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Abstract

Background/ Tljectives Mrostade cancer i the secore] most common cause of cancer-melated
martality among the male population worldwide. 1t is among the lending reasons for the

Increasing number of years of lifo kost, working of lide bost and gross demnestic

produoct (GDP) loss in Bulgaria The primary o of thes study 1= to evaluate the

burden of prostate cencer bn Bulgarks, incbuding caleu yoars of e lost (YLL), years
of working life lost (YWLL), and the associated indimect costs. Methods An observational
e st rhes study was conducied usdng official national data from the National Statistical
Institute (NS}, the INFOSTAT database, and the National Soctal Security lastitute. The
study covered the perind 2005-2027 and included all registered male deatha attributed

to malignant nevplasm of the prostate (ICE-10 CoT) YLI, YWILL, and indisect

were calculated using the human capital approach. Due to restricted acoess to age-specifi
msartality files, additsinal mostality roconds wesy obtsined through foomal data roquests

to NSI Results: Prostate carer bod 10 127 457 YL and 6343 YWLL, with peodactivity

losses reaching €882 million, Moetality showed an ¢
while YWLL dechned

the advancemwnts in g

erall Increasing trend up 1o 2000,

Sue bo ¢ sifting to ofder age groups. Conchasions: Dyspite

ostate cancer diagisis and treatioent, our findings demonstrate

a negatrve trend regarding YLL, YWLL, and indimect costs o ed with the discase, m
conlrast o other Fusopean countries. Strengthendng early screenang, reduceng diagnostic
dedays, and impeoving national cancer registry capacity ase critical to mitigating futune

health and weomomic ke
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Abstract

‘Wearable health-tracking technologies are increasingly incorporated imto prenatal care to enable continuous, noninvasive monitoring
of maternal and fetal health. Devices such as smartwatches, fitness trackers, smart rings, and medical-grade biosensors can collect
longitudinal data en physiological parameters, inchiding heart rate, physical activity, sleep patterns, and pregnancy-specific mdicators.
When integrated with mobile health imHealth) platforms and artificial intelligence (AT)-based analytics, these technologies offer op-
portunities for earlier identification of pregnancy-related complications and more personalized care. This narrative review summarizes
current evidence an the application of wearable technologies during pregnancy, with a focus on monitaring capabilities, clinical wtility,
and integration into prenatal healthcare. Relevant peer-reviewed literature published between 2015 and 2025 was identified through
searches of PubMed, Scopus, Web of Sdence, and Google Scholar. The reviewed literature indicates that wearable devices show prom-
ise for monitoring maternal activity, sleep, and cardicwascular parameters, while emerging systems aim to assess fetal heart rate, mowve-
ment, and uterine activity However, variability in data accuracy;, limited clinical validation, privacy concerns, and user acceptance
challenges continue to constrain widespread implementation. Further large-scale, methodologically robust studies and standardized
regulator y frameworks are needed to support the safe and effective integration of wearable technologies into routine prenatal care.

Keywords
artificial intelligence, digital health, maternal health, mHealth, pregnancy monitoring, prenatal care, wearable sensors
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B4.3. Vankova D., Veleva N., Boncheva P., Kondova K., Radkova Z., Mihaylova S. Antibiotic
Consumption at the Community Level: The Potential of a Single Health Policy Instrument to Assist
Appropriate Use—Insights from Bulgaria. Antibiotics. 2025; 14 (9):888. IF 4.6, SIR 1,11
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Abstract

Background: Antimicrobial resistance (AMR) is accelerated by inappropriate antibiotic use
in community settings. While most EU countries have achieved a statistically significant
reduction in antibiotic consumption, Bulgaria has shown the opposite trend. The aim
of this study is to investigate the implementation of mandatory electronic prescriptions
(e-Rx) for antibiotics in Bulgarian primary care and to analyse community-level sales trends
(2022-Q1 2025) in the context of related policy changes. Methods: The study applied
a content analysis approach to publicly available policy documents and antibiotic sales
and prescription data (IQVIA Bulgaria, NHIS). Participatory approaches facilitated the
contextual interpretation of the data. The Health Policy Triangle framework guided the
analysis of e-Rx implementation across four dimensions: content, context, process, and key
actors involved in the e-Rx policy rollout Trends in sales were assessed before and after the
policy’s full enforcement in April 2024. Results: Sales data from IQVIA Bulgaria show a
steady ~=10% decline in outpatient antibiotic sales from 2022 to 2024, with over 1.1 million
fewer packages dispensed. Although the estimated annual and quarterly declines in
community sales did not reach statistical significance in the short term, the consistent
downward trajectory remains noteworthy. Conclusions: Mandatory e-Rx has shown early
potential as a policy instrument to reduce antibiotic overuse in Bulgaria. It is expected
to contribute to the reduction in AMR and to support the implementation of integrated
national One Health policies.

Keywords: antimicrobial resistance; electronic prescribing; e-Rx policy; antibiotic
stewardship; primary care; community antibiotic use; health policy implementation;
Bulgaria; One Health
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Abstract

The aim of the presented study is to investigate whether raw herbal products containing herbal substances of polsonous medicinal
plants are freely accesslble on the Bulgarian digital market and. If so, to perform a brief analysis of the main flaws in the leglslative
framework that falls to prevent that. Twenty herbal substances enlisted as polsonous in Ordinance M5 (2004) on the requirements
for the herbal procurement facilities and warehouses for herbal drugs were randomly selected, and the related herbal products that
appear in a browser’s top elght sugpestions were analyzed. The study found that herbal products containing raw herbal drups of
polsonous plants, according to the mentloned Ordinance Ne5 (2004), are offered with varying frequency on Internet sites. These
products have an unclear status because they violate spectfic leglslative rules to be reglstered as food supplements or herbal medicinal
products. Serlous flaws regarding the consistency of the label information were also found. The results of our study Indicate that a
revision of the legislative framework related to the status, use, and control of these products Is necessary.
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Summary

The most common cause of antibiotic resistance 1s the
irrational use of antibiotics. Most of the irrational use
of antibiotics 1s related touse in the community and the
prevalence of self-medication in different populations.
This review aimed to explore the prevalence of self-
medication with antibiotics in European countries
and the main sources of antibiotics. An online search
of Pubmed and Scopus was conducted to identify
relevant studies. A two-phase mapping approach was
used. All steps in this scoping review were carried out
using the Covidence® software. A total of 22 studies
were included. The prevalence of self-medication
with antibiotics is greater in Southern European
countries than in Northern and Western European
countries. The main sources of over-the-counter
antibiotics are community pharmacies and leftovers
from previous courses. Targeted communication
strategies and interventions are needed to reduce the
overuse of antibiotics and to slow down the spread
of antibiotic resistance until new classes of effective
antibiotics are developed.

Keywords: antibiotics. self-medication. a scoping
review
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B4.6 Vekov T., Draganova M., Veleva N. Venetoclax in combination with azacitidine for the treatment
of patients with acute myeloid leukemia — economic analysis, Medical Review, 2021, 57 (6), 40-45,
ISSN 1312-2193 Web of Science (2007-) (CABI)
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VENETOCLAX B KOMEMHALIMA C AZACITIDINE 3A NEYEHWUE HA MALMEHTUA
C OCTPA MMENOWAOHA NEBKEMWA — HKOHOMMYECKW AHANK3
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VENETOCLAX IN COMBINATION WITH AZACITIDINE FOR THE TREATMENT OF PATIENTS
WITH ACUTE MYELOID LEUKEMIA — ECONOMIC ANALYSIS

T. Vekow, M. Draganova, N. Veleva
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Peaome: Uenta Ha W3IcNeaBasHeTd & 03 & MIBLPWW MOOSNWPEHE HA NOKANHW O3HHW 33
PE3X0OM W IOPAEHW NON3A B ObMMDCPOYEH NN3H HAa ANTEPHIATHEHWTE 30pP3BHA
TEXNHOMOMMM 33 NEUEHME HA NAUMEHTH © OCTPE MMENOWIHA neeremuA (AML), 3a
03 CB BISME PELUSHWE KOA TEQANMA MM3 NPEMMYLLECTED OTHOCHD TRPANeETHY-
HATa edEKACHOCT ¥ ShEKTHEHOCTTE HA PE3X0AWTE. BXOOALMTE O3HHM B MOgE-
N3 C3 MIMEPEHW W OUSHEHW KITAHWYEKM EPAHHM TOUKW B MHOTOUSHTDOBOTS Dak-
OOMMIWPEHO KNWHAYHD WanuTeaHe VIALE-A. Mogenwpain ca gassad 3a Geoewm
INPEEHN MOM3A W DA3N00W CNER KP3aA HA EMHHMUHWTE WINWTEIHUA WPE3 MOoOEn
#a Mapkos ¢ weTWpM 3npassw M ense abcopbwpawo chocToRHWe. BropAwmwTe
O3EHHA B MOLEN3 C3 MePEMUHWTE M ETORMUHMTE KPSMHM TOUSM B PAHLOMWIMPE-
HOTO MHOTOLEHTPOED WINWTEIHE, MOEHTHDMUMPAHW W WMIMEDEHM KaTo obwa
NPEXWEREMOCT, MbNHA PEMWACHMA ¥ CHOTASHA MeNHA PEMWCHA, NPEOCTAENABALLE
MMHA PEMWCHA © MENHD WM HEMENHD XEMATONOMMYH0 BL3CTAHOEREaHe. Bpe-
MEBWAT XDPHIOHT HA MOQENa & 40 #MECT. PaixogwMTe W NONMTE C3 SMCKDHTH-
paHu ¢ 3,5% rogwwHo. MaBpanara nepcnekmiea e rmegHaTa TOWwa Ha TRETaTa
cTpaHa nnatel,. MNpossnes & aHanu3 paixon/edesTMEHOCT HA ANTEPHATMEHWTE
INPEEHN TEXHONOMMM, MPEOHAIHAUEHN 33 NEWEHUE HA naywesTH ¢ AML. Maunc-
NEHO & WHEPEMEHTANHOTO CROTHOWEHWE H3 OOMBNHWMTENHW DAIN0OW W 00-
MBMHWTENHW 3APEEHM MON3M H3 WICNENB3HWTE ANTEPHATHEHM Tepanww. 3a
OUEHREAHE HA HECMIYDHOCTTA C3 M3NOMNIB3HE OSTEPMWHWCTHUEH M BEPORTHOC-
TEH 3HANM3 HA YYBCTEMTENHOCTTA. Venetodax g woMBMHAYWA ¢ azacitidine #e e
paaxogso ehesTMEHA TEQENWA B CPAEHEHWE CbC CAMOCTOATEMHOTO MPWNORE-
HME Ha azacitidine 33 neyeswe Ha naywesTH ¢ AML Bbnpskd TepanesTMUHOTO
W npessIoAcTEC. OCHOBHATA NpWUMHA & TELpOS EWMCOK3TA YSHa Ha
venetociay, KATO CTOMHOCTTA HA ChOTHOWSSMETD HA JOMBMHUTENHATE DEIX0IM
W npassw nonsw — [CER BF 500 ne/QALY, sHauwaTEnHO HAgBWMWEBa npara 3a
SSKTHEHOLT HA PAX0OWTE, NPEACTASNABAL TPMEPATHO YEENWIEHWAT GpyTEH
ERTPEWEH NPOSYKT HA YOEEK 0T HaceneHweTs H3 Bwhrapws 33 npegxogHata
rogwMHa. [pU NpoEexnass H3 BEPOATHOCTEH 3HANME H3 UYSCTEWTENHOCTTA &
YCT3HOEW BEpPOATHOCT OT easa 18% wenetoclax 8 komBwHauwA ¢ azacitidine na
Grae pazxogHo edesTUEHA TEPANWR B CPAEHEHME ChC CAMOCTORTENHOTD MpW-
No#EeHNME Ha azacitidine. 33 na OGbos NOCTAMHAT NpareT 33 edEdTWEHOCT Ha
paaxoguTe, & HeobxoOwMo NPUTEXATENAT HA pazpelwsHneTo 33 ynoTpela Ha
venetocdax 0@ HAMaANKW UeHaTa My © He no-Manks ot 40°% npu nperoBopuTe G

nnareya.

