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OLEHKWM HA JIEKAPCTBA 3A
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JTIEKAPCTBA , CUUPALIN”

* TepmuHbT “AEKAPCTBA CUPALUN" Cce 1M3MOA3BA BLB
BCUYKM 3OKOHOAQTEACTBA.

* ToBaO ca AeKapCTBA 30 A€YEHUE HA PEAKM
3000AABAHUS:
« Yectora noa 200,000 3acerHatm xuteAam (CALL);
« Yecrtora noa 5 Ha 10 000 »xuream (EC).

- PeAkM 3a60ABAHUA - HECTO XPOHMYHM, TEHETUYHO
OMPEAEAEHU, TEXKO MPOTUYALLM, MHBOAAMAMIMPALLIM,
30CTPALLABALLM XMBOTA.



SAKOHOIATEIIHVM XAPAKTEPMCTVIKIN
HA JIEKAPCTBATA ,,CVPALIN”

» Pa3peLuasaHe HA ynotpebara no LeHTPAAUIUPAHA
npoueAypa — EBponencka AekapctBeHa AreHuma —
CPOK 5 TOAMHW (C Bb3MOXHO MOAHOBIBOHE CAEA S5
OAMHMN);

* CbKpATeHu NpoueAypHU 30 PA3PELLIABAHE HA
ynotpebaTta - EBpornemcka AeKapCTBeHA AreHums —
CPOK 1 TOAMHA (C HOBO pA3pELLEHMNE CAEA S TOAMHM);
* 30 MUAOCHPAHAO yrioTpeba (Article 83 (1) to (3) n Ap.)

* [1pu n3BbHPEAHU obCcTOATEACTBA (Article 14 (8) of Regulation
(EC) 726/2004)

 YCAOBHO (ArTicIe 14 (4) of Regulation (EC) 726/2004 Regl. 207/2006)



CTATVYVT HA ,,JIEKAPCTBO CMPAK”

» C 0003HOYEHME 30 MBPBOHAYAAHA ynoTpeoba
(primary designation).

+ C 0b03HO4YEeHME 30 BTOPHUYHA ynoTpeba (secondary
designation).



NKOHOMMYECKV XAPAKTEPVMCTVIKI
HA JIEKAPCTBATA ,,CVPALIN”

M31CKBAT 3HOYUTEAHU MHBECTULLMM B PA3PADOTBAHETO
NOPAAM OFPAHMYEHOTO MO3HAHME 30 3000AIBAHMAITA;

AMNCA HA NA3APEH M M3CAEAOBATEACKM MHTEPEC OT
CTPOHO HO APMALLEBTUHHUTE MPOU3IBOAMNTEAM,
NOPAAM OTPAHMYEHMS MA3AP;

Bucoka LueHa Ha NprMAOBUMBAHE;

Bb3MOXHQ ynoTpeba npes LLeAns XXMBOT HA MALMEHTA.



CbCTO/AHWE HA PEVIMBYPCALIVATA
HA ,JIEKAPCTBA CMPALIIT" YV HAC

ARTICLE DOI: 10.5504/BBEQ.2011.0043

BIOICONOMICS

REIMBURSED ORPHAN MEDICINES IN BULGARIA AND THE SHARE OF
BIOTECHNOLOGY-DERIVED PRODUCTS

Assena Stoimenova’, Manoela Manova®, Alexandra Savova'. Bistra Angelovska?, Guenka Petrova’
"Medical University, Faculty of Pharmacy. Department of Social Pharmacy and Pharmacoeconomics,
Sofia. Bulgaria

2 Goce Delcev University. Krste Misirkov b.b. P.O. Box 201 2000 Shtip. Macedonia

Correspondence to: Assena Stoimenova

E-mail: assena_stoimenova(@mail.bg

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
biotechnologv-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 Buigaria. 29% of them are biotechnology-derived. Another 17 (out of 47) orphan medicines with ~
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MbPBMNHYHO MPEeAHA3HAYEHME BTOPMYHO MpeAHA3HAYEHNE

