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ABSTRACT

Rare diseases are life-threatening or chronically debilitating conditions affecting no more than 5 in 10,000 people in the European
Union. Most of the people suffering from rare diseases are actually affected by less frequently occurring diseases affecting one
in 100,000 people or fewer. Almost 80% of the rare diseases have identified genetic origins and lots of them are treated with
biotechnology-derived medicinal products. The aim of our study was to evaluate the access to orphan medicines in Bulgaria
based on the analysis of the Positive Drug List (PDL) and the share of biotechnology-derived products reimbursed for rare
diseases in Bulgaria. Only 21 out of 56 medicines with European orphan designation and European marketing authorisation
are available and funded in Bulgaria. 29% of them are biotechnology-derived. Another 17 (out of 47) orphan medicines with
European marketing authorisation and without prior orphan designations in the EU are reimbursed and 59% of them are
biotechnology-derived. Thus approximately just 37% of the orphan medicines (both with and without prior orphan designation)
are available and funded in Bulgaria. Evidently the centralised marketing authorisation is not supported by the national regulatory
requirements for price setting and inclusion into the PDL, which are necessary for guaranteeing medicines availability on the
national market. The regulators and payers still do not ensure balance between the needs of patients and resources allocation.
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Introduction

Rare diseases are life-threatening or chronically debilitating
conditions affecting no more than 5 in 10,000 people in the
European Union. Most of the people suffering from rare
diseases are actually affected by less frequently occurring
diseases affecting one in 100,000 people or fewer (5, 8, 20).

The medicines intended for treatment of rare diseases are
called “orphans” because the pharmaceutical industry has
little interest, under normal market condition, in developing
and marketing products intended for only a small number of
patients suffering from very rare conditions (1, 2, 3, 4, 5, 9,
11). Almost 80% of the rare diseases have identified genetic
origins and a lot of them are treated with biotechnology-
derived medicinal products.

Some conditions occur so infrequently that the cost of
developing and bringing a medicinal product to the market,
as well as the cost to society is questionable (6, 7). At the
same time patients suffering from rare diseases should be
entitled to the same quality of treatment as other patients and
their medicines should be both available and affordable in the
country, especially in the poor ones (8, 9).

Regulation (EC) No 141/2000 and Commission Regulation
(EC) No 847/2000 provide the legislative frame for orphan
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medicines and rare diseases setting up the Community
procedure for designation of orphan drugs and incentives to
the sponsors on a Community level (10, 11). Rare diseases
are presented as one of the priorities in the current European
Union Public Health Program running till 2013 and in addition
to the initiatives on the EU level, the member-states develop
further regional programmes to ensure adequate access to
pharmacotherapy (12, 14, 15, 17, 18, 19).

The Commission recommends that Member States put
in place strategies organized around national plans for rare
diseases and orphan medicines, adequate mechanisms for
definition, codification and inventory of rare diseases and
production of good practice guidelines, fostering research on
rare diseases, including cross-border cooperation, ensuring
access to high-quality healthcare, in particular through
identifying national and regional centres of expertise (5, 18,
22). Some researches are pointing that there are differences in
patients’ access to orphan medicines in member state countries
due to variety of reasons and their clarification is necessary in
achieving the regulation goals (13, 21, 23, 24, 26).

The aim of our study was to evaluate the access to orphan
medicines in Bulgaria based on the analysis of the Positive
Drug List (PDL) and the share of biotechnology-derived
products reimbursed for rare diseases in Bulgaria.

Materials and Methods

A regulatory analysis of the main European and corresponding
Bulgarian laws and health regulations related to rare
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TABLE 1

Bulgarian legislation concerning rare diseases/orphan drugs

Law/regulation/other

Scope of the document

Relation to rare diseases/orphan drugs

Health Act (6)

Public health care

e Chapter 4 “Health protection of specific groups of the
population”, section 2 “Reproductive health”, paragraph 127
(2), p. 5 requires prenatal diagnostics and prevention of genetic
diseases.

e Chapter 4 “Health protection of specific groups of the
population”, section 4 “Genetic health and genetic tests”,
paragraph 137-144 requires treatment, prevention and diagnostics
of genetic diseases, treatment of hereditary diseases

Law on Medicinal
Products in Human
Medicine (7)

