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Introduction

Rare diseases are life-threatening or chronically debilitating conditions affecting no more than 5 in 10,000 people in EU.
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Results

Table 3. Rarediseaseswhich arepresent in the Positive
DrugList, Annex 1 by the ICD code
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Regulation (EC) No 141/2000 of the European Parliament and of the Council of 16 December 1999 on orphan drugs, Annex 3:Medicina productsintended for treatment of OIS | o e g, Poer e, Topeoone Tydrocionde () do
Commission Regulation (EC) No 847/2000 of 27 April 2000 laying down the provisions for implementation of the diseases which are not covered by the obligatory health B . - i o e B
criteria for designation of a medicinal product as an orphan medicinal product and definition of the concepts “similar insurance and are paid from the state budget T v T oo R
medicinal product” and “clinical superiority. It was reviewed the Health law, Law on medicines in human medicine, Annex 4: Medicinal products intended for treatment of T e
Regulation No22/2005 on orphan drugs, Regulation on criteria, conditions and rules for inclusion of medicinal, rare diseases, AIDS and treatment and prophylaxis of — e:mi“egm;)pgwmm :gf;}dw
Products in positive list, Regulation 34/2005, The current Positive Drug List in Bulgaria. infection diseases. e | Glaoone ey Peylite ) Noorphen drugears
The above documents have been reviewed and analyzed from the perspective of their relation to diagnosis, prevention Our study is focused on Annexes 1,3 and 4 as they o o ety ]
and treatment of rare disease and orphan drug and their role for improving the access to adequate treatment. The include medicinal products available for continuous out- en ol o Ldpe Vg Dl ot 7
Positive list was reviewed for ICD codes that correspond to rare diseases (according to the data available in hospital treatment. o, e Vs Coden Tamn G
www.orpha.net (3) and only the treatment of rare diseases was analyzed from the perspective of both with orphan Annex 1 contains medicinal product intended for e e e i
drugs and with other medicines ambulatory treatment. We have found that it contains 39 e S
ICD codes of diseases which presence allow patients to e St el Vo
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for the majority of the diseasesin Annex 1 there are no i Sieods | Paindopl, Rl Qunept, ol Fosnaprl, Trancoipr,
. . . orphan drugs designated. The treatment of two diseases PN AR i,
Regulation on orphan drugsin the European Union (acromegaly and pulmonary arterial hypertension) is S e S e
No specific legislation was created on Community level until 22 January 2000 when the Orphan Medicinal Product covered 100% by Annex 4, but Annex 1 provided Qap:a:ma;mazaza;%az |
Regulation (Regulation (EC) 141/2000) was published. additional supportive treatment. The orphan drugs rydochoraiiate,Epcrn Hydrochrom e, Vasein
Regulation (EC) 141/2000 of the European Parliament and of the Council of 16 December 1999 on orphan Levodopa and Carbidopa are reimbursed 100% for the e e —— e v
medicinal products sets up criteriafor orphan drug designation in EU and describes the incentives in the patients with Parkinson’s disease. T | e Skt ot vt
Introduction part which are implemented to encourage the research, development and marketing of orphan drugs 32 rare diseases are included in Annex 3 and their T pcommny qunarioas romors amoteorn swad asgtass
(4). The main requirements of Regulation (EC) 141/2000 are described in Table 1. treatment is covered 100% by the state budget. Most of T Prcena;“erafm(sf Fropsencns Amiodirone Soblol St
Commission Regulation (EC) No 847/2000 is defining the concepts “similar medicina product” and “clinical them are various kinds of malignant diseases, syndromes | mresmsr—— o s ot e s
superiority” and it is intended to assist potential sponsors, the Committee for Orphan Medicinal Products, and etc. treated with supportive and symptomatic drugs. L ————
competent authorities in the interpretation of Regulation (EC) No 141/2000. This regulation specifies the criteriafor There are no orphan drugs designated for 14 diseases. For | | sz, | P s vemreeon e
designation and definitions such as “significant benefit” for the purpose of implementation of art. 3 of Regulation 11 diseases there are orphan drugs are designated, but i Wl bt T
N0141/2000; “active substance”, “similar medicinal product”, “similar active substance” for the purposes of either not available in Bulgaria nor not reimbursed and e ion ) care e s Adaimuma
implementation of article 8 of Regulation (EC) No 141/2000, “clinically superior” etc. therefore not affordable for the Bulgarian patients. Dexcoproten, Elotcon, Nl o0

Regulation (EC) No 141/2000 and Commission Regulation (EC) No 847/2000 provide the legidlative frame for
orphan drugs and rare diseases setting up the Community procedure for designation of orphan drugs and incentives
to the sponsors on a Community level.