“EC M bbvArapus



PEVIMBYPCALIVII HA JIEKAPCTBA
CUPALIM B CbCEHWU ):[BP)KABVI

CPABHHTE.IEH AHA.TH3 HA TOCTBIIA 10
JEKAPCTBA-CHPAITH

B CTPAHH OT BATKAHCKHA IIO.IYOCTPOB: bb/ITAPHA, I'bPIIHA H PY\ILHHH
Kamymesa Mapus, CtonMenoea Acena, Iletpoea I'enra
@apyanesTHIeH QaryareT, MeTHIHHCKE YHEBePCHTET Cous

Breesenne

(fmera TOMETEES B CfepaTs H3 POTENTE 3300TEI0N | JECIpoTmaTs-CH[EIN B PIMEHTE B3 Epomsiicens
203 (EC) Cpama 3aTpYIREEY s MAPIETEAE: H3 PAREHY J0CTHI B3 IATHERTHTE 10 HeofN0TMATa TEPaTRL.
TloayiBaseTo BA PRATE J0CTSN 10 T333Pa HA TRERPCTE)-CHPEE, (721 MOTYSASHETO B3 PAIPEDRENe 13 WIoTpeda
or EMA B zamesn mepeaga or EC @ ESCRMO OT HEMOELTHOTO MEDHOIATECTRQ. (1) CHORCTEYBamETS
(HTESTENTE OIPAENCIEEH, ENCERNT O[YTRE ERTPEDRH ODOTVET H [ETHIS MEDEOMIECE  METIEHERN
IIOEA3ATET A NA3EPA Ei ENFOHATED EREC CRTABAT VUIOERE 33 FIKTORAHES B3 N0-MAED e eCTHERR 0T [IETHR
TORER 53 PATEOTHTE TESACTES-CHPAIN B NPHEEIST BEMABH0CTON JOCTHI 10 QU[MAEDTEDAIRS. (6]

Bemrapus. Pywmene i [5I0s €3 £THE OT THPEATS CTPHEE-TIEEN, FRBST EATHOHATHY [TTRE0ES B CTP4TEm
B OIACTTA E PRIENTE 3a00meamE. (1)

CKmmHmmnmmnm@mmmmmm

(GApRIETED AT,

Mea

CpaBHNTETeH AHATHS HA J0CTBMA 30 TerapeTea-cupann & bearapua, ['spunan
Pywhia upes cucTeMuTe 31 penvAypenpane.

Matepmaan m MeToIm

Mazepmesn ¢ GICTEMITHTED, CPAENTETED, S3EIEITATSTEHS IpIyRIEE K3 N0ZNTHEHNTE TSiS) TEESH CIHCEH &
TpaTe mepEas B Lists of orphan dnugs m Furope 20w 2012,

1. Tlpoy<esn ca IEIEETE MKIBIIATETER J0KYMEETE

(A} DOINTHEERS NeEspCTEEE MR B3 Brapes syases s 0] 0720020 25

(1} CIMCRINTE B2 30TIAMAER ¢ 0GmeCTEe CpRICTes MRapored Eua 1 9.06.2012 5 Py (4);

{C) myomeyeseen & Jepases sacmenE, Gp. |47 or(1.03.2012 comres: ¢ 3=Espores, 39D ¢ TYOTOIER

Paspemess 33 ynorpeda E2T0 JSERDCTES CHPAITH C ETOpENE: CTaryT ¢4 ofmp 73 8 EC, or mmo B Bumapes
ce pesneypcepar 17 (500685 ), Trprme- 20 (27, 40% ) = Pysmams - 27 (30105 ), (mrarpases 3) H 8 peme
THTETER HaE-TOTEM € TETHT B AETREEQITACTINGEATE B AMYHOMOTVRpATIETe JEESpCTsa - B Bamapns - 12, 8
Tpmes - 12 8 Pyt - 6. (mearpanes 4) JBDEET JEERPCTE 33 TETSERE H3 3300TNBAHENE A CERISHD
CRIOESTS, TOUATETEERTA CHCTEMD, EA CETHEENTS O[T B STHIA[INTEN MHOTYETE. (DIrpas 4)

A

EH!!IIH:
EpOi 18 NENAPCTATE CHPRLN C BTOPMY 2K CTATYT, PEMMOYPINpaRK &
Euarapi, TopuRa ¥ Pysnsais

n

A
Bimoscocees Miwue  Blwrnces By

Quarpanad
PO Ha R=KACTERTE CHRALK C ETORHSEH CTRTYT, PENMAYRCHRBHM
£ Eunrapis, Mbpuna | FywsHiaA, opeg ATC hoga

il

m
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Auarpama 1

Bpoi HO AeKApCTBA CUPALM C NbPBUYEH CTATYT, peMMOYPCUPAHU B
bvArapus, Mpumna u PyMmbHUA