Kn4oen nyms: CCTPA MWENOWIHA NEEKEMWA, NEeYSHMe/aNTEPHATAEH TEPANWM, 3HanM3 pai-
*o4 ehEkTHERDCT

Adpec 33 kopecnondenyua: Mpog. Towu Bexoa, duw, e-mail: £ vekov.mu.pleveni@aby.bg

Abstract: The aim of the study was to model a local long-term cost-benefit data of

altemative health technologies for the treatment of patients with acute myelaid
leukemia (AML) in order to decide which therapy has an advantage in terms of
therapeutic effectiveness and costs efficacy. Model inputs were measured and
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T. Bexpa, M. OpszaHosa, H. Beneda. Venetoclax B oMORHALMA © aZactking 53 NeusHWe Ha NALMWEHTH ... 4 1

evaluated clinical endpoints in the VIALE-A multcenter randomized clinical tnal.
Data on future health benefits and costs after the end of clinical trials were
madelled using a Markov model with four health states and one absorbing state.
The inputs to the model are the primary and secondary endpoints in the
randomized multicenter tnal, identified and measured as owverall survival,
complete remission, and composite complete remission, representing complete
remission with complete or incomplete hematologic recovery. The time horizon
of the model is ifelong. Costs and benefits are discounted at 3.5% per annum.
The chosen perspective is the point of wiew of the third party payer. A cost-
effectiveness analysis of aliernative health technolopies designed to treat
patients with AML was performed. The mcremental ratie of additional costs and
additional health benefits of the studied alternative therapies was calculated.
Deterministic and probabilistic sensitivity analysis were used to assess
uncertainty. Venetoclax in combination with azacitidine = not a cost-effectve
therapy compared to azacitdine alone for the treatment of patients with AML,
despite its therapeutic supericrity. The main reason is the very high price of
venetoclax, as the value of the ratio of addibional costs and health benefits —
ICER BGM B7.500/QALY, significantly exceeds the threshold for cost efficiency,
representing three times the gross domestic product per capita of Bulgaria for
the previous year. A probabilistic susceptibdity analysis revealed a probability of
only 13% wenetoclax in combination with azacitidine being a cost-effective
therapy compared to azacitidine alone. In order to reach the cost-effectiveness
threshold, the marketing authorization holder of venetoclax needs to reduce its
price by at least 40% when negotiating with the payer.

Key words: acute myeloid leukemia. treatment'altemative therapies. costieffectiveness
analysis
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B4.7. Vekov T., Veleva N., Draganova M. VEGF inhibitors for the treatment of age-related
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VEGF VHXUBUTOPU 3A NIEYEHUE HA Bb3PACTOBO OBYCNOBEHA
HEOBACKYNAPHA MAKYNHA OEFEHEPAUMA — MKOHOMUYECKU AHANU3
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VEGF INHIBITORS FOR THE TREATMENT OF AGE-RELATED
NEOVASCULAR MACULAR DEGENERATION — ECONOMIC ANALYSIS
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Pearome: L}ema HA NPEACTABEHDTD KACHEARANE & MOGCTHDANE HA NOKANH AaHHK 32 DBY
XOLN W 3OPASHA NOIKM Ka ANTEONATURKHUTE JADAEKHN TEXHONDIWA 38 NaNeHdue Ha
HEOBSCHYNZPHE ODMA HA MAKYNHA NSTGHEPSURA, CELLEANa C DUIPACTTZ, W A3
cep p ) ¢ 5earMpaHo He mpexos sHanwa Bxopswmre
ASHHY E MOAETA C3 VOMIpPEsT e 11 DUS=SHA KIHs-K xpaﬁnn TOMKN B DEHAOMN-
ADAHUTE MHOCTUESHTDOSH KNI A2 TRZHIE HAVWK 1 HARRIER Kocassom
COABHEHNS € BLIMOKHO NCPAZN HANWHMETD HA OTILA TELANEDTHUHI ANTEPHATH-
B2 B KOMTRONMATE MOYRA HA HanWTBaHWTa. JanHuTe 33 Thasiwwm 3npasiu nomau
N CAIXCAN CNED KPS Hi KNNHIHRETE MSNMTRARKE G2 MORENWRaHY Ypel Monen
H2 Mapuos ¢ DOBN 3ACEBHM CBCTCRHIUS # S0HO abCopOUpaLIn CuCToRkne, Mpu
NROBEXARNE H& BAPORTHOCTEH SHANNS HE MYBCTEMTENHOCTTS CE YCTaHOaM 8600~
anocr 3% brouczumab Za Guae paxamwo eiekTAEHa TEPATNA B CDBBHEHHE ©
allinsrcep 22 Neve-ue Ha LENEBETa IPYNE nauxedTn CIneaTe CTEEHn wa nanon-:
3B3HAA MOTEN CO, U8 RXOAHUTE AZHMM CF PSIYNTST O NPOEBLEHM MHOIOLEHTDO-
BV KNMHMHY Y W3NKTBANNA, JOMBIHUTENHA CUITHK CTRSHA Ha GHWSS ©8 MInana-
BAMET HA MPEKOE METEARANKS W KOCEEHT CPSBHEHNE Ha PEMTHHNK ANTEPHETH
B, KCETO NOBALIERA WBHLUWATE EAMAAHDCT HE NonyJdesuTa peayrrar. Maoenu-
PEHATE S8HHU 33 3A03BKY NONSH 1§ PAIXOSN CNIRA KPGR NE KNNHUNHITE N30NTSE-
HVA Gh3ASBAT MIBECTHE MECUTYLHOST OTHOCHD TEDANSETH-HATS GIOMRACHOCT M
BEAOnBCHICT B AwroCposes NNEx Pe'aynra“mm 07 NPIBRLEHUR HKOHIMMHOCKKR
SHaNKE C8 NOTBLRALIRIT OF PEIY/ITETHTE 07 OUSHIATE Ka ChIURTE 3ODABHK T~
HOAOMK 3@ LENEBATA TPYNE NALNEHTH, NDCBSKIAHA 5b8 PpadunA. CALLl W HK-

ASPIRANIKR
Knouoer aymu! WEORACEYOAPHE MERyN-a nerehecaussneveswe, VEGE wHxubniopw. awamas
PaIXOL/CPOUTUDHOTT
Adpec 38 KopecacHoeHuR, Mpoxh. Toru Barpa, dnwn. e-mad; t vekov.mu.pleveni@aby.by
Abstract! The aim of the presaniad sludy Is 1o model tocal Jata on costs and healts bensfiis

of atemative nealth technologies for the restmant of the naovascular form of ade-
related macular degenaration and to ealize an indrect compsnison based oo naf-
woik analysis. The inputs fo the model are the measued and evaluated chnics
endponts in the HAWK and HARRIER randomized multicznier clinical trials. Inck-
rest comparison i possibie due 1o the presence of a common therspeutic altsmas-
tive in tha contro! groups of the tiake Data on future heaith becefils and costs af-
wor the #nd of dlincal trizls wers madaled using a Markov mode| with =ight heatth
conditions and one absorcen: state A probablletic susospiibiity analysis fourd
that 93% broluczumzb was lkely to be a8 cost-effectve therapy comoared 1o
aflibercent for the target group. The stengths of the model ussd-are thal the input
data are te resull of mutlicenter clinical ials. Additional strengths of the analysis
ae the use of nstwork mata-analysis and incirect companson of different agerma-
fives, which increases the extemnal validiy of ths rsautts obtaned. The modeled
datz on haalth benefis and costs after the end of clincat tials create some uncer-

34 7. Boyoa, H. Benssa M Lfpsaawnzs VEGE wHinlTOpN 32 NOYEHVE Ma EBIDECTOBD obycroped , .

tainty sbout therspeute efficacy and long-term safety. The results of the ecanamic
analysis are corfirmed oy the resulis of the evaluations of the same health tech-
nalcgles for the farget group of pafients conducted in France. the USA and the
Netherands,

Key words: neovascllar macular degenerationfrestment, VEGF Inhibitors, cost-effeci-
veness analysis
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MONOMETHYL AURISTATIN E-KOHIOFATHW AHTUTENA (MAB-VEDOTIN)
3A NEYEHWE HA PELMAVBUPALL/PE®PAKTEPEH AN®Y3EH
B-EAPOKNETHLYEH NTUMOOM — UKOHOMUYECKA OLEHKA

T. Bexos. C, Uankos, H. Benesa
PakynreT no dapmauus, MY — Mnepan

MONOMETHYL AURISTATIN E-CONJUGATE ANTIBODIES (MAB-VEDOTIN)
FOR THE TREATMENT OF RECURRENT/REFRACTORY DIFFUSED
B-CELLULAR LYMPHOMA — ECONOMIC EVALUATION