Marketing  authorisation  of
medicinal products, licensing of|
pharmaceutical manufacturers,
wholesalers, retailers, clinical
trials, advertising, classification,
pharmacovigillance, state
control over the market, pricing
of medicinal products and
reimbursement.

e Chapter 3 “Marketing authorisation”, paragraph 25 (1):
reference to Regulation (EC) 141/2000 regarding the criteria for
orphan drug and paragraph 25 (2) which is reference to Regulation
762/2004 with regard to marketing authorisation of orphan drugs.

e Chapter 3 “Marketing authorisation”, paragraph 27, regarding
the proof of orphan drug designation required as submission
documentation for marketing authorisation.

e Chapter 12 “Pricing of medicinal products”, paragraph
262, (4), p.4: orphan drugs are part of the “positive” list (the
reimbursement list).

e Definition of orphan drug is given.

Ministry of Health
Regulation No 34 as of
25.11.2005 (23)

Lays down the provisions
for prescribing, dispatching
the products for treatment of]
diseases which are excluded
from the obligatory health
insurance.

According to Regulation 34/2005, article 2, (1), p.4 the treatment
of rare diseases is funded by the Ministry of Health. Obsolete as of]
01.01.2007.

Ministry of Health
Regulation on Positive

Drug List (24)

Lays down the provisions for
inclusion of medicinal products

into the Positive List.

Regulates the inclusion of drugs into the positive list, including the
drugs for the treatment of rare diseases.

diseases and orphan medicines was performed (27-33). The
regulatory publications were reviewed and analysed from the
perspective of their role for ensuring an access to adequate

pharmacotherapy.

We have applied a three-step methodology in order to assess

management centres for diagnosis and treatment of rare
diseases in Bulgaria. The national legislation on orphan drugs
comprises of several laws and regulations as presented in Table
1, each having its role for the establishment of the legislation
frame of treatment of rare diseases in Bulgaria.

the availability of orphan drugs in Bulgaria: (1) Review of the

List of orphan medicines in Europe (with European market
authorisation and with or without prior orphan designation in
Europe) for orphan medicines clarification (16); (2) Review
of Bulgarian PDL and identification of orphan drugs included
(19); (3) Crossing the medicines identified in step (2) with the
List of orphan medicines in Europe (with European market
authorisation and with or without prior orphan designation in
Europe) to evaluate the level of orphan drug availability in
Bulgaria. The methods of manufacturing for each reimbursed
orphan medicine were checked in the Summary of Product

60

501

BEU

40+

® Reimbursed orphan medicines

O Biotechnology-derived orphan
medicines

301

20+
10+

OA

and  Without prior EU orphan

With EU orphan designation
EUMA designation and with EUMA

Characteristics and European public assessment reports (33).

Results and Discussion

Bulgarian legislation on orphan drugs and rare diseases

Patients suffering from rare diseases in Bulgaria are estimated
to be 400 000-450 000 people (5). There are six disease
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Fig. 1. Reimbursed orphan medicines and share of biotechnology-derived
products

The Health Act (3) outlines the genetic examinations and
prenatal tests which are aimed at limiting the incidence of
rare diseases in the country. The Law on Medicinal Products
in Human Medicine (4) refers to Regulation (EC) 141/2000