The treatment of rare diseases and the improvement of quality of life of the affected by rare disease peoplein EU

Patients, suffering form 7 diseases have access to orphan
drugs received designation from COMP.

Treatment of 6 rare diseases is covered with Annex 4
(acromegaly, galactosemia N-acetyl-alphaD-

Table 4. Rare diseases which are present in the PDL, annex
3 by the ICD code-100% reimbursed

depends not only on legidlation available but on development and implementation of common strategies, in Europe. galactosaminidase deficiency, cystic fibrosis, pulmonary ICD| Raredisease | Availablerambursed loca Grphan drugs availability
. . — . . . . . - . . . . Code treatment
Rare diseases are one of the prioritiesin the current EU Public Health Program running till 2013 and the oriented in arterial hypertension, acute respiratory distress syndrome - .
C11 Nasopharyngeal Cetuximab, Mitomycin, Ondasetron, No orphan drugs are designated. Accessto local treatment
- . L - =, L S B - - = . . . . cancer Granisetron, Palonosetron, Tropisetron, only.
3 main fields: improving recognition and visibility on rare diseases, supporting policies on rare diseases in Member and Turner syndrome). For two of the diseases ey prasisoone Tamad, iy
- - - - - - - - hydroch]oride ’ ‘
states and developing European cooperation, coordination and regulation for rare diseases. It was created Orphanet, (acromegaly and pulmonary arterial hypertension) the c15 | Expege cairoma | G Miomycn Sy No orphan drugeare designate, Accessto ocal trement
n ron, Granisetron,Palonosetron, only.
H . - H H H H - - - H - Tropisetron , Methylprednisolone, Tramadol,
Eurordis and several networks of clinical centers cooperating to develop information services or to coordinate their drugs received orphan designation are reimbursed — Ok cuane e Fov
. . . wgs .- . . . . . . . . Pethidine hydrochloride
C16 | Gastri , Capecitabine, Mitomycin, Ond. fur, EU designation date: 20/12/2007, authorized |
clinical activities (5). In addition, an EU Rare Disease Task Force was established. pegvisomant and sidlenafil and iloprost respectively. | Somchome | Granosron: plonoosron, Tropiaston, | Bagria.but netampurase o ertzedin
Capecitabine,Methylpredni-solone, Tramadol, | Other 2 drugsreceived orphan designation but not available
n n n n Dihydro codeine, Morphine, Fentanyl, in Bulgaria.
Pethidine hydrochlorid
Bulgarian legislation on orphan drugs and rare diseases and S M (e
familia Granisetron, Palonosetron, Tropisetron, are: Paclitaxel, EU designation date: 31/10/2006 and
Gemcitabine,Methyl-prednisolone, Tramadol, Cisplatin, EU designation date: 08/06/2007.
= ] u " u u Dihydro codeine, Morphine, Fentanyl, Another 14 medicinal products are designated as or phan
transposition of EU legislation of orphan drugsin Bulgaria
| | C26.9 | Gastrointestinal Epirubicin, Ondasetron, Granisetron, 2 orphan drugs are availablein Bulgaria - Imatinib mesilate,
stromal tumor Palonosetron, Tropisetron, EU designation date: 20/11/2001and Nilotinib hydrochloride
- . = . ] - - - - Methylprednisolone, Tramadol, Dihydro monohydr ate, marketing authorization date: 19/11/2007.