T. Vekov, S, Tsankoy, N. Veleva
Faculty of Pharmacy, Medcal University - Pleven

Pesome: Oudpysrwar Peeppoxnerosed nivdion (diffuse large B-cell lymehoms DLBCLE e
@AMH OT HAHLBCTO COBWARNTE BIGORE HEXOMDXXAHOBN NUIEOMY  XapakT=pa-
anpaul ¢ G A4GVIHG PAINPOCTPSHEHNE HE ONAMU HEONAACTIY KA B-numcboun-
™ Palstuzumab vedotin (POLA] & kowBurkaumA ¢ bendamustine/mtuximab (ER)
@ NONAZAW 33 PEUSHAE HA BhIPACTHW NALNEHTA C peunarampaiy’pedpakTepe
Auoyass B-kneTwuer nimdpon (eff DLBCL), “OMTO W@ C3 KaHQAOATY 33 TPEHC-
NPEHTEUVA HA XENATONCETHSK CTBONOSK KNETKA. LlonTa La nicnegasHeTo &
MOASNMPEHE HE NOKANHN JaHmy 33 ObASwM 30pasHn NONMM n paxoays cnea
EPEA HA KNUHAYHATE ASNATEARAR HE anrspHaThasnTe NEKEPCTBE-M TEOENVK 38
neseqne He naguwenTd & AF DLBCL BYOAAWMTS BEHHU 8 MOABND CA WIMEPERN
N CHEREHK KATO KTARNYHI KDARAHY TOMKA B PAHAOMUIHDEHOTO MHOMOUBHTPOBO
KmHmHD vannTsase 30 29365 Masbpwieko & MOABNMEAHE HE parm 35 Bu-
ASWHN 3EPESKHI NONZH A PAIXOAX CNEJN KDER HE KIUHVMHATE ASNHTBARMA 4pes
wonen Ha Mapkop C B2 JOPSEHK M OaHO AVCOPBAPAIC CuCToMKME, PaayNra-
TATE nokazsaT. ye polatuzumab vedolin B komBumauMz ¢ tendamustinedrtuxi-
Mak & TEpANERTIIHO SOUEACHA, HD PASKOAR0 HEEDBKTVBHE Topanva Ja neve-
HYB HE NALMGHTH ¢ PeuMarewpawyps@pakieped Awhyied B-siaporners-es
nvmcon & coammeHke ¢ bendamustine/rituxamab. 3a 43 CLOe NCCTUT-ET NDaTBT
33 EECTUEHOCT HA FalXAWTE, LenaTa HE polatuizumab vedehin & HECOX0AUWMO
23 6=08 Hamanewa noKe © 25% s npousca =a nperosopyr MEXY DpMTeRaTena
H3 PAIVEWEHMETE 38 YNJTPata K Nnareua.

Kniowoeu aymu: pEagEUpalYpehpakTeper Auhy3eH B--ReThYaH numMbom anTepHaTUBHN NS
KapeTaeHy Tepanun, manomethyl auristatn E-kaworaTha aktatenaipolatuzi-
mab vedotin. bandamustine/ntuximak, SHANW3 paxosededTusmac

Adpec 38 KOPECNOHOBKLUN: Mpoch. Towu Sexne, dmw, e-mall: tvekov.mu pleveni@aby.bg

Abstract: Ciffuee large B-call lymphoma DLBCL is on@ of the most comran types of non-
Fodgkn's lymphome, charactenzed by diffuce prolifaration of large neoplastic B
lymphocytes. Polatzumab vedofin (POLA} in combination with bendamus-
finerituximad (BR) s Indlcated for the treatment of adull patienis with
recurentrefractory diffuse S.call lymphoma (r/r DLBCL) wha are not candidales
for hematopoietic stem cel transpiantation. cells. The aim of the sludy was o
model local d=ta on future health bensfils anc costs after the end of dinical trials
of alternative dng therapies for the traatment of palients with rr DLBCL Input
dats n ths mocel are measured and avaluated ss clinical ergpalnts In the
randomized mulficenter clinical trial GO 29366, Modeling of datz on futura
health benellls and cosis after the end of dinical trials was parformed using a
Markoy mods! with two haalth and one sbsorbent state. The results show that
palatuzumsb vedofin i combinaton wath  bendamustine/mtuximab is a
therspeuficaly =ffective bul nol costeffective therapy for the treatment of

patients  with (ecurrentireflractory ditfuse B-cell lymphoma compared (o
bencamustine/ntuximab. In order to reach the cost-eftactiveness threshold, the
price of polatuzrumab vedofin nesds to be reduced by 2t least 25% in the
negotiation process beiween the marketing authonzation holder and the payer

Key words: recurrent/refractory diffusa B-cell lymphomasattemative drug therapies, monc-

methyl suristatin E-conjugate antbodies/oolaiuzumabd vedotin, bendamustine/r-
tuximab, cost-effectivensss analyss
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B4.9. Vekov T., Draganova M., Kolev J., Veleva N. Economic assessment of CDK 4/6 inhibitors for the
treatment of HR'/HER2™ locally advanced or metastatic breast cancer, General Medicine,
2019;21(3):32-37.SJR 0,125, ISSN 1311-1817, Scopus, Web of Science (2008-) (CABI)

MKOHOMHYECKA OLUEHKA HA CDK 4/6 MHXWEUTOPHWTE 3A NEYEHWE
HA HR*/HERZ- NOKANHO ABAHCWPAN WKW METACTATHUYEH PAK
HA MNEYHATA HNE3A

T. Beroe', M_ flpazanoaa®, W. Honee', H. Benesa'

"Papymmem no apdauur, WY — Meeee
“panynmem mo chuecmeasno 3dpase, WY - Mnessn
Iskynmem no gapusyud, MY — BapHa

ECONOMIC ASSESSMENT OF CDK 4/6 INHIBITORS FOR TREATMENT
OF HR*/HERZ- LOCALLY ADVANCED OR METASTATIC BREAST CANCER

T. Vekov', M. Draganova®, J. Kolev’, M. Veleva®

'Facuity of Fharmacy, Medical Universify — Pieven
“Faculty of Publiz Health, Medical University — Pleven
IFaculty of Pharmacy, Medical Universify — Vama

Pearome. lenma Ha mpedcmaesHomo uicnedsans e da ce Modenupam noksnHume dasHu 33 pazxodu o
3dpasHU Non3u Ha anmepHamueHume cycin-dependent kinase 46 inhibifor (COK 46 inh) mepanuu 33
NEYEHUS HE 383HCUDINIMEMaCMImMUYeH PaK H3 MPsyHama wneza (HRVHERZ, a/m BC) a Evnzapur u
da ce Hanmpsew KOCSeHD GoasHerUe, BE3UpaHD HE Mpewoe MemasHanul. Bxodmuyume Jdanky & Modens ¢
OUEHEHLINE MEpENeamuUYHs eURECHOCM U Se30N3cHOCM @ PEHGDMIBLESHUME KNUHUYHY U3NUMEaHuR
FALOMA-2, MONALEESA-2, MONALEESA-7, MONARCH-3. Modenupawemo wa daHHume 33 Oedewr
3dpasHU Nonau o pasxody cred KP3A HI MIUWHUYHUME UINUMSSHUA & HInpasexe 4pes Moden Ha Map-
kod ¢ dee 3dpsedu U edno abcopbupswo ceemorHue. B Modens ©3 SRNKHEHY SCUHKY SEIMOKWHU 23pasH
CBCMORHUA, CMEa3Aeally xoda Ha 3afonAeanemo, U ¢3 npedeudeHy ECUNKY S8QORMKOCMU 23 npexed om
edno 23pasHs CLoMoAHWE & Jpy2o. BxodAUme JaHHU 03 NEPEUNHUME U aMOopuHUMEe Kpalmy modky
& PaHACWUILDANUME KNUHUYHL W3NUMesHUA, vdeHmuPUuUupaHY U USMEpeHl Kamo npexuereMoom ez
npozpecupaHe Ha :3bonAgarema (PFS), cbenmueen omaoeop (OR) u npodensumenHocm Ha omaodops
(DOR). BpeueauAm xopuioHm Ha umodena e do sudom. Fazxedume u nomzume ca duckoHmUupaHy c 3%
2oduwHo. M28paHams neponeymuaa e anedHama moyss HS MPemamas cmpans maamed. Wodenupanemao
& UISLPWEHD & NOMOLWMS H3 cofmyepes npodywm Tree Age Pro Heslthcare Soffware. ModenupaHume
3dpasHu mon3u & npunoxeHUA Moden e Maproe o8 W3MEDEHY Kamo cneqensHy sodury xusom ¢ fobpo ka-
yegmao (quality-adjiusted life years — GALY) u 03 SRN0YEHU & KOCBEHD COSBHEHUE YPES MPEXDS MEMaaHI-
nuz Pezynmamume om HICMOALL 2Ma UKCHOMUYECKE OUSHKS Ha 30pasHUMmE MEexHoN02ul 33 NeYSHUE HI
HR'YHERZ-, a/m BC mowasaam, 42 abemaciclib (ABE] domuHups snmepHamusHume 20pSaHE MEXHONOSULT
33 MeYeHUS Ha3 Uenedama 2pyma nauuesmu ribocichb (RIB) u palbocichb (FAL) ¢ nodobpena mepanesmuy-
Ha eURACHOCM U No-HUCLK pazxod 33 coduiues mepanssmuyeH kype. Credosamenno ABE e pazxodos-
necmasaws mepamuA. RIE & cpasHeHue ¢ PAL He e paarodHo shexmuans mepanud nopady maepde au-
COKSMS CU UeHa. Cmodkocmma Ha UHEDEMEHMENHOMo ChomuoweHue Ha RIB crpruo PAL (132 300 na.f
QALY) znavumenno wadeuiwasa cOoNpUemUA Mpaz Ha pasxodna edermUeHocm, KO0mMo @ MPUKPaMmHG
yasnuYeHUAM SoymeH seMpewe Meodym Ha YOEEK OM HACEMEHWEMD 33 NpedxodHa 20duHaE.

Kmoyoseu dywu: 38aHCUpSNMemMacmamuYes DEK H3 MiedHama wne:s, cyclin-dependent kinase 46
inhibiformepaneamuYys spuKacHoCm ¥ SE30N3CHOCM, SHENUF pazuod/sfermusHosm

Abstrace. The aim of the presented study is to mode! local dala for expenses and health benefiis of
alternative cyclin-dependent kingse 46 inhibitor (COK 4/6 inh) therapies for the freafment of an advanced’
metastatic breast cancer (HRVHERZ, a/'m BC) in Bulgaria and to make an indirect comparison based on
network metaanalysis. The inpuf dafs in the mods! are the assessed therapeutic eficacy and safely in the
PALOMA-2, MONALEESA-2, MONALEESA-T and MONARCH-2 randomized clinical trials. Modeling of dafs
for fufure health benefits and costs after the completion of clinical inals is performed through the Markov's
maode! with two health and one sbsorbing condifions. The model includes sl possible health condifions
refiecting disease course and all possibilities for the transiion of one health condifion to other The input
data are the primary and secondary end-poinis in the andomized clinical irials, which are identiffed and
measured 85 progression-free survival (PFS), objective response (OR) and duration of response (DOR).
Time horizon of the model is Kfelong. Cosis and benefits are discounfed by 3% per year. The selected
perspestive is the point of wiew of thind party payer. Modeling was performed using Tree Age Pro Healthcare
Software product. The modeled health benefits in the appled Markov's model are measured a5 samed
qualfy-aajusted life years (GALY) and are included in an indirect companzon through network metsanalysis.
The reswis of the current economic assessment of heaith fechnalogies for the freatment of HRYHERZ-, aim
BC show that sbemacichbh (ABE] dominates aliermnative heaith technologies for the treatment of the farget
patient growup ribociclb [RIB) and palbocishib (PAL) with improved therspeutic eficacy and fower cosfs of an
annusi therapeutic course. Therefore, ABE i5 & cosf-efective therspy. In comparison with PAL RIB iz not 5
cost-effective therapy due fo its higher cost. The amount of incremental ratio of RIB in comparison with PAL
(BGN 132 J00/FALY) significantly exceeds the commoniy accepled threshold of the cost-efectivenass of
three times gross domestic product per capits for a previous year.

