is lack of registries on the
epidemiology.

2. A pharmacological challenge: there is a lack of multicentre control-
led therapeutic studies.

3. An organisational challenge: there is a lack of standardised referral
of patients with RDs in Europe.

4. A legal challenge: there is a lack of legal basis for cross border ge-
netic diagnostics.
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5. An ethical challenge: there are different priorities in different Euro-
pean countries.

Those challenges are also the goals of EU in regard of the RDs. A
Committee of experts on rare diseases (EUCERD) was created in 2009. The aim
of the Committee is the assist the European Commission in creating the up gui-
delines for implementing EU policies for RDs. The Committee recommended
the institution national plans for RDs before the end of 2013 (9 June 2009). In
order to raise awareness on RDs a Rare Disease Day was created [9]. The day
was first held in Europe and Canada in February 2008.

Support groups

For some of the well-known RDs, such as Down syndrome, cystic fi-
brosis, haemophilia, there are support networks at national and international
levels [10, 11].

Web resources are also important. Orphanet (a database of rare diseases
and orphan drugs) quotes more than 4600 resources for more than 1500 RDs.
This database contains an on-line encyclopaedia and a directory of services for
patients and professionals.

Macedonia

What is the present situation with RDs in Macedonia? First, there are no
official registries at the national level. Therefore the full picture and the conse-
quences for the society are not known. Articles on metabolic, nephrologic,
tumor, haematologic, genetic and dysmorphologic diseases and syndromes were
found published by Macedonian professionals on Pubmed [12].

Those articles give only a very narrow insight into the frequency, dia-
gnosis and treatment of RDs. It is obvious that this is an iceberg situation: one
sees only the tip of it.

However, the sheer number of published articles indicates that a num-
ber of physicians are educated to diagnose RDs, and oftentimes find new insight
in some of their particularities. Some patients are treated (Hunter’s syndrome),
some other children and adults not (Gaucher’s disease in children and adults).
The country also lacks a significant screening for multiple diseases: Macedonia
screens only hypothyroidism, while some European countries screen ~ 30 disea-
ses. Nevertheless, an education program directed towards the RDs should be
created, along with a national registries and an increased assistance of the state
in diagnosing and treating those diseases.
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Pesume

3A PETKUTE U ,,CYIIEP PETKUTE“ BOJIECTHU:
YBUJ Ol PEIIYBJIMKA MAKEJOHNJA

I'yues 3.C.!, Tacuk B.!, Ilonenakosuk M.

Y Meouyuncku gpaxyaitieini, Cxoiije, P. Maxedonuja
Y2 Makedoncka akademuja na naykuitie u ymeiinocituite, Cxoiije, P. Maxedonuja

Petkute Gonectu (PB) uMaar roseMo 3Hauck-e 3a MAUCHTHUTE, UCTPaA-
>KyBauuTe, JeKapuTe 1 3a omurecTBOTO. Pb ce MOXHU e 3a HOBYM HAUMHM HA
JexyBame. THe ce BaskeH W3BOpP 32 HOBM YBUAM BO OA3MYHUTE 3aKOHU Ha MPHUPO-
JaTa ¥ BasKHU MOJIEIIU 32 OTKpUBame Ha celU(PUYHA MEXaHU3MHU BO HACTaHyBa-
IETO ¥ PA3BUTOKOT HA MHOTY OoJiecTu (KaKO PEeTKHU Taka U (ppeKBeHTHH). Mode-
KyJlapHaTa MEIMLIHA CO3/1ajile HOBU MOKHOCTH 3a AujarHoctunupame Ha Pb. Bo
HEKOM cllyyad MOCTOjaT ¥ HOBU TUIOBHU HA JIEKYBalke CO MOJIEKYJIApHUA METONH,
co ynorpeba Ha peKOMOMHAHTHHM €H3WMH WIH CO TeHcKka Tepanmja. Pb ce roixem
npo6IieM 3a nauueHTuTe, OufiejKu HUBHATA OOJIeCT € MaJKy Mo3HaTa BO OIIITe-
CTBOTO. 3/IpaBCTBEHOTO OCHUTYpYyBamhe, HETMIO3HABAJKN T KapaKTCPHUCTUKUTE Ha
GosecTa U TiefajKu ja BUCOKATA IIeHa 3a JIeKyBambe, Ofl0erHyBa 1a ' (puHaHCHpaA
TPOIIONHTE. 3a CEKOe OMIITECTBO, BKYMHUOT U3[ATOK 3a AMjaTHOCTUIHMPAkE U
nekyBawe Ha PB e romnem, Guaejkum OojecTuTe ce MOIIHE PEeTKH, HO HUBHUOT
KyMyJIaTHBEH Opoj € rojeM. 3a 3eMjuTe BO pa3Boj IIeHaTa 3a AMjarHOCTHINPAHE
U NeKyBame Ha PB yecto ro HagMuHyBa paboT Ha €EKOHOMCKATa MOHOCIUBOCT.

Kayunn 36opoBm: petku Gojectd, JeMHUNUM, BIMjaHHE Ha OMNINTECTBOTO,
MaxkepoHnnja.
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