For its 7 5000 000 population (official data as of 2004) the patients suffering from rare diseases is estimated 400 - ( : O I l C I u S I O | l S Fodociona 1o e PR e e aruadesanated ut ot aaapletn
. . . . . C34.9 | Lung cancer, small Mitomycin, Ondasetron, Granisetron, 2 orphan d designated but not available in Bulgari
450 000 people. There are 6 medical management centers in the country for diagnosis and treatment of rare diseases Prononaon oot My esnisoone, | (el b deaaon S A215007 g AL
. . . . . . . . . . . . Tramadol, Dihydro codeine, Morphine, hudrochloride, EU designation date: 02/04/2008).
in Bulgaria (6). The nationa legislation on orphan drugs comprises of several laws and regulations (6) presented in Although the Bulgarian legislation concerning rare Py, P i ccone
. - - H - . . . - . I I I I C43 | Melanoma, familial Interferon afa, Interferon alfa-2a, No orphan drugs are designated. Accessto local treatment
Table 2. The Health law outlines the genetic examinations and prenatal tests which are aimed to limit the incidence disease and orphan drugs is harmonized with the EU el AL i |
. . - . - 1~ H . . . ron, Methylprednisolone, Tramadol, Dihydro
of rare diseases in the country. The Law on medicines refers to Regulation (EC) 141/2000 and sets up the conditions policies, Bulgarian patients with rare diseases have cotene ot Py, e
for marketing authorization of orphan drugs, their pricing and reimbursement. These drugs are included into the access to very few of the orphan drugs authorized in EU s | Mootioma | lcomyein ondacton Granson, | 20rphan g st ot not vl g
. . . Tropisetron, Pemetrexed, ) (Ranprinase, EU designation date: 29/(_)3/20(_)1 and NGR-
Positive list and are covered by the Health insurance fund or the state budget. and the maority of the drugs covered are intended for Mehylrecislone, Tt DIYGIO | B umour e clsfacr, £ desgnton dae
. n hydrochloride
metoma“ C and SlJpportl Ve trea[mer]t. Onl y Se\/eral C56 | Ovariangermcell Topotecan, Cisplatin, Bleomycin, Paclitaxel, Oneorphan drug s available and reimbursed in Bulgaria-
malignant tumor Epirubicin, Ondasetron Graniseron, Paclitaxel, EU designation date: 18/12/2006. Another 9
. . . Pal onosetron, Tropisetron, medicinal products received orphan designation but not
rare diseases could be treated with the reimbursed Mrensolone, T, Ditycro | 2valablein Buigara
. . . codeine, Morphine, Fentanyl, Pethidine HCI
Table 1. Main requirements of Regulation (EC) 141/2000 : _— : :
eq eg ( ) Table 2. BUIgar lan |eg|S| ation concer ni ngrare diseases/or phan dr ugs Orphan drugs' C61 | Prostatecancer, Bicalutamide, Flutamid?, No orphan drugsare designated. Access to local treatment
. . familia Triptorelin,Goser_elin, Leuprorelin, Buserelin, | only.
Orphan drugs are reimbursed for 10 rare diseases and Onestron Grariston Plonossron,
. nisolone, Tramadol, Dihydro codeine,
o e . . . other treatment is covered 100 % for another 28 Morptine, Fetany, Pthcine hycrochoride |
Article 3. Criteriafor designation Includes the criteriafor orphan drug designation LaY_ivgﬁElflatlon SC;I) _peh;);thhe ?e?:f[: umSII;tt' Relcarflotn tg rgreggl Seat:flor pfhan _c:_rugs lations ti 1 1 : c62 | Teeoma ?:ﬁg?;écrfﬁ El\tllogtﬂ;(:)?edpﬁiglzsrirqprarnadol N0| orphan drugsaredesgnaied. Acoesstolocal treatment
. . ublic 'Ol 10N 1 10Ns . “ ! y ) ’ only.