Key words: advanced/metssfalic bressf cancer, cyclin-dependent kinase 46 inhibitortherapeutic efficacy
and zafety, cosf-efectivensss analysis
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B4.10. Vekov T., Veleva N., Tsankov S. Interleukin inhibitors in the treatment of a moderate to severe
atopic dermatitis — a cost-effectiveness analysis, Medical Review, 2019, 55 (4), 47-51, ISSN 1312-
2193, Web of Science (2007-) (CABI)

MERVILIMHCKM NFETNED, 65,2019 Ne 4 47

HMHTEPNEBKMHOBW UHXNBEWTOPYU 3A NEYEHWE
HA YMEPEH [10 TEBK ATONWYEH AEPMATUT — AHANU3 PA3XOA/EDEKTUBHOCT

T. Bexos, H. Benesa n C. Yankoe
g pMaerTuuss diakynser, MY = Mnesen

INTERLEUKIN INHIBITORS IN THE TREATMENT OF A MODERATE
TO SEVERE ATOPIC DERMATITIS — A COST-EFFECTIVENESS ANALYSIS

T. Vokov, N. Veleva and S, Tsankov
Pharmaceutical Faculty, Medical Univessily = Flever

Pesiome: | Len Ha nICNBGRAKETT € MoaSnMpase WA NOKANHY RAKHYK 22 pa3xani if 3pes-
Wi NonaK K3 dupliumab (DLUP) & cossHeHre ChC CTARAARTHETA THETEMHE Teba:
nns - cclesponn (C1C) wrn methotrexate (MET), 23 nauerue 4a yuepsd oo Te-
hE ATonades neomaTit (mis AD), DUP ¢ pexoMTHHEHTHO 4Ceewis 0G4 uo-
HOHNCHANKD SHTHTANG, KOeTo wixufupa uHrepnasiin-4 (IL-4) n usrepneskan-
13 {IL-123) eunzanuaayuaTa. MNposedes @ ananng pasoa/eherTienocT » & Ks-
YHCNEHO MHKDENCHTANHOTS CLOTHOWSHNWE H3 ACNWIHMTENHK PIIX0OW 1 5o-
NenkuTenuy sapassy nonsy (ICER) H2 anTepHamiBHTe TEXHOACTUM 38 NoH6-
NS 12 NaumesTh o mis AD, ¥eTamnru ce, wa DUF & pawoano egertvera Te-
penan & cpaeussg ¢ CIC w MET nopadm SHAYNWTENHOTO O TERENeETIYRG MDe-
BEIXOACTRO W pEaywia ueHa. CTornosTTa ua ICER papipa @ AkTepean 21 800-
22 580 re /QALY HawwTe peayntan os NOTELRMAAZAT OF CUSHKHTE Ha Chlun-
T8 TExMonONi, Nposesedu B CALL BennoOpnranss u Kasan=

Kmouosan gymm aTonr-eH ASPIATIT, MHTERS2BEAH0BI MHXNCHTORN, SHAIMI D30 EDEKTMBHOCT
AJpoc 3a KOPITNOHORHUYLS! [ipods, Tonu Bavog, Ouw, s-mail 1 vekay.mupleveridaby.bg
Abstract The gim of study is to maodel local data on costs and heath benefits of dudi-

umab (DUP) in companson with standard systemic therapy — ciclosponn (CIC)
or metholtexzate (MET) for treatment of a moderale 1o severe atopic dermatits
(m!s AD!. DUP is 2 recomoriant iuman 19G4 monecional antibody that infibits
the Interjeukir-2 (L&) and interleukin-13 (IL-13} signaling. A cost-eftaciivences
analysis was madez and incremental retio of aadivonal coste and sdditicnal
reaith benefits (ICER) of slternative technologies for treatment of the patients
witts mfs AD was calculated, It was found that DUF s a cost-effactive tharapy In
comparison whh CIC and MET due Lo Re significant thesapeutic superadity and a
ressonable price The value of ICER vanes within the range of BGN 21,809
22 680/QALY. Our recults are confirmed by (he resulls of the assessments of
the same lechnologes performed in the USA, Great Britain and Canade

Koy words. stopic dermatiis, interleukn inhboes. cost-ctfoctiveness analysis
Address far correspondonce; Prof. Tony Vekov, DS, e-mail; Lvekov.mu plevenieaty b
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B4.11. Vekov T., Veleva N. Reference pricing of drug products in the countries of the European Union
— pros and cons, Medical Review, 2019, 55 (6), 26-30, ISSN 1312-2193 Web of Science (2007-) (CABI)

2 B MEOULIAHC KW MPEFNEA 55 2019 Ne 6

PE®EPEHTHO UEHOOBPA3YBAHE HA NEKAPCTBEHMU NPOAYKTH
B CTPAHWUTE OT EBPONENCKWR CbHI3 — NPEAUMCTEA U HEQOCTATBUN

T, Bexos ¥ 4. Bonesa
mapamalenTUyen Gatynter MY — MNnseed

REFERENCE PRICING OF DRUG PRODUCTS IN THE COUNTRIES
OF THE EUROPEAN UNION — PROS AND CONS

T. Vekov and N. Veleva
Pharmaceutical Faculty, Medical University = Pleven

Peawowme: Lien #a vatnensamers ¢ ananud 18 PEIYATETHTE O Mpunarasero Ha BbHWHO
pechEperTHO LeRaodpaiyBake 8 cipamite 01 EC 0THOCHD HWBATR Ha UBKKHTD W
PLIMTHGUTE CNECTASAHMS =3 PIIX0AN 33 NexapcTRess npoayona. ODcwkpat
C& NPESONMCTBETA W HEAOCTATLUMTE H3 PAEPEeHTHOTO LeH00Cpagysave rato
OCHORHE NEKEPCTOCHA NONNTVEA 3 DETYNVDAHE HE MYDNWYHNTE DEaXONK.

Krioyoeu gymu: EC. U@ KA NSK30CTRBEKNTE NPOAYTE. RbHLHD PECEDERTHO Liex00otpaty saps
Adpec 3a HOpecnOHGENUUS! Moo ToMu Berce. OMre e-mail: Lvekov,mu,plaven@abv.bg
Abstract: The aim of the study was to analyze the results of adminstration of intemal

reference peicing n the countries of the European Urion consdeing the price
izvels and possible saving of expen3aes for drug producis. The advantages and
disacvartages of refersnce pricing as the man crug poioy for regulation of
DULEG expenses s discussed

Key worda: Eurepean Umion, prices of drug producie, internal reference pricing

Address for correspondence: Prof: Tony Yakov, DSc, smafl. Lvekov.mu pieven@abyv. o2
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B4.12. Vekov T, Alexandrova-Yankulovska S, Veleva N. Level of planning and implementation of the
assessment of health technologies in Bulgaria — A comparative analysis, General Medicine, ISSN
1311-1817, 2015, 17 (2), 17-22. Scopus, Web of Science (2008-) (CABI) SIR 0,1

HWBO HA MNMAHWFPAHE U BEEEXOAHE HA OLUEHKATA HA SOPABHWUTE
TEXHONOrMM B BIIrAPUA — CPABHWUTENEH AHAINKS

T. Beroe, C. Anexcandposa-Aurynoaecka u H. Benesa
03, Meduyurcnu yHusepcumem — Mnesex

LEVEL OF PLANNING AND IMPLEMENTATION OF THE ASSESSMENT OF HEALTH
TECHNOLOGIES IN BULGARIA — A COMPARATIVE ANALYSIS

T. Velvow, 5. Alexandrova-Yankulovska and N. Veleva
Faculty of Public Health, Medical University — Pleven

Peawme. JusHrama Ha 3ApasHUme MexHoNosUL Mo NpuHyun credss da omaoeopu HE J88 OCHOSHU Sb-
npoca — Mepes, oNpasdaHo MU & USSLDLUS3HEMO MoYHo Ha Masu adpasHa npoyesdypa, yonysa wil mepa-
MUA & GoESHEHUE ¢ dpyeume aNMepHaSMUSU, KoUuma Mozam da fedam peanusupaHy cac ChLYUME Decypcy,
u emopo, yhedeHu Nu ca 3dpasHUME MonumuLy, Y& pecypcumes mpAabas da fedam vapasxodeaHy mMoYHo
Mo moadu Haquw. Lenma Ha npoy4sademo e da ce paapabomu u npunosy JORYMEHT 35 MITAHUDEHE U §b-
gewdaHe HaE oueHrUmMe Ha 20pasHume mexHonozuu (HTA] Ha depwasHo Huso. Masodume om Hawemo
uacnedsane £ad, 48 § Hac 08 HaNpaseHU MeDeUme CMBMKU 3§ UHGMUMyYUoHanuaupade Ha HTA, Ho me
ce oEpaHu4asam camo do cghepama Ha nexapomesHume npodykmu. DusHAsaHs Ha MeduluHcKU U dpyeu
FApasHU MEXHONCZUU 02 CLWE HE & NpedeudeHo & NoasumencmesHama nonumuka. JTunceam KoHKkpSmHY
MNaHoSe 23 cmpysmypuparHe Ha HTA Ha dbpRSeHE HUSOD, KSKMO U 33 ChIJASaHE HE ChOMESMHUR EKCTIED-
meH nomeHLwan. HTA 8 Npoueca Ha SIeMaHE HA PELUSHUR 33 PEUMBYDCUDaHE HE NerkapomeasHy npodyrmu
He ¢g npunasa ceofipaano dofpume npakmuky — MUNCE3M HAcoNU KeM apMaLEemuYHama uHdycmpus 38
FAFBANUMEMTHUME U MEEnopb4UMenHume napamempy, Heobxodumu da ce cedupwam s HTA downadume,
OMCLCMMSEM UIUCKSSHUA 28 adanmupane Ha danHume om HTA npu mpavcghepa um om dpyau cmpady o
MPOLECET HE SRCMEPMHAS oUeHKE Ha HTA doknadume & HENPoIpaYeH.