2419



1onpoid [BUIOIPIW PIALIIP-AT0[OUYI)0Iq

STeLIdIBW SUILIR)S

J[qe[reA. A[RIOJOWIIOD WO} PISISYIULS

uorsuayodAy [eueye Areuownd Arewig SIqEI2AE A[[BIOISIINION WO PASISSIUAS c1oviod jsoxdo[]| DV ewIRyd SULIDYOS IOARE/SIABIUIA
BIWOEBYNO] SNOUASO[oAW OIUOI S[EHJEL SUNIES unojt py1 wreydoinyg sireaoN/eudise
Taesna| [ oIy S1Qe[TEAR A[[EIDIOUILIOD WO PISISIYIUAS 80dXT107T qQIUBOIN| 1] "PYT WieydoIny SNIBAON/BUSISE],
BWOMNI] [BAUIOD - BJBIAS SIONIAA SNo - AeFoworoy ‘Aredoworoy| (YN £3010uyod) YN IueuIquosdl| 10XV I0H JUBWOSIASOJ « PV 10Z1JJ/}OARWOS
uorsuopadAy [eLoye Areuown, S[ELIYEL SUNIES BUOPI[I Py 19ZYyd/01BAd
ISUSMSAAL [eLIo nd S1QE[IEAR A[[EIDIOUILIOD WL} PISISIYIUAS €049¥0D [JeUap[IS P 1971 d/01BASY
(Aouardgop
9seje[ns-1 QUIES0}OR[BT[A100B-N ‘OWOIPUAS AweT-xnedjorely|  (YNQL) ASojoutos) YN UeUIqUORI| 809V VYV asejns[en| 4 py1 odoiny uLiepy org/QwAze[SeN
‘Koudroyop g aseiejns[Aly)  od&) sisoprreyooesAjodoonjy
aseasip odwog) g odA) aseasip ae10)s UdS00A[0) VNQ!) ASojouyoe) YN JUeUIquoddl| L0gV9[V | eje asepisoon[S|y py1 odoing swAzuon) QWAZOAN
p P [ jouy 1q all P! I] %P /
) . S[e1Io)etl SUNIE)S )
)9 SINOWIN) [BWIONS [BUNSAIUIONSES “BIWUOBNI| PIO[OAW O1UOIY)) S[QE[IEA® A[FI0ISTITION O POSISOTUAS d)e[ISaW qruIjewl] P11 waeydoing SIBAON/JOAI[D)
aseasIp Aiqe N) ASojouyo9) YN UeUIquioddl| +0g asepis[ed ‘P71 2doing swkzuanyowkzeiqe,]
pAlq v [SEERSIAY 1q Y0dVIIvV pIS[esV| %P D/ q
Jo[ew erUIdRSSR[RYI-B)D S[PLIajE SURIES XOIISA12J9 'py1 waeydoing snieAoN/opelx
: : fe-eed d[qe[IeAR A[BIOIOWITHOD WOIJ PASISAYIUAS €00VE0A 1se1Rged PVT WHEYCOINY SHABAON/OPEIXH
(Aouarogop asejejns-g «gV sarderay
dreuoinp] dwWoIpuAs 1ung) (7 SAIN) ¢ 241 sisopLreyooesAjodoony (VNQ) £5010utod) YN Juetquioodt 608V91Y oswInsanpl onjouan) uewny ays/eserde[q
(Adudroysp -
ssepraompi-T-eqd[y) (1 SO 1 204 sisopuegosesdjodoonyy (VNQ@Y) £3010uyo9) YN IUBUIqUIOAI| SO0GVIIT osepruoie| 4 'A'g odomyg swAzuon/owAzeInpry
¥ XANNV
. STeLIdIBW SUILIR)S .
ewoydwA] [[00 S[IUBW ‘BWOUIDIED [[90 [eUy SIQE[IPAE A[[EIOIOWIWIO0 WO PaSISYUAS 60dX10T SNWIT[OIISUIO]. py1 edomngyieAp /jostio],
BIWOEBYNI] SNOUS0[oAW O1UOI | | Emc&m&.uﬁtﬁm unojt “py1 wreydoiny siaeAoN/eudise
Twee3na| [ oIy S]Qe[IEAR A[[EIDIOUILIOD WL} PISISAYIUAS 80dXT107T qQIUBOIIN| 1 "PYT WieydoIny SHIBAON/BUSISE],
. S[elIdjell SUNIe)S .
Iown) [BWONS [BUNSIIUIONSES ‘BWOUIDIIRD [[90 [RUY Y S ——— L $0AX101 quunIung SN “pyT I9ZIygHudng
. . . STeLIo)Et SUnIe)s .
erwoeyno| dnsejqoydw| anoe ‘(TAD) erwoesna| projoAur sruoy) 90dX107T qruneseq 3N ‘DIAY euweyd SNY /[9041dg