Article 4. Committee for Orphan | COMP 1St within EMEA with he following tasks to exaine any applicaton fo the aW i " 2 Reproducive health”,paragraph 127 (2, Srecuires prenata diseases. For another 39 rare diseases there are partially Dirycro cocene, Horpnine Fentay v
Medicinal Products (COMP) designation of amedicinal product as an orphan product, to advise the Commission on the diagnostics and prophylaxis of genetic diseases. . . . Pethidine hydrochioride : — _ : _
eablsment r deelomert o  poicy o ofpan MEored o o the Eurpean " Chepte 4" et rteton o eciicpoplatons s reimbursed supportive and symptomatic treatment o | Rt | e o et AT St | L s e e
Union, to assist the Commission in liaising internationally on matters relating to orphan 4" Genetic health and genetic examinations’, paragraph 137-144 ) Renal cell carcinoma, | Granisetron, Palonosetron, ' reimbursed but available in Bulgaria. Temsirolimusis
medicinal products and to assist the Commission in preparation of detailed guidelines. requires trestment prophylaxis and diagnostics of genetic diseases, familial Tropisetron, Vincristine, Methylprednisolone, | orphan drug, registered via the centralized procedure
Article 5. Procedure for designation | After submission of application by the sponsor to EMEA, together with required __ : ___ __ treatment of inherited diseases __ Tramadol, Dihydro codeine, Morphine, (marketing authorization date: 19/11/2007). 17 drugsare
and removal from theregister documentation, the COMP gives opinion about the designation within 90 days of the receipt Law on  medicinal Maketing authorization of medicina | - Chapter 3 “Marketing authorization”,, paragraph 25 . Fentanyl, Pethidine hydrochloride received orphan designation but are not availablein Bulgaria
of the valid application. The designated medicinal product is entered in the Community products in human products, licensing of pharmaceutical | (1): reference to Regulation (EC) 141/2000 regarding the . . . o . cs1 I-:odg(l;lln lymphoma, (E;pqublcm. Bllglomycm, Etoposide, Ondasetron 3drug_srece|ved orphan designation but are not availablein
Register of Orphan Medicinal Products. Each year, the sponsor submitsto EMEA areport on medicine manufacturers, wholesalers, retailers, | citeria for orphan drug_and paragraph 25 (2) which is Table 5. Rare diseases which are present in the Positive Drug List, e Vincrisine Vinbesine Carmesine, pulgaria
the state of development of the designated product. clinical trials, advertizing, | reference to Regulation 762/2004 with regard to marketing Lomustine, Methypredni-solone, Tramadol,
Incentivesfor the HoNsors classification, pharmacovigilance, state | athorization of orphan drugs. annex 4 by the ICD code Dihydro codeine, Morphine,Fentanyl,
Article 6. Protocol assistance The sponsor of an orphan medicinal may, prior to the submission of an application for the control over the market, pricing of | - Chapter 3 “Marketing authorization”, paragraph 27, - - Pethidine hydrochloride .
marketing authorization request advice from the EMEA on the conduct of the various tests medicinal products and reimbursement. | regarding the proof of orphan drug designation required as 82 Eg:lggn?:n driie gﬁgﬂf ,2;’2?;;&2;%:2)?2&%1: aesron m; rphan drugsare designated. Accessto local treatment
and clinical trials necessary to demonstrate the quality, safety and efficacy of the medicinal SUbénr']SS‘ on do;ummt?\tlonfforerggr _ke;ng aléthorlzatlon. A Liposomal Cytarabine,Cladribine, Methyl-
product. . apter 12 “Pricing of medicinal proi uct$’_, par agrap prednisolone, Tramadol, Dihydro codeine,
. . . : : - 262, (4), p.4: han d t of the “ tive' list (th _ _ _ N — Morphine, Fentanyl, Pethidine hydrochloride
aﬁﬁgﬁﬁ;ig{fmm“””y marketing ;Zeaﬂfgi??zﬁr??gEf;&fg\:\ﬂ?hﬂgmimﬁg'f“g'eﬁ{f;’f;;dogrg‘fﬁikﬁitrﬂgyutrﬁg;‘if; 2 méuzse[:nmflr&;n rugs are part of the “positive” list (the ICD codg Rare disease name Available reimbursed Orphan drug availability and affordability C83 :\)l/?nr;:oorggkin ﬁ;ﬁffﬁgﬁ"ﬁfﬁg@frmmm i;rtgg?;egr;rgogﬁgrg;aﬁ)r}g:\(/gl?gjteaﬁgliﬂ;) cU
to justify that the medicinal product qualifies under Part B of the Regulation. Reductions of _ _ - Definition of orphan drug is given. _ leze) irEinEn! Methyl prednisolone, Tramadol, Dihydro marketing authorization date: 14/04/2004. Thedrugisnot
the fees payable to EMEA are offered to the sponsors, Regulation No22/2005 Orphan drugs marketing authorization | Regulates the criteria for orphan drug designation and E220 | Acromegdly, Pegvisomant Pegvisomant (marketing authorization date 13/12/2002) is reimbursed codeine, Morphine, Fentanyl, Pethidine reimbursed in Bulgaria.