® EBpONENCKM CbiO3

AbpP>XOBU

= bpumd B bubArapms B PyMbHMS




Auvarpama 2

Bpoi HO AeKApPCTBA CUPALLM C MbPBUYEH CTATYT, peMMBYypPCHUPAHHU
B bvArapus, MNpumns u PymbHusa, cnopea ATC koaa

70

60

50

40

bpoun Al

30 29
20
13 ]4]2

10 H H

65 5 ; 4 4 616

BB go! 11 lmolol200! 1oo0l21 11
O I N . N . . | .

A B C G H J L N v

ATC koa
EBpONnemncKkn Ccbio3 [bpLumd B bbArapms B PyMbHUS
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Avarpama 3
Bpon HaO AeKapCTBATA CUPALU C BTOPUYEH CTATYT,
peumbypcupaHu B bsAarapus, MNpums n PyMmbHUs

73

AbpP>XKABU

® EBponenckm Ccoto3  ®bpums  BBEbArapms M PymbHUA
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Avarpama 4
Bpoi HO AeKapCcTBATA CMPALMU C BTOPUYEH CTATYT,

penmMoypcupaHu B bbArapus, MNpumus u PyMmbHUSA, cnopea

ATC kKoaQ
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ATC koa
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[TPOYHYBAHE HA PA3SXOLNTE 3A
JIEHEHVE HA ®EHWMJIKETOHY P41

PHARMACOECONOMICS OF RARE DISEASES THERAPY
- AN EXAMPLE OF PHENYLKETONURIA

S. Desancic’, A. Stoimenova?, A. Savova?, M. Manova?, V. Petkova? and G. Petrova?

'"University of Belgrade, Faculty of Pharmacy, Belgrade, Serbia
“Medical University, Department of Social pharmacy, Faculty of Pharmacy - Sofia, Bulgaria

Summary. Due to the limited number of patients and lack of market interest
towards the development of medicines by pharmaceutical companies, the ther-
apy of rare diseases is usually very expensive. Because of that the pharmaco- -
economic assessment of the rare disease therapy is commonly unfavourable. In
this study, the standards and cost of therapy of phenylketonuria (PKU) in Bulgaria
and Serbia are analysed. The number of patients was gathered from the official
databases of National Health Insurance Fund of Serbia and Ministry of Health
in Bulgaria. The costs of low protein diet for patients with PKU were calculated.
The lists of reimbursed medicinal products for rare diseases were reviewed. The
preliminary results showed that the average cost per patient in Serbia is 528

B EUR per month and 494 Euro in Bulgaria. In both countries, the dietetic foods for -

e — 1 — — 1 = m —




JIOCTbIT /]

O JIEHEHVE

Bulgaria | Serbia Croatia |Slovenia| Slovak Check | Turkey
Population 7.6 mill. | 9.5 mill. 4.5 mill. 2 mill. 55mill. | 10mill. | 71 mill.
Screening at birth Yes Yes Yes Yes Yes Yes Yes
Frequency 1>25000 | 1:10000- | 1:10000- |{1<5000| 1:5000- 1:10 1< 5000
15 000 15000 10 000 000-15
000
Patients 47 50 180 120 700 111 4 000
Reimbursement 80-100% 100% 90-100% | 100% | 20-100% 100% 100%
Country Average costs per Patients Total cost for all
patient per year patients per year
(EUR) (EUR)
Serbia 6 000 50 300 000
Bulgaria 5930 47 278 710




[TPOYHYBAHE HA PASXOLVTE 3A
JIEHEHWE 3A XMJ1
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Disease: Cancer
Topic: Cost Studies (CS)
Topic Subcategory: Budget impact (BI)
Title: BUDGET IMPACT ANALYSIS FOR CHRONIC MIELOID LEUKEMIA THERAPY IN BULGARIA
Author(s): Savova Al, Petrova G21Medical University Sofia, Faculty of Pharmacy, Sofia, Bulgaria, 2Medical University,

Faculty of Pharmacy, Sofia, Bulgaria

Content:

OBIECTIVES: To evaluate the budget impact of nilotinib for newly diagnosed patients with chronic myeloid leukemia (CML) for the health care system in
ﬁulgaria. METHODS: Current standlard of therap\{ (imatiqib] is cor_npared with the ngwly aqtharizeq fqr_sa!e’ nilgtinib ar]d dgg_atinib Lsed asa ﬁrsg Iinel




[TPEATIMICBAHE HA TKIV 3A XMJI
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I TbPBOHAYAJIHW 3AKJ/ITOYEHIA1

* XMA € OHKOXEMATOAOTMYHO 3000AIBAHE KOETO
AHIAXKMPA 3HAYUTEAHM OOLLLECTBEHU PECYPCU

« XOCMUTAAM3IALMUTE KOHCYMUPAT HOM-BUCOKM
AOMBAHUTEAHU 3APABHM PECYPCU

« AeveHunerto ¢ Nilotinib ce HaOAAQra KaTo CTAHAQPT B
TEPANUATA, 30PAAM MO-BUCOKA eFEKTUBHOCT M
NPEABUAMM MPOPUA HO OE30MACHOCT




[MTPEAVIKLIVIZI HA TEPATIEBTIHHNMS OTT'OBOP 1PN
XPOHMYHA JIMM®OVIHA JIEBKEMIA1

THERAPEUTIC RESPONSE PREDICTION
IN THE TREATMENT OF CHRONIC LYMPHOID
LEUKAEMIA AND POSSIBLE IMPLICATIONS
FOR HOSPITALS

Alexandar Kostovski, Assena Stoimenova®, Manoela Manova®,
Alexandra Savova*, Guenka Petrova®

(Submitted by Corresponding Member M. Vlaskovska on October 21, 2010)

Abstract

Chronic lymphoid leukaemia (CLL) was described in 1924 as a separate
nosological entity, and it was defined in 1966 and 1967 as malignant disease.
CLL is considered as a rare disease with frequency of about 30% of all leukaemia
cases, and its successful therapy depends on the accurate diagnosis and appro-
priate choice of medicinal product. The objective of our study was to evaluate
the predictive value of in vitro MTT-tests in patients with CLL and its possible



KOJIKO CTPYBA M1 KAKBO IIECTVIM

Type of costs Single cost Count Total cost in BGN
Chemicals for MTT-assay 6.64 1 96-well plates 6.64
Time for lab. technician 0.035 60 minutes 2.08
Time for physician 0.049 10 minutes 0.49
Total cost of assay 90.21

Annual cost 38 977.20 91 360.80 52 383.60
Losses from improper 15 590.88 9 136.08
freatment

Total costs [/ Net 54 568.08 100 496.88 45 928.80
difference



KAYECTBO HA XIMBOT HA TTAUVMEHTUTE C
PEIKI 3ABOJIZIBAHIA1
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BIOECONOMICS

THE HEALTH RELATED QUALITY OF LIFE FOR KIDNEY TRANSPLANT
PATIENTS IN BULGARIA - A PILOT STUDY

Svetla Georgieva', Maria Kamusheva?, Dragana Lakic?, Konstantin Mitov?, Alexandra Savova’, Guenka Petrova’
'Wniversity Hospital “Alexandrovska”. Pharmacy Department. Sofia. Bulgaria

*Medical Unmiversity — Sofia. Faculty of Pharmacy. Sofia. Bulgaria

‘Belgrade University. Faculty of Pharmacy. Belgrade. Serbia

Correspondence fo: Guenka Petrova

E-mail: gpetrova@pharmfac.net

ABSTRACT

The aim of the present study was to analyze the pharmacotherapy cost and quality of life of patents after kidney transplantation
compared to those with chronic kidney disease in Bulgaria. This retrospective pharmacotherapy cost study and prospective
health related quality of life (QoL) study was performed during 2010 — 2011 at the biggest Sofia hospital serving all transplant
patients. The cost of pharmacotherapy was analvzed after reviewing patients’ records. The health related quality of life was
evaluated with the multi-attributable questionnaire SF-36, which measures 9 health domains.