Kmowoew dysu: 3dpasHU MexHoNOSUW DL EHNS, 330 BMKUMENHY U MPEnopbYUMEnHU NSpaMempu

Summary. Health technology assesament (HTA) shouw'd generally answer two baszic quesfions — first, for the
Jjusfification of using a parficular health procedure, senice or treafment in comparizon with other altematives
that cam be realized with similar rezources, and second, for fhe conwvichion of health poliicians fhaf resources
showid be spenf right in thiz manner. The aim of fhiz sfudy was fo develop and implement a documend for
planning and implemeniation of HTA at 3 sfafe level. The findings of the study show that the firet sfeps fo
insfifutionalization of HTA in Bulgana are made, but they are only imited fo the field of medicinal products.
Evaluation of medicinal and other fypez of health technologies iz 2fill nof provided in government palicy. There
are na gpecific plana for structuring of HTA at a sfate level as well az for esfabliizhment of refevant exparfize. In
the decision making process on reimbursement of medicinal products HTA iz nof applied in accordance with
best praclices - no guidance fo fhe phamaceutical industry for mandatory and recommended parameters,
which are necessary inciuded in HTA reporis, is present; there are no requirements for dafa adapfation of HTA
in fheir fransfer from other couniries and the procese of expert azsesement of HTA reports is not transparent.

Key words: health technology/assezement; mandatory and recommended parameters
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r7: Ny6aukaumm n aoknagmn, nybaMKyBaHU B Hay4yHU u3gaHua, pedepupaHn U MHOAEKCUPAHWU B
CBETOBHOM3BECTHM 6a3un AaHHMU ¢ HayyHa uHPopmaumsa (Scopus n Web of Science):

r7.1. Bekos T., BeneBa H., Cupawka ., Japadesa E., Kones XK., AHanu3 pasxon/edeKTMBHOCT Ha
tucatinib 3a neyeHne Ha nauymeHTV ¢ meTactatyeH HER2 NO3MTMBEH KapuUMHOM Ha M/IeYHaTa »K/1e3a
cnepn Heycnex ¢ aHTU-HER2 Tepanus, MeauuuHcku nperneg, 2022, 58 (4), 36-42, ISBN 1312-2193
Web of Science (2007-) (CABI)

36 MEJMLIMHCKM MPEMMEN, 58, 2022, Ne 4

AHANWU3 PA3XON/E®EKTMBHOCT HA TUCATINIB 3A NEYEHUE HA NAUMEHTH
€ METACTATUYEH HER2-NO3UTUBEH KAPLUMHOM HA M/TEYHATA XNE3A
CNEJ HEYCNEX C AHTU-HER-2 TEPANUA

T, Bexor', H, Benena', . Cupawska’, E, Rapayesa’, X. Konos*

'PakynTer no hapMauma, MeamumHeks yrusepcurer — Mnesen
“Caryner no COWECTBEHO 30088 ¥ ANPABHW MoK, YHHBepcHTeT A, 3natapop” - byprac
*aryniet no thapman. Megaumcon yrinsepouTer — BapHa

COST-EFFECTIVENESS ANALYSIS OF TUCATINIB FOR THE TREATMENT
OF PATIENTS WITH METASTATIC HER2-POSITIVE BREAST CANCER AFTER
ANTI-HER-2 THERAPY FAILURE
T. Vekov', N. Veleva' P, Sirashka’, E. Daracheva’, Zh. Kolev®

'Faculty of Phanmacy, Medical University ~ Pleven
*Faculty of Public Health and Health Care, University _A. Zistarov’ — Burgas
“Faculty of Pharmacy, Medical University — Vama

Peziome: CREPEMEHHOTD NENENne Ha NBLMEHTHTE © MeTacTsanpan‘/asancHpan Herz+ pakx
Ha MneuHaTa Wnesa (breast cancer, BC) cneg neyonex o anru-HERZ repanns
| BKMO4RA MphnoKerne Ha tucatinio (TUC) B koMBunauar c trastuzumab (TRA)
| w capecitabine (CAP), trastuzumab emtsnaine (TRAemt) un4 iapatinib (LAP) &
i xomOukacua © TRA B pesyntar ua ysanu4asailmTe ceé BEIMORHOCTH 38 Tepa-
NEBTHHEH HIBOP 33 NEUYEHWHS HA BLIPACTHY NALMEHTH C METACTRINPAN HER2+BC
| cnea weyenex ¢ anTu-HER2 repannn @ Heabxoaumo AOCTLIHWTE ANTepPHATUBHI
| AnpAKHN TEXHONOTHY Aa DLAST OUEHEHA OT IMEJHa TONKE HS CPABHUTENHATS Te-
panesTUYHE edAkacoCT, GE3ONaCHOCT W echexTMBNCGT Ha paskoawTe, 3a uenTa
€ NPUICHMME OLIOHKA HA JAPABHHTE TEXHONCIWMK OT THNE PAsXoL/edexTuBHoCT
Lienra Ha vacnenzaxeTo ¢ 4a ce HABLOLK MOJENVPaHe HE NOKANHKA DaHHM 33
PA3AXOAK N WPABHKU NONSM B OBAFOCOOMEN NNaM N2 ANTEDHATVBHWTE ILPEBHK
TeXH0NOrMA 23 1 M@ Ha I @ rpyna nauuentu c HER2+BC, s na ce npe-
LEHW NPENMYWSCTBCTO OTHOCHO TOPANEBTIHETA SDUKACHOCT ¥ 8P eKTUBHOCTTS
Na PAsXOAVTE Ha HAMMMHWTE Tepanau. BrxoamumTe AaHHM B MOAENS Ca WaMe-
PEHHTE U OLEHEHY KITRHAHHI Kpaimn TONKA B MHOTOUEHTPOENTE PanaACMAINDa-
HiA KNHHEWYHM HanKTBanus HER2CLIMB, EGF 100151, EMILIA. Tepanaegtw<nnte
ANTEPHATVEN C8 XOSBEHO CPABHEHW HDEI MpewOs MeTaaHanul. Monenupanare
PEIYNTATH 38 [IBNTOGROYHE echraCHOCT Ca BKNOYEHN B MDEXCE METAaHANKS W
KOCBOHO CA CRARMENA NPANOXMATE AITEDHATHENK TEPATMA 38 LENeRaTE py-
na nauveHTw ¢ HERZ+EC, Man0ON3saneTo Ha METaaHaNKE U ROCBEN0 CPARHEHVE
\ & NPUNOKMMO M MOAXORAILO NOPaAM ODLIATA GNTEPHETHES B KOHTDOMMKTE rPY-
| nn ka xnaems=nTe wsonwrsanes — TRA/CAP u LAP/CAP, B peaynrar Ha mone-
| NAPSHETD HA ASHHUTE W NOCNBABIAUMNE ZHANKI MOXE 08 I2KM0MKM, 4= nopasu
| TOLPOE BACOKATA CA LEHE tucatinit & KoMBUHALWA C trastuzumab U capecitabine
HE & pAIXOAHD BexTUBHA TEPANKUA 38 NSNEHHE M3 LCNEBATA [PYND NEUMEeHTH
¢ HER2+BC B cp3BHeHMe C AOCTBAHATE ANTEPHATHEHA Tepanun — lapatinib/
capecitabing, trastuzumab/capecitabine u Uastuzumab emtansine, Funpedy Te-
PANEETHHHOTE CU NPEBLANOACTBO. [PV NPOBEKRAHS HE BEPCATHOCTEH aHanka Ha
UYBCTRUTENHOCTTA Ce yoTanoen oxono 2% seposTHoct tucatinib fa e pasxoano
ShERTABHA TEPATNE & CRIRMEHUE C BCRKA OT ANTEIHATVEMKTE JIDABHI TEXHOND-
MM 33 NEYSHAR HA NBUMENTV ¢ HERZ+BC cnap Heycneax ¢ NoKe eaus aHTw-HER2
Tepanma, HeofxoauMOo & NPHTEXATENAT HE PA3PELSHAETO 3a ynoTpebs Aa npe-
AOCTAEN OTCTROKA K& NNATELA B UenaTa Ha tucalinib we no-mamo ot 75%, 32 na
6bAS NOCTUTHET NPErLY 33 SEKTUBHOCT Ha pasxoguTe
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Kmovuoau gqymu: PaK Ha WIeSHATA XUIRIA, HORW Tepanue, tucatin, rasiuzumab, capecitabine, tras-
tuzumeb emtansine, lapatinid, aHanus paaxon/adexTVBHOCT

Adpec 3a KOpecnoHGeHUUS! Moo, Touw Bekoe, OMK, o-mali; Lvekov.mu.pleven@abr.bg

Abstract: Curren! tregtment of patients with metasiatic/advanced Her2» breast cancer (BC)
after falure of anti-HER 2 therapy includes the use of tucatinio (TUC) in combination
with trastuzemall (TRA) and capeciabing (CAP), tastuzumab emtansne
(TRAemt) or lapatnib (LAP) i combination with TRA with comparstive therapeutic
efficacy, safety and cost-effectiveness For this purpose, 2n assessment of heakh
tachnologies of the cost-efficiency type is applicable. The aim of the study was
to model local long-term cost-benefit data of alternative haslth technologies for
the treatment of the target group of patients with HER2+8C n order lo assess
the advantage in terms of therapeutic efficacy and cost-effectivenses of available
therapies. Material and methods. The input data in the model are the measured
and evaluated climcal encpoints in the muiticenter randomizeg clinical trials
HER2CUIMB, EGF 100151, EMILIA. Therapeutic atematives are indirsctly
compared by network meta-analysis. The simulaied long-term efficacy results
were ncluded in a network meta-analysis and indirectly compared the applicabie
aternative therapies for the targel group of patients with HERZ+8C. The use of
meta-analysis and indirect companson |s applicable and appropnate, due to the
comman allernalive in the control groups of clnical trials — TRA/CAP and LAP/
CAPF. Az a rasult of data modeling and subsequent analyzes, we can concluds that
due to is high cost. tucatinib in combination with trastuzumab and capecttabing is
not 5 cost-effective therapy for tha treatmen of the target group of patients with
HER2+BC compared fo avallable alternatives therapiss — lapatinib/capecitabine,
trastuzumablcapecitabine and trastuzumab emtansine, despite their therapeutic
superanty. A probabllstic susceptibilty analysis revealed an approximately 2%
chance thal tucatinib s a cost-effective therapy compared to sny of the alternstive
health technologies for treating patients with HER2+BC after failure of at least ane
anti-HER2 therapy. It is necessary for the marketing authonzation holder to grant
the payer & discount of not less than 75% on the pnce of tucatinib in order to reach
the cost-effectveness thraghold.