Article8. Market exclusivity Where a marketing authorization in respect of an orphan medicinal product is granted, the requirements for orphan drug designation which are Acromegaly - cutis orphan drug. hydrochloride
Community and the Member States shall not, for a period of 10 years, accept another harmonized with EU requirements. verticis gyrata- C84 | Cutaneous lymphoma \?Irﬁ?aesttrlcr)]r; Granisetron, Palonosetron, 2 orphan drugs are designated but not availablein Bulgaria.
lication f keti thorization, t keti thorizati t Regulation No 34 as of Lays down the provisions for | According to Regulation 34/2005, aticle 2, (1),p4 the corneal leukoma ‘ ‘ _ . . !
%:mﬁgﬂ tgreignaé anlg)% ;Lij ngogzrggt?ng raﬂ{ﬁgriiggn, fé?%hzuw?nrgzthg;ﬂjfﬁchﬁdia&i on, 25.11.2005 prescribing, dispatching the products | treatment of rare diseasesis paid by the Ministry of health. E742 | Galactosemia, N- Agalsidase beta, Laronidase, | No orphan drugsare designated. €650 ;ra;grrrllgjr?tetlerldigitatin glriﬁg?gﬁ,g;%fgsre%n, Tropisetron, ’c\,lrﬁ; rphan drugsare desgnated. Access o local reatment
in respect of asimilar medicinal product. This period may be reduced to six yearsif the for treatment of diseases which are g‘;fg{fg’;ﬁ%’ase Alglucosidase dfa, g dendritic cell Vincristine, Vinblastine, Liposomal '
criteria are no longer met. excluded from the obligatory health defici sarcoma Cytarabine Methyl-prednisolone, Tramadol,
Article9. Other incentives Medicinal products designated as orphan medicinal products shall be eligible for incentives _ ~ insurance, N o o _ o _ = O/;f:i?r/osis Ve mes Domasal |3 orphan 0rig e avalabie (Heparin sodium. EU desgnation daie E;%g‘;?}g‘r’;z:‘;h'}’éﬁ?:'”e' Fentanyl,
made available by the Community and by the Member States to support research into, and the Regulation on criteria, Lays down the provisions for inclusion | Regulates the inclusion of drugs into a positive list, including 22/052006 and Levofloxacin EU designation date: 23/09/2008 and C85.9 | Lymphoma, primary | Epirubicin, Etoposide, Ondasetron No orphan drugs are designated. Accessto local treatment
development and availability of, orphan products and in particular aid for research for small- conditions and rules for  of medicinal products into the Positive | the drugs for the treatmert of rare diseases. Mannitolum, EU designation date: 07/11/2005) but not reimbursed. 13 pulmonary Granisetron,Pal onosetron, Tropisetron, only.