BUWIOUIOIRD JB[N[[000jedoy ‘WOUIdIRd [[90 [BUSI PIOUBAPY

STeLIdIBW SUILIR)S
J1qe[reA. A[RIOJOWIIOD WO} PISISIYIUAS

S0IXI10T

0JB[AS0} QIUOJRIOS

DYV o1e)YI[edH Iokeg/IeABXON

STeLIdIBW SUILIR)S

*019 SIOWIN) [RWION)S [RUNSIIUIONSES “BIUOBYNI] PIO[IAW OTUOIYD) SIqE[I2AE A[[PIOISIINION WO PASISSIUAS 10X 10| @re[Isow qrunewr] ‘py1 wreydoinyg SNIBAON/JOAT[D)
Jofew eruIoBSSeRYI-8)o . . Emc&m&.uﬁtﬁm XOIISQIJd 'pyT waeydoing snIeAoN/Qpelx
: : TPl 9]qe[IBAE A[[BIOIOUILIOD WIOL) PSISAYIUAS £00VEOA seRd PYT WHEqCOINE SHBAON/OPEiXH
CIHIIEANS] S[ELIIEW SUnIEIS JuIqeIe[d P11 dnoin oxe[n/doueLr
onse[qoydwA| [[99-], pue Brwoeyna| o1se[qoydwA] 91noe [[99-1,| S[qe[IBAR AJ[BIOISWWIOD WOIJ PISISAYIUAS LOFE10T 1QBIEPN P D OXBID/ s
S[eTIdJell SUNIe)S
BIWORYNI] [[90 AITeH S1qU[IEAE A[[RIDIOUILIOD WO} PASISIYIUAS €0dd107T QUIqLIpE[D) HqQwD pawodry/ e
AdeIdy) pa1asie)- JIDFA STeLIdIBW SUILIR)S SIVVHOT SNUIOIOAT P11 wieydoinyg S1IBAON/
1M JUSUIIEAI) JOYJE JO U0 PassaI3o1d ‘Bwourosed [[99 [BUdI PIOUBAPY | S[qB[IBAR A[[BIOIQUWILLOD WOLJ PISISAYIUAS : (ueon1o)) JoNuyy
€ XANNV
dweu ISBISI(L SpPoYjoW SULINJIBJNURBIA 9P0d DLV NNI 1PIOH UODESLIOINY SUDAIEI

/snap ueyd.ao pasinquiry

(edomg ur uoneusisop ueydio Joud pue uonesuoyne Sunasrew ueddoing M) eLedmng ur sourdIpaw ueydio pasImquuIoy|

cd14dVL

BIOTECHNOL. & BIOTECHNOL. EQ. 25/2011/2



1onpoId [BUIOIPIW PIALIIP-AT0[OUTI101q

snLge oryredorpt ofrusAng _ (VN@1) £So[outjod) YN Weuquiodal| +0gv+01 qenmuiepy % P S9LI0JBI0qR T JOqQ Y /eIIUny
¥ XANNV
ewoydwA] zemoro| (VNQJI) A3010uyo9) YN UBUIqUIOAI| ZOXXO0IA qewownLIq| w<euwIRyJ SULIOYOS JoAeq/uI[eAd7
S[erIojell SUnIe)s )
I00UERD J1I)SES PIOUBAPY SIQE[IPAE A[[EIOIOWIWIO0 WO PaSISAYUAS 9009101 aurqejroade) PYT UoT)eNSISOY YO0 /EPO[oX
ewooAw ordnn S[EHIEL SUNIES 1W0Z9}10 AN
! 1SRN d[qe[IBAR A[[BIOIQUWITHIO) WOIJ PISISAYIUAS CEXX10T a Hod [euoneUINU] SB[I)-UdSSUB[/IPLI[IA
. S[eLIoYew SUIIIe)s
ewojkoonse onsejdeus QULIOJI}[NW BWO)SL]QOI[D) T S — R COXVIOT dpIwojozowa], odoing JS/[epowa],
09U pue peay . : S[eTIo)eU SUNIETS QRIPAYLY o BULIEUA SUBAY PI10XE
9} JO BWOUIOIE) [[90 showenbs ‘ewourdedouape d1ses o1e)seldf | S[qe[TeA. AJ[RIOIOUITIOD WOIJ PISISOYIUAS 0ao1oT [oxel00Qq Vs Ud SHUSAY/SI910XEL
Imnowny .
[ewons [eunisojuronses jueuIfew Or)e)SLIow Jo/pue d[qeIddsAIuN) (VN@) £5010utoo} YN uewquiooar): #0ax 1071 qruniuns 201 "PYT 9ZIUdAUANS
BIUOYISEqUIOIY) S, UUBWZUEB[D) AJUAIOYIP [AJ [BIUASU0D "X (pa1eATIOR)
10 [IIA S1030BJ uore[ngeod o} s1031quyur yym eirgdowoey [ejuasuo)) (VNQ) £3010uyody yNQ Juetquioodt) $0a€208 eydje Sooeydg *S/V ASIPION OAON/UOAISOAON
BILAEANI] SNASOYCLIA] SO (VNQ@¥) £3010uyo9) YN IUBUIqUIOAI| Z0DX 101 qewIXmRy| 4 'PY] UONBNSIZIY QYO0 /RIYIqRIN
‘ewoydwA] s, urSpoH-uou [[90-g o31e[ osnyIp ‘ewoydwA] Je[no1joj : T : :
erwoeyna| dnAdoydwA| oruoayo [[99-g| (VNI A3o[ouyo9) YN UeUIqUOdI| £0DX 101 qeunzmuwdly| 4A'g odomg swAzuanyredweoqey
. S[elIdjell SUNIe)s
100uBd un| [[99 [[ewWS ‘AIBAO U} JO BWIOUIIIR)) SIqE[IEAE A[[EIOIOUIIOn WOL POSISOUMAS L1XX101 ueodjodo], WeYog QU YPHWS/uwedlH
Jolew erwosse[e | | S[ETLaIe SUIERS Juoidrgye ‘A"d 2doing xojody/xoxdiird