Key words: bragsi cancer, naw theraples, tucatinb, rastuzumab, capecitsbine, trastuzumab
emtansine, lapatinib, cost-effectivenass anslysis
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TEPANEBTUYHA EQUKACHOCT U PAXOAHA EQEKTUBHOCT
HA IBRUTINIB/RITUXIMAE, IBRUTINIB/OBINUTUZUMAB ¥ VENETOCLAX/OBINUTUZUMAB
3A NNEYEMME HA MAUMEHTH C XPOHUYHA NUMPOUNTHA NEBKEMUA —
MPEXOB METAAHAITN3

T. Bexos, H. Ysnunrapona, H Beneea, M. Enaxosa
MadunHeEN yHEencuTaT — NneseH

THERAPEUTIC EFFICIENCY AND COST EFFECTIVENES OF IBRUTINIB/RITUXIMAB,
IBRUTINIB/OBINUTUZUMAB AND VENETOCLAX/OBINUTUZUMAB
FOR THE TREATMENT OF PATIENTS WITH CHRONIC LYMPHOCITIC LEUCAEMIA

T. Vekov, N. Chilingirova, N. Veleva, M. Viahova
Medcal Ureearaity — Pleven

Peziowme: UenTa Ha waCH BLBAHETD 8 A2 T8 MEEPUWKM WOGENDEHS HE NOKANHA JaHHW 33
pEAxOnY ¥ SAPGAHKM NONGA HE SNTERHSTHEHNTE KOMDPHHDEHA TERANM 38 NeNE.
kye Ha rawewte ¢ CLL 4 peanuaupase 13 KDCAEHO COaBHEHNE, S23408H0 KA
MPEKOS MOTIAME WS B IMODENE CA BITI0NEHN BCMMGH EBIMIKH H A3P80NH ChITO-
AR, OTDESTEELHK XOAE HA 2a50/HI3HETE, A C3 NDEZBITER, BOH-KM 8EO0STHOC-
TH 32 MOSXSQ 0T SHO 5 APy™D MOSAHD CHCTOR-AE. BRCAALMTE SdHHN & wonena
(2 NBDEVMHATE ¥ BTODUYHUTE (PanHe TONKA B PAHSOMII FEAHITE MHOOLS-TDOBY
WIAMMTISHIT, UOGHTAHALAIHI ¥ PEMEOEHA KaTO NpessssmocT 523 ApOmecs:
PEHE HA 3ADCTFRANETE DBIYE NPEMMEFEMOST, 00U TRpANSETNes OTIDRID, We-
MENSHA CTRRHSM peansne, MPOTnTrTanNasT Ha OBekTHRHKA oToEop. Bpe-
MEBHFT XOAHIOUT 1@ MOIBNE € A0 ¥MMB0T PasdapuTe | NomauTe ca fuisoHTYRR-
Mu & 2 6% roaMuHo, WIBpaKsTs MAGCIeKTNSS 8 TEOHATE TOIR Ka TpaTaTa
crogma AnsTey, MOZennosHero & WAALITWEHD © NOMOULTE Ha CORTYeDEK npo-
LyKT Tres Age Pro Healthcars. MaryWerdre 0eaynmary nowInat, ue brumniiritu-
ximan AoMm-vpa venetodaxobinuizumal ¢ nogcloena repanseTasa agu-
FE0ATCT W NO-HICKE PAIXG 38 FOIMILHA NeKaNCTREHE TE0aENMA. TR 8 1 pazxane
SHENTUSHE TECANKA § CoZaNEMR C xutnib/ctrnutuzumal noRaan noactHa Te-
paneaTIMHE BHAGHOCT ¥ NC-HADKE LBKA 39 TEpanua Ibrutibvrkuxirnab b e
PASIAHD ETEKTHERA TEOSMME B CPAREHS & fucarabinacycophospramizsin-
WHIMED E:NDSKy ASMOHCTEUMPEMOTe TSNENSSTUSH0 NOOBLIXOACTH0, 354070
CYCRHOCTTE HE AFHDEMBHTAMHCTD CHOTHOWEHNS =EKD/RDEATHD RataulLaBS
npard 38 eMEMUSHOCT HA PATXGANTE. NDELCTABNFEAL TDHIDSTHO YBEIMNSHIET
CpyTEH BEBTDEIWEH NDARYAT HA “OSer 0T HACEMNENVATD 33 MREAKGAHA MGMHE,

KsoHoa# Qymw; XOOHINHE MUMPOLNTHA NABRSMAATEPaTAR, vanetodax, obinutizumab, ritux-
mad, paxoaHas ederTneHosT. MISXCE MaTRAHANVD

Adpec 3a xopecnoHoeHyun: MMpogh. Tan Bev0e, tnr. 6-mail: LVekov.mu NeveniDeby.og

Abstract: The aim of the study is to meds! local 02ta on the casts and health benefits cf al-

ematva cormbination theragias for the treaiment of patienls witn CLL and to make
2n indiract comparisan basad on 8 retwor mata-snalyss. The mode includes all
possibie heah condibons, reflacting the courss of the deaae and providas all tha
prebabiities ol fereition fram cne heakh coodiion to another. Inpu data in tha
fredel e prmany ans secondary endpoints in randomzed muiicerter tnals iden-
tfied and maasurad 3s progessiontes sundva, overall survival ovedall thers-
peutc respenze, adverea reactions, and duration of obyeclive resgense. Tha tma
herizan of the mode is far ife Costs and benefits ara discounted by 3.5% per an-
fum The chosen perspectys |2 the pant af view of the third perty psyer. The
modaing was periormed wsing the Tree Age Pro Healthcare scftwan product
The reauts show thet brumibrudmad cominges venstoclaxicbiniiuzumab with
improved therepeutic 2Rcacy and lower tost of annual drug merspy. His a0 a

cogt-affecive tharapy compared to ibrutin b'obinutzumab due 1o s smisr thars-
peute efficacy and lower cost of therapy. Ibruinebireuximab is not a cost-sffective
therapy compared to fudarabneicydophosphamiderituxinab desgite deman-
stigted therapeyls supercrly Lecause the noramerntal valua & several tmes
ngher than the cost-effectivensas reshois. which 12 oefined a2 a threeloid in.
creass in gross domeste peoduct par capria
Key words: chromic lymphocytic leukem atherspy, venstodax, obinutuzumab, rituximag

cost-affactvanass, netwark mata-analyeis
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AHANU3 PASXOI/E@EKTUBHOCT HA IL-MHXUEUTOPUTE 3A NEYEHUE
HA YMEPEH OO TEXBK XPOHUYEH NNAKATEH NCOPUASUC

T. Beros, H, Benesa w C. Lankos
Canyaret no pasmauna, MY - ness-

A COST-EFFECTIVENESS ANALYSIS OF THE IL-INHIBITORS FOR TREATMENT
OF MODERATE TO SEVERE CHRONIC PLAQUE PSORIASIS

T. Vekov, N. Velava and S, Tsankov

Facudty of Pharmacy Medcal Liniversily = Plevsn

Poziomo:

Knwouosu nymnm:

AGpec 33 KOPECNONOBN UL H;

CHapeMeHENTE TEpanui 33 NS-eHAE HA YMBLSH LU Ted s XDOHMYEH NaKg 1o
NCOPHA3NG (micderate fo savere chronic piaqus psoriasis m's CPP) ca Baaupa-
HU 13 MPHUIDHEHKE HE MHTEPIEBRAHOEM WHXUOKTODK (interackin inniciors IL-
inky). B Gunrapckate xnn=MY=a noakTHsa kom 2018 r o7 Tamwm myna nesspcTee-
Hu Ygpanmm cR wanongazT secukinuma (SEC) usiekinumab (UST), Ixskzumab
(XE) M NOCNSaHAAT DEFMCTRUDSH NEKAECTBEH NPOAYKT — risankazumeb (RIS)
LLD.’I KA MFNBTRE~ETO 2 MOGENU pa-~e HE NeKENHY 0aAEN 33 Da3xsan U agpas-
HU MOM2aK M3 anTepHaTURHKTE ILAnh TEDanms 53 navenke =2 mvs CFP 8 Sun-
FACOUR ¥ CEANUSMPARS 18 (CCBEH0 CPEBHSHNS, SAINDEHO KA VPEX0S MeTEaHa-
N3 NaHHMTe NOKA3BaT 0 RIS 2 CAIXTAHD POKTUEHE TBLAENAR 33 raussus
Ha nauversty ¢ mis OPP » cpesngtne che SEC (ICER B480 na QALY w UST
[ICER 31 802 ne/QALY). RIS jomunucs IXE © nogelpena Tepanesinila sdu-
FEZCHOCT M HAMANGH POSYOA 23 rOOMWHS NSKSPCTEeHS Tepanva. PeaynrsThre
O1 HICTORING MEOMOIMALECER ARRINTNE D NOTESIXAEEET OT YERINTS =3 CellUv-
Tz rexhanaray & CALL, BenukodonTanng, UTanna n KCashng

MNACATEH TICOPUSEUE M TEONEBKNSORA W=XNTRTOLY, COSB-MTENKa Tepaness-
TVHHA SCWHBRHOLT A CS20NICHOCT BHANNS PEIH O/ SEERTNEHOLT

Mpoeh Towu Begce, dur e-mail t vehov mu pleven@aby g

Abatract:

Key words:

The current therapies for treatment af moderata 1o savere thranic plaque pson-
3gis [nus CPP) are based on e adminesialion of the interekin Innititors [IL-
inn). In 2015 in the Bulgaran diincal prachos the use of this grous of drug ther-
apies ircludes seoukirumab (SEC), ustekinumab (LST) ixexirumab (XE) and
tha most recently ragistared drug product — neankizumsk (RIS). Tre aim of the
study is to mndsl (oot cala o cosis and heallh benefts of alternative |L-irk
tharsprs tor trearment of m's CPP In Bultara and reaizatcn of an Indirec!
sampanson based on a neteork mete-analysis Date show that RIS 5 3 cox-
sfigciive theragy for treaiment of patiznts with mis CPP in comparison with SEC
(ICER BGN 8 480/Q4LY) ano UST [ICER B3N 31.800/0ALY) RIS dominates
IXE with improved therzpeutic effxc:aq and decieassd cosis psr annual drug
therapy. The resuts of the present ecoremic gnalysis are conarmad by 1he 3s
sgssments of tne same technologles performed in the USA the United King.
dem, taly and Spain

rlague peonasis, sterdeuks irhibears. compaative cos-afecliven=ss ano safe-
ty, cost-effectivenase analysis
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JOCTDII TO TAPTETHA TEPATITHA 3A MTPOCTATEH KAPITHHOM
B EbJITAPHA

Koncmanmun Hearnos, Hoda Beaesa, Xpucmuna Jebanosa
Smgmem no gpapvayir, Mecwupmenn yausepeumem — Inesen

ACCESSTO TARGETED THERAPY FOR PROSTATE CANCER IN BULGARIA
Konstantin Ivanov, Nadia Veleva, Hristina Lebanova
Faculty of Pharmacy, Medical University of Pleven

FPE3HOME

MMpocmamAuam HapLuuHoM e sodello anokavecmeeqo 3afonasaqe Npu Mexeme. C yeenuuaeare Ha cped-
Hama MpodbIRUMETHOCTT Ha WUB0MA 8Ce Mo-20/TAME Yach Om HACETeHUeMO UMa MOBULWEH PUCK 0M pasau-
mue Ha pax Ha npocmama. Mpez nocneddume 20duHY MeYeHUEMO Ha anoxkayecmeeHume 3abonssaHus Gene-
WU CepuodeH Hanpedbk, kamo sodewa pornd 3a NOCMUZaHemo Ha Me3y DeymMmaimuy 3aemMaim UHoSamuaHUme
MexapcmeeHy npodyKmu.