and medium-size undertakings. inclusion of medicinal list. orphan drugsar e designated but not available. Vincristine, Fludarabine phosphate, Methyl-
productsin PDL 127.0 Pulmonary arterial Iloprost, Sildenafil 2orphan drugsareavailable and reimbursed (Sildenafil citrate, marketing E;?;L?]fn;é;g;}ad;;h?éﬂﬁgg%%ﬂgﬁde
hypertension ig/tg;;égg)og 23:; i?/;r?;iogfuagnsdaz'lgzrlgj'sltébn;glli(:tclgr?t?;]tizggl;?I(;ggdclij?tee: C90.0 | Myeloma, multiple Pamidronic acid, I_nten‘eron alfa, Interfgron 1 orphan drugis deﬁi_gnated, avajlalglevie‘lt_he‘cmtr_alizeid
Bt i e g oo e e S, Gkt Cveon | el e il
= = Sitaxentan sodium, marketing authorization date: 10/08/2006 and M ethyl prednisolone, Tramadol, Dihydro 14/06/2007). Another 4 drugs received orphan designation
Ambrisentan, marketing authorization date: 21/04/2008). codeine, Morphine, Fentanyl, Pethidine HCI but not availablein Bulgaria.
B I b I I Og r ap h y Another 6 orphan products are designated but not available. C91.0 | Leukemia, Pegfilgrastim. Lenograstim, Filgrastim, 2 orphan drugs ar e available and reimbur sed - Dasatinib, EU
lymphoblastic, acute Dasatinib, Ondasetron, Granisetron, desi ion date: 23/12/2005 and Nelar abine, keti
P22.0 | Acuterespiratory Palivizumab One orphan drug is designated but not available (Sinapultide, EU e Tropisetron, Vincristine, Nelar abine, al?ts'hg(?r?;l;t?onaézte: 22/08/2006?. Imaﬂiblr?leesTaatre iit;:/%jlable
distress syndrome, designation date: 29/07/2004). Mghylp,(fdnifflon‘?: , Ttram;’:\dgg I’?'ci!hydro gg/%gfztoroesi)m?;"w itn Bulgaria (EU eg%ig?]atiog d_ate;t_ ]
i coaelne,Morpnine, Fentanyl, Idine a er opurinerece v or an aesignation in
mgﬁr;yjég@ hydrochloridg g 04/2009 and is avzfamz but not reimburged in 'BuI?_:]ar ia.4
1. Communication from the Commission to the European Parliament, the Council, the European Economic and Social Committee and the Q% | Tunersyndrome  Somatropin No orphan drug is desgnated. S R TR e
. . . . y Ondasetron, Palonosetron, Tropisetron, Onemoreorphan dr ug is designated but not available.
Committee of the Regions on rare diseases. Europe’ s challenges Cladribine. Methylpredhi-solone, Tramadol,
. .. Dihydro codeine, Morphine,Fentanyl,
2. “Orphan drugs and rare diseases at a glance”’, Doc. Ref. EMEA/290072/2007, European Medicines Agency — s s oy — : _
Cco2.1 IChrkonu_:myeIOId 81?;2;3 Nllgtl nl_béel?asat'ljnallb, hoﬂslétomycln, 1 orphan drug is available and reimbursed (Dasatinib,
eukemi n ron, Granisetron, Palonosetron, i izati .
3. www.orpha.net | | N e T, | Sty srson e 2020, e
4. Regulation (EC) 141/2000 of the European Parliament and of the Council of 16 December 1999 on orphan medicinal products Pethicine hydrochloride BTG
‘ \ , . . . . . . C94 | Leukemia, erythroid, | Idarubicin, ide, Ond , han d designated. local
5. Ségoléne Aymé, J. Schmidtke “Networking for rare diseases: a necessity for Europe ”, Bundesgesundheitshlatt - Gesundheitsforschung — woe 0 | Gransetron, Paanossron, Tromestron, | antyr | Ao lotresiment
. Methylprednisolone, Tramadol, Dihydro
- deine, Morphine, Fentanyl, Pethidine HCI
Gesundhel tSSChUtZ’ VOI 50’ number 12’ December 2007’ 1477 1483 . . . . . D56.1 | Beta- thalassemia (I:DOef:r:siro?(i%ggripfgnz?)lsefao;a::%e 1 orphan drug is available and reimbursed — Deferasirox. 2
_ han d designated but not availablein Bulgaria.
6. Ministry of health. National Program for rare diseases (2009-2013) (genetic, malformations and non heredity diseases), MoH Bulgaria S5 o ST VT Gaea T P e B
Coagulation factor I1X (pegylated factor Vlla). 1 orphan drug is not available in BG
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