: : 1edL J[qe[reA. A[[RIOIOWIIOD WO} PISISYIULS C0OVEOA Heged Ad d xe100v/ HiRd
303U pue peay ay} Jo 1ooued [[90 snowenbg| (VNI A30jouto9) YN WUBUIqQUOAI| 900X 10T qeuIxna)) £ VEDY JOIN/XMIqIT
eruadonnou o1y edoIpr 10 O1104d [8}IUITU0D I9AS VNQ?) £3010uyoa) YN IUBUIqUOAI| Z0VVE0T wnseadif ] HQUID SOLISUAL) BAQ] /WN)SBISBAQJ],

! Iypedorpr 1 [en jouy; 1q ! 1 «Hq ! /il

eworayposaw [ernoyd jueusiye STELIOVEL SUILIES EYehikliie) ‘A°d PUBLIOPAN A[IT 1] /eIt

ey [ermafdy e S[Qe[TEAR A[[EIDIOUILIOD WO} PASISIYIUAS yOvVdI01 paxanaui_d A" PUBLISPIN AT I[d/BIWIY
eijiydowoey NQ1) A8oj0uyo9) YN UeUIquiodal| zoadzod eydje 800010 I1oKeg/a1eua30y]

VI v [SEECE A 1q c0adeo yd O * /
v enydoweey |  (VN@JI) A3ojouto9) YN ueuIquoddl| zoddgzod eydje 3000100 +DV 191Xeg/01eApY

€ XANNV

Jureu IseIsIq poyjouw SurIn)dejnue[| 3pod DIV NNI “OPIOH HOBBSLIONY SUBMIEIN

/snap ueyd.io pasinquiry

odong ur (woneuSisop ueydio Joud JnoyIm pue uonesuoyine JundsIew ueddoinyg M) eLedng ur SQUIIPIW UeydIo pasIquIIoy

€ H'T9dVL

2421

BIOTECHNOL. & BIOTECHNOL. EQ. 25/2011/2



(23) and sets up the conditions for marketing authorisation of
orphan medicines, their pricing and funding. No reference is
made in Bulgarian legislation to Commission Regulation (EC)
No 847/2000 of 27.04.2000 laying down the provisions for
implementation of the criteria for designation of a medicinal
product as an orphan medicinal product. Thus no regulatory
assistance is provided to the potential sponsors as intended
with the Commission Regulation (EC) No 847/2000 (7),
neither does a clear interpretation exist for Regulation (EC) No
141/2000 requirements at a national level.

The orphan medicines are authorised through the
centralised procedure but in order to make them affordable on
a national level a price need to be registered and a procedure
for funding need to be regulated. Both processes are controlled
by the Ministry of Health in Bulgaria.