Locmbmem 00 UHOSaMUSHa mepanud e eduH om MpUopUIMemume Ha Egponelckama KOMUCUR U Ha dup-
Wagume Yekky Ha Eeponedckus chios. Uenma e 3afomAeMocimima U CMBIMHOCTIME oM ANoKavecmasHy
3abonAeaHuA 0a HamManeam, a NPEXUaFeMocinma Ha nayueHmume da ce mosuwil.

B Briizapun nayueRmume ¢ OHKOMo2UyHY 3a0onfeanun uvam 2afaged docmen Jo HOBU NexapcmeasHy
mepanuy. Tosa 3afaghHe e Peaymmaim JacmuyHo om HopMamueHama ypedfa e cmpanama U npoyeca Ha
BHITFOYEaHE Ha HOBL feKapcmeeHy npodykmy 8 Mo3umueHUR NerapcmesHs CIUCEE WL DasluUpAsanemo Ha
mepanesmuyHLIme NoKasaHuR Ha geye peumbypcupaqy mexapomea. JafasAremo Ha docmena do mModepHa
MepanuA Npu NayueHmume ¢ MpocmaimeH KapuyUHOM 8 Hallama cmpana & 3HayYUImMeTHo 8 COagHEHUE C MHO20
om drpwasume om EC.

KnrouoBW gymu: npocmama, NpocMamed KBpUUHOM, Mepanud, MeYeHUe, OHKON0ELA

ABSTRACT

Prostate cancer is one of the leading malignant diseases among men. With the increase in average life
expectancy, an ever-growing proportion of the popuwiation is at elevated risk of developing prostate cancer. In
recent years, the treatment of malignant diseases has made subsfaniial progress, with innovalive medicinal
products playing a central role in achieving these outcomes.

Access o innovative therapy is a prionty for the European Commission and the member stafes of the
European Linion. The aim js to reduce the incidence and mortality of malignant diseases while improving patient
survival.

I Bulgaria, patients with oncological diseases experience delayed access fo new medicinal therapies. This
delay is due in part to the national requiatory framework and the process of including new medicinal products
i the positive drug list or expanding the therapeutic indicalions of already reimbursed medicines. The defay in
access to modern therapy for patients with prostate cancer in Bulgaria is substantial compared with many EU
countries.

Keywords: prosfate, prostate cancer, therapy, treatment, oncology
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r8.2. Benesa H., 3annawaHe Ha TpyAa B 34paBeona3BaHeTO — CbBPEMEHHU TeHAEHUMN U HepeLleHn
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BAJFCEFT H TPE HAIIOHATHA HAVUHA CECHA S [VIE H IPFIIOIARATE T
~HAVEA C MIICHA - SHAFHA B IIOJRPFIY HA 3TPARFTO" — 30-31 OETOMBEPH N2ST.
rp. Maenen

SATLTAINAHE HA TPYIA B 3IPABEOIIAZBAHETO - CbBPEMEHHH
TEHIEHIIHH H HEPEINTEHH IMPOBETEMH

H. Beaceea

Megsmmrcis yEEBepcHTeT — [L1esen, Katenpa . $apManesTHIHE HaVEH H COUHATHA QapMamET

PAYMENT IN HEALTHCARE - CURRENT TERENDS AND ISSUES
N. Veleva
Medical University— Pleven, Department of . Pharmacentical Sciences and Social Pharmacy™

ABSTRACT: The aim of this siudy was to analyze healthcare payment systems in terms of
the three basic finctions of remuneration and relevant system requirements in order to identify
their srengths and wealmesses. We juxtaposed differsnt payment fypes applicable in accordance
with Bulgarian legislation in order fo outlinecurrent trends and issues. Bulgaria should shift from
payment for quaniity to value-based payment for improving overall healthcare quality and cosi-
gffectiveness.

Keywords: fee-for-service, capitation, salary, value-based payments

r8.3. Croes, C. KoitHapcku, B., BeneBa, H., /lebaHoBa, X., TpumebyTuH maneat npu GpyHKLUNOHANHU
CTOMaLLUHO-YPEeBHM Pa3CTPOMCTBA: Pe3yaTaTh OT KAMHUYHO HabaogeHme ¢ GoKyc BbpXy naumneHTa, GP
MEDIC. foanHa VII, 6poi 2/2025, 44-46, ISSN: 2603-4719
https://drive.google.com/file/d/1JPygxgjNYJgP_VuS5tzRjqFIh5BqzrOL/view
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TPUMeBYTUH MAAEAT NPU PYHKLMOHAAHM
CTOMALLIHO-YPEBHU PA3CTPOUCTBA: PE3YATATU OT
KAMHMYHO HaDAIOAEHWE C JOOKYC BbPXY NALMEHTA

C. Croeg', B. Koinapckw?, H. Beneea', X. JlebaHoga'’
'Gakynret, Gapmauns’, MY - Mnsses; ‘Otaeneqne no ractpoexteponorus, MBAT BUTA" - Copun

TpHMeGYTHE € NIPUMSNEH SrOHNCT H3 NEPHdEPHNTE -, K- W S-ONHONAKN PEUESITOPH, MOZYAMPALY IFCTPONHTECTHHANHITS MO-
TOpHKA. HICTORWOTO NPOCNEKTMSHO, HEMHTEPEEHUMOHANHO MHOTOLEHTPOBO HIONOAEHHE JHATMINDI TEPINSETHYHATA edek-
TMEHOCT Ha3 TPMMeOyTHH 1A3NeaT Bb3 OCHOB3 H3 A3HHM, RORNZABAHW OT 2501 NIUNEHTH C QYHKLMOHINHM CTOMILIHO-YPesHN
P3I3CTPONCTER (@CYP), M3NOA3B3H & Ba/IMAMPIH SYNPOCHNK 33 CIMOOUSHK H3 CAMIATOMMTE W KIYSCTBOTO H3 MMEOT, 3COUM-
WP3HM C FACTPOMHTECTMHANHN ONASKS3HUA. PE3YTITHTE ASMOHCTPHPAT PERYKUMA H3 TEMECTTA H3 CAMATOMMTE, BRAKONHTENHD
enuracTpanka 60AKa, AMCNENTHYHW NPORSH W HAPYILEHNUA B AePeIEUMATS, CbC CPeasm OusHKM 33 Gonka, Hamanaeauw ot 2,65
20 0,46 (p<0,001). A3HHUTE OT PEATHAT2 KAMHKYHE NPIKTUKS NOTELPHAABAT TPHMEDYTHH KaTo foGpe NOHOCHIMO W eQEKTHEHD
CPeACTEO 33 ASNeHWe Ha NaLpesT™ C SCYP.

KmIou0BK Qymn: mpumetymus, MEpanesmuysHa eQuNocHOCm; AorHY, A0KNGG8aHU oM Nayue=smy
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ﬁ IOGHAERHA HAYYHA KOHOEPEHLIMA C MEMYHAPOQHO YYACTHE, 1-3 HOEMBPH 2024

MNPOVUBAHE HA IOSHAHWATA. HATTACHTE HOIIHTA C
TEJIEMETHITWHA/ TETEPAPNMAITITA CPET JTEKAPH H 3TPABHH
CIOENHATHCTH BBEb/ITAPHA
SURVEY ON KNOWLEDGE, ATTITUDES AND EXPERIENCE WITH
DIGITAL HEALTHCARE, TELEMEDICINE/ TELEPHARMACY AMONG
DOCTORS AND HEALTHCARE PROFESSIONALS IN BULGARIA

H. Beaesa
N. Veleva

Memmrmcrn varsepcuTeT — [Ltesen. Karenpa .. PapManeTHINE HAyKH H COIHATHA hapMamsd
Medical University - Pleven, Department of Pharmaceutical Sciences and Social Pharmacy

ABSTRACT

Introduction. E-healthcare is well established practice in the developed countries. Still
Bulgarian health system falls behind in tevms of utilization of digital healthcare instruments due to
problems with electronic environment, digital skills and wrong attitude.

Aim. To explore knowledge, affitudes and experience with digital healthcare,
telemedicine/telepharmacy in doctors and healthcare professionals in Bulgaria as well as their
willingmess to improve digital competence.

Materials and Methods. A cross-sectional survey was conducted among 30 medical doctors
and healthcare professionals in Nov 2023 - Apr 2024. A self-administered questionnaire with 40
questions was distributed online. The questions were divided into fowr main categories: imowledge
and atfitudes toward digital healthcare; experience with digital healthcare istruments and
willingness to improve digital skills.

Results and Discussion. A total of 30 medical doctors and healthcare professionals completed
the survay (response rate 33%). 97,5% of the respondents are familiar with telemedicine and
telepharmacy, vet 91, 5% declared that further digital healthcare skills fraining is needed. Only 23,4%
used any mobile health application, 28,3% used specialized healthcare websites and 78,3% used
haospital information system. 87, 2% had positive attitude for using e-healthcare in their daily practice.
According to the respondents main hindrances for Bulgarian healthcare digitalization are software
and hardware problems (76,6%) and lack of digital skills of health workforce (74,3%). Digital
literacy could be improved preferably through internal workplace trainings (73,9%) and external
specialized courses (67,4%).

Conclusion. Capacity building is crucial for utilizing all the positive effects of digitalization.
Doctors and healthcare professionals should improve their digital health skills and actively
participate in the digital transformation of Bulearian healthcare aiming better health outcomes.

Key words: attitude, experience, knowledge, telemedicine, telepharmacy
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HOPMATHBHA PET VJIAIIHA H BE3OITACHA VIIOTPEEA HA
KO3SMETHYHH ITPOOIYKTH B bb. I APHA
REGULATION AND SAFE USE OF COSMETIC PRODUCTS IN BEULGARIA

Ile. Heanoea!, Ex. Heanoeal, B. Boxkoeal, H. Bexesa®
Ts. Ivanoval, El. Ivanoval, V. Bozhkova®, N. Veleva®

! MV-TIneren, MK-TIneren, Katenpa . MeIHK0-THATHOCTHYEH JefiHOCTH
MV -TInepen, ME-TLtepen, cnenmamaocT . Memummmcka KO3METHES ™,
MYV —[Inesen, Paxyarer . Papmamat”, Kareapa . PapManeBTHIHE HayKH H CONHATHA
Gapyamsa”
"Medical University - Pleven, Medical College, Department of Medical-Diagnostic Activities;
*Medical University - Pleven. Medical College, specialty “Medical Cosmetics™;
iMedical University - Pleven. Faculty of Pharmacy, Department of Pharmaceutical Sciences
and Social Pharmacy

ABSTRACT
Nowadays cosmetic products use is ubiguitous and widespread worldwide. Safety is a crucial
Jeature of cosmetic products use that must be guaranteed to all consumers. The only way fo achieve
it is through strict regulation and confrol over use.