Enrtu-fivn nercent af the natients with chvonie Hdnev diveace and 26% nf thace with lHdnev trananlant were female The meerace
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M 30paBHO CBHCTOSIHME, CPABHEHO C MUHanara roamHa

B orpaHnyeHnst B AENHOCTUTE

O counanHa genHocT

O orpaHn4eHns B 4EMHOCTUTE Nopaan eMoLUMOoHanH1 npobnemu
O o6wo 3apaBHO CbCTOSIHME




[TPEITOPBbKIM HA NICE

Appendix 1

Conditions for which orphan drug designation has been granted and for
which NICE appraisals have been completed

Condition

Mid-range incremental cost effectiveness ratios (£)

Cwarian cancer TE.'f!"ﬂCT.DW or resistant to
standard chemotherapy (FDA & EMEA)

Topetecan = 32,500/LY G

Pancreatic cancer (FDA & EMEA)

Gemcitabine = 12,550/L.Y G

Metastatic colorectal adenocarcinoma
(FDA)

Irinotecan /Oxaliplatin = 27,500/LYG (second line)
= 29,000/LYG" (first line)

Capecitabine

Tegafur uracil

Malignant glioma FDA & EMEA)

Temozolomide = 35,000/LYG

Crohn's disease (FDA)

Etemacept = 27, 500/QALY (sewvere)
= 100,000/QALY*(fistulising)

Non-Hodgkin's lymphoma (FDA)

Rituximab = Mo ICER able to be calculated

Chronic myeloid leukaemia (FDA &
EMEA)

Imitinab = 37 500 (second line)
= 48,000 (blast phase)

Multiple sclerosis (FDA)

Beta interferons = 68,000/QALY (20 vear projection)
= 580,000/QALY (5 year perspective)

Juvenile rheumatoid arthritis (FDA)

Inflixkimab = 16,082/QALY

Motor neuron disease (FDA & EMEA)

Riluzole = 38,500/QALY

Idiopathic or organic growth hormone
deficiency in children with growth failure
(FDA)

Human growth hormone = 13, 250/QALY

Short stature associated with Tumer's
syndrome (FDA)

Human growth hormone = 26 500/QALY

Growth hormone deficiency in adults after
epiphyseal closure (FDA)

Human growth hormone = 35,000/QALY (moderate to
severe only)

Gastrointestinal stromal tumours (GIST)
(FDA)

Imatinib = 35,500/QALY

*Figures in bold italics show ICERS considered to be cost ineffective by NICE




[TPEITOPBbKIM HA NICE

Appendix 2
Some ultra-orphan drugs in current use
Product Condition Prevalence Preliminary estimated
ICER
(£ per QALY)
Agalsidase beta Fabry's 200 203,009
(Fabrazyme)
Imiglucerase (Ceredase) Gaucher's (types | and Ill) 270 391.244
Laronidase (Aldurazyme) Mucopolysaccaridosis 130 334,880
(type 1)

Miglustat (Zavesca) Gaucher's (type I) 270 116,800
Nonacog alfa (BeneFIX) Haemiphilia B 350 172,500
lloprost Primary pulmonary 100 23,324
(Ventavis) hypertension




TTPOBJIEMU ITPU ®V OLIEHKM HA
_TIEKAPCTBA CUPAILIIN"

* Brucokara LeHa 1 MAAKMAT OpOM 3aCErHATKU XOPA
4ECTO AOBEXAQ AO OLLEHKQ, KOITO HE YTBbPOXXAOBO
MNPOAYKTO KATO CTOMHOCTHO €CDEKTMBEH.

* MpArbT HO PEHTABUAHOCT 3Q TE3M AEKAPCTBA €
BUCOK.

* OrpAHMYABAHETO HAO AOCTLMNA AOBEXAQ AO
NpoBAEMUM C PABHOMOCTABEHOCTTA.




HYIKOWM Bb3AMOXHOCTI 3A
[TPEOLOJIZIBAHE HA TIPEITAITCIBUVATA

> M3rpa>kACHE HO PErMCTPM 3a NALMEHTUTE K HAO
DEIMMCTPM 30 AEKAPCTBEHATA TEPAMMS.

« ONpeAeAdHE HO CTOHAQPTH 30 TEPANMd U
MNPUOPUTETM.

- EBponemnckm dooHAOBE 30 PEMMBOYPCUPAHE HA
AOCTBMNA.

* LleHTpaAM3aLIMg HO NpoLLEeCcd HAO AOCTbLIT HA
EBPOMNENCKO HMBO.




bJIATOIAP/ 3A
BHVIMAHNMETO!