Once included in the PDL, the orphan medicines are
funded either by the Health Insurance Fund or by the state
budget for the diseases which are excluded from the scope of
the obligatory health insurance.

Analysis of the orphan medicines included in the
Bulgarian Positive Drug List

The Bulgarian Positive Drug List (19) consists of four annexes
which are divided based on the sources of funding. For the
purpose of this publication we studied the orphan medicines,
which are included in Annexes 3 and 4 and are fully reimbursed
by the state budget.

Our analysis is separated in two parts- availability of
orphan medicines with European marketing authorisation and
prior orphan designation in Europe, and availability of orphan
medicines with European marketing authorisation and without
prior orphan designation in Europe into the Bulgarian PDL.

The orphan medicines with European marketing
authorisation and prior orphan designation in Europe that are
included in the Bulgarian PDL are presented in Table 2. There
are 21 orphan medicines identified (10 in Annex 3 and 11 in
Annex 4), representing treatment for 6 anatomical systems,
but mainly various types of leukaemia, renal cell carcinoma,
mucopolysaccharidosis, acromegaly etc. It is necessary to
clarify that the list with medicines also provides the list with
specific diagnoses for which they are funded.

The orphan medicines with FEuropean marketing
authorisation and without prior orphan designation in Europe
available in Bulgarian PDL are presented in Table 3. We have
identified 17 orphan medicines (16 in Annex 3 and 1 in Annex
4) representing treatment for diseases of 3 anatomical systems:
haemophilia, thalassaemia, various types of cancer, juvenile
idiopathic arthritis etc.

The relative shares of both studied groups of orphan
medicines whichare reimbursed in Bulgariaare presented in Fig.
1. In comparison with all orphan medicines centrally placed on
the market only 21 out of 56 with European orphan designation
and European marketing authorisation are available and funded
in Bulgaria. 29% of them are biotechnology-derived. Another
17 (out of 47) orphan medicines with European marketing
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authorisation and without prior orphan designation in EU are
reimbursed and 59% of them are biotechnology-derived. Thus
approximately 37% of the orphan medicines (both with and
without prior orphan designation) are available and funded in
Bulgaria.

Although there are a lot of initiatives regarding the rare
diseases and orphan medicines at the national level it is evident
that still the Bulgarian legislation is not fully harmonised
with the corresponding European documents (33). There are
chapters dealing with rare diseases in the Health Act and with
orphan medicines in the Law on Medicinal Products but a
lot of other elements are missing as are the cooperation with
marketing authorisation holders and full harmonisation with
the European regulatory policy. Thus patients suffering from
rare diseases are also underserved in Bulgaria (19, 25, 27).

The latter conclusion is supported by the limited availability
of the orphan medicines in the Bulgarian PDL. The reasons for
such a limited access could be explained with financial reasons
or with the existing therapeutic practice (9, 12). Unfortunately
we do not possess the patient registries for all rare diseases,
as well as official information about all the patients using
orphan medicines and we could not evaluate their usage and
compare with other countries (27). This is a major limitation
of our study. Further studies need to be done to clarify the real
patient access in respect of the financial affordability of main
and supporting therapy.

The fact that only 37% of all medicines with orphan
designation are available in the list with reimbursed medicines
is very negative and shows that a lot of efforts need to be
made at the national level for ensuring better patient therapy.
Evidently the centralised marketing authorisation is not
supported by the following national regulatory requirements
for price setting and inclusion into the PDL, which are
necessary for guaranteeing medicines availability on national
market. Thus we can conclude that the regulators and payers
still did not ensure a balance between the needs of patients and
resources allocation.

Conclusions

Although the Commission recommends that Member States
put in place strategies organized around national plans for
rare diseases and orphan medicines, ensuring access to high-
quality healthcare, there are significant differences in orphan
drug availability amongst the countries. The access to orphan
medicines through the Bulgarian PDL is limited for patients
with rare diseases and further studies about their affordability
both for the reimbursement system and for the patients need
to be done. The Bulgarian health legislation needs of further
development to introduce important European requirements
concerning the access to orphan medicines. The lack of
national guidelines on treatment of rare diseases did not allow
us to assess the availability of supportive treatment. We could
recommend establishment of disease management national
guidelines focused not only on orphan drugs but on patient and
his/her disease including non-orphan treatment.
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