Aim: To analyze the current state of legal regulations in Bulgaria regarding safety in the use
of cosmetic products.

Marerials and methods: Documentary analysis of the European regularions in force by 2024,
regarding the sqfe use of cosmetic products m Bulgaria. Retrospective analysis of the Rapid
Exchange of Information Svstem (RAPEX) database abouf cosmetic products. Analysis of secondary
data from studies published on the official websites of the regulatory bodies in owr country.

Results: Bulgarian resulations fully comply with the EU requirements for the safe use of

cosmetic products. The competent authorities in our country conduct regular safety surveys. They
show that the biggest share of the analyvzed products is occupied by cleaning products - 50.28%,
Jollowed by the analyzes of the content of chemical substances and mixiures in the composition of the
cosmetic products - 16.58%, sunscreen products - 0.54%, and 0.1% - micrebiological analyses. Only
10(2.90%) signals for cosmetic products from Bulgaria are registered in RAPEX for the period 2019-
2021

Conclusion: Mamyfacturers, national and European regulatory authorities share responsibility

Jor ensuring the safety of cosmetic products. Compliance with the regulatory requirements regarding

cosmetic products by all stakeholders is a guarantee that during their distribution and use in EU

member states and beyond, the risk of adverse reactions and health risks will be minimized.
Keywords: Bulgaria, cosmetic products, normative regulation, safety
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COUMANTHA MEAMLIMHA

MbPBU CTHNKU 3A BHBEXAHE HA NOAXOAUTE EAUHHO
3OPABE B bbJITAPUA —U3CNIEQOBATENICKK MOCOKH
W CTPATETMU 3A NO-A06P0 KAYECTBO HA XKUBOT
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Wnuna Muyesa', Hana Benesa?, Xaneta Pagkoea', [Jparomup VeaHos!,
Kpuctuna Kyuapoea', Hatanua UeawHoea', Lloxko Maywos'?

IMeduuuHCcKku yHueepcumem — BapHa
’P3U - BapHa
3IMeduuuHCKU yHusepcumem — [neged

INTRODUCING ONE HEALTH APPROACHES IN BULGARIA—
FIRST RESEARCH STEPS AND STRATEGIES
FOR A BETTER QUALITY OF LIFE
Desislava Vankova', Petya Boncheva', Silviya Mihaylova’, llina Micheva/,

Nadya Veleva®, Janeta Radkova', Dragomir lvanov', Kristina Kutcarova',
Natalya Ivanova', Tsonko Paunov"?

'Medical University of Varna
?Regional Health Inspectorate
IMedical University of Pleven

PE3IOME

Bupenenne: Muscem 6 casm, cmpeMang ce KM
«Edunno aopase” (E3) - cnaomenome 30paae wa xo-
pama, KREOMHUME, PACMIEHURMA U OXOAHAMA CPe-
da. ¥ HOC Ma3u udes € 6ce olie HE COCMAMDAKHD No-
anama.

Hen: Heama na waGcmoRuus 0oxaad ¢ HEMUPUKOM-
noxenmua: 1) kpamxo npedcmasiye & UCMOPUNECKU
nxan na E3; 2) npociedgsaie passumuemo Ha Kon-
Yenyuama 8 Gva2apcKy Koumexcm; 3) spsexaaHemo
ua udeama 3a E3 8 no-wupoxus oouecmeeroidpa-
8K UICTE0OBAMENLKU KONMEKCN, SKANUSAL 30pas-
HU SOTUMMIEN, XYMAKIMAPHU HOGX00U, NPESEHIUR U
KONMPON HA UNGEKWLUMIE, UKMEPAMUSHE RODXO0U
KDM ANMUMUKPOGHAMA PeucmenmBocm; 4) apmy-
AUPAHE HG USCAEN0EAMENCKU CHIPANIEIUN 6 PAMXU-
me na KayuonarHus npoexm ,Edunso sdpase — un-
MEZPAMUBHY UICAEOOBAMETCKI U HAYKOMEMPUMHU
nodxodu 3a no-0ofpo Kavecriso xa Xusom'”, cmap-
mupaz npe3 2022 2.

Marepuan u meTomn: Ilpusaza ce Muxc-memod du-
3alin, u3csedeaug nodxodume ua E3 cnoped excnep-
MUSAMG U 3AA0ONERUME COIPARTE2UL 32 GKADEMUNHO
passumue na uscaedosamenume 8 npoexma. ped-

ABSTRACT
Introduction: The world is striving for One Health
(OH}—the integrated health of humans, animals,
plants, and the environment. However, in Bulgaria,
this idea is still not well known.

Aim: The aim of this report is quadripartite: 1) a brief

historical presentation of OH: 2) tracking the develap-
ment of the concept in the Bulgarian confext; 3) the in-
traduction of the OH idea into the wider public health
research context, including health policies, humanitar-
ian approaches, infection prevention and control, inte-
grative approaches to antimicrobial resistance (AMR);
4) formulation of research strategies within the nation-
al project: One Health— Integrative Research and Sci-
entomeltric Approaches for a Better Quality of Life,
launched in 2022.

Materials and Methods: A mixed-methad design was
applied, investigating the OH approaches according to
the expertise and established strategies for academic
development of the investigators of the research team.
The application of sociological methods is planned—
direct individual anonymous survey and semi-struc-
tured interviews with experts in the field of human and
veterinary medicine. The horizon scanning technique

22 M3pecTva Ha Coio3a Ha yueHuTe - BapHa. Cepya megiuwHa u exanorma. 2°2023,28:22-28
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SOCIAL MEDICINE

BX0A €€ NPU MO HA COL YECKU MEMOdu
- NPREQG UNOUSROYATRA GHOHLMHG GHKEMG 1 ROAY-
CIMPYKMYPUPANU UNMEPSIOMa ¢ eXCHepmu 8 obaac-
MIMa HA XYMGHHAMG U GEMEPUHAPHAMA MEOUKUNG.
3a uscaedsane na GPAGPCNUR KOHIMEKCM CE NPUAO-
WU MEXHUNAMA CXANUPANE Ha Xopu3owma . Pop-
MYTUPAHEMO 1 USCAEIOOAMECKUIME Cmpameuu 6e
HANPGEEHO UPE3 GAANMUPAHA BEPCUR M@ HOMUNGS-
Hama zpynosa mexwuxa. Hpoyweanemo ¢ nazywuao
paspewientie om KoMUCUsnG no emuxa Ha RAyWHL-
me uscaedsanun Kom MeDuRUHIXY yHUSEpCUmEm ~
Bapua. B HACMOANM MEXCM Ce NPeOCmGERm map-
BUMIE CINDIIXN OM HAYNRHUR NPOSKI.

wus applied to study the Bulgarian context. The for-
mulation of the rescarch strategies was done through
an adapted version of the nominal group technique.
The study was approved by the Research Ethics Com-
mittee of the Medical University of Varna. This text
presents the first steps of the scientific project.

Kawwoeu  Edunuo sopase, 06uiecmseno

Oymu: 3dpase, GHMUMUKPOGHA
PEIUCTEHMHKOCI, UHMEZPAMUSHA
MEGUUUNG, KANECTREO Ha KUGoN!,
Boazapusn

Keywords:  One Health, public health,
antimicrobial resistance,
integrative medicine, quality of life,
Bulgaria
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KIHOYOBH KOMIETEHIHH 3A ®APMAIIEBTHTE B bhJ/I'APHA 3A PABOTA
C THTHTAJIHH 31PABHH HHCTPYMEHTH

Haas Beaesa', Xprctuna JleGanosa', Caerocanas Croce'
" axyamem | Dapwayua”, Meouyunexu yrusepcumem — laesen

KomraxT: Hajs Benesa
e-mall: veleva nadiai@vahoo.com

Pesiome

Buneaenne: JIHIHTANHATE PEBOMOLURA HPOMCHY WIHCKBAHMATE KBM ROMOETCHIMMTE HA KQapuiT B
JAPABSOMTAIRAHETO, BEMOUHIENNO KBM GapmauesTHTe. EJHO OT INLMRHTCINATE yCIOBUS 33
OCHIUECTEANAHC HA AMIHTATHE TPaRCHOPMELHS H3 (RArapixoTo 3pABCONAIBERC C CBBPIAMO €
KERTHHKRLIAATA, & WMCHHO NPINOOBEHCTO 1A SHANMI W YMCHAS 38 WMIONSEARC HA ZUIWTAILM
VIPARHH HHCTPYMEHTH (JI3H) 0T MCHTHH puGoreun & cdhepara. Bee Bppixa ¢ TORA WIYTARANCTO Ha
RIOYOBMTE xosmieTeRmR. HeoGxoamMmu na Bapvanestwre 3a pabora ¢ JUH, npHaoBHBA
HAKMIOMHTENHE BKTY&IHOCT.

Lenra ¢ na OhiaT HueHTHpUIIpaK: KIOSORATE KOMNETERTIHN, HEOGXOIMMH U4 DapMancsrire 5
pabota ¢ IHTHTANHW UIPARHA HHCTDYMCHTH i ePEETHREY HAYHITH 3a MPHAOOHBAHETO MM,

Mavepuan W wmeroan: HANpassto © aHaiMTuiio H3CHCIEaHe He 6asaTa ua nureparypes 00I0p U
EHATHS HA CRTBPARRHACTO HA 1Ty BAHKALYS 1O DPOSIeME, XEAMHQ HKATIRONH XAPAXTEPNCTHKH 1 yIeDHU
mzHogse 32 obyueHne Ha QAPMATICRTH y HAC B I My ROUH

Pesyavaru w AWckycHs: VIICHTRHHUMPEHH €3 XIOYOBMIC KOMIETEHIEN =4 pafiora ¢ JI3M.
AHATHINPAHH C& HINCKBAHMFTE H NPLIMIBHKATEACTEATS KBM CREPEMCHRITC papManenTH, KaTe €
HANPEREH CPABHETENCH SHAMCIKPAR HA KICOHATE KOMIIETCHLIN 32 GapManceTUIC B MIHATOTO il B
oraeie. TIocoweHH ¢a eQEXTHBHK HAYHHY 32 NOBHIIABIHC Ha ke 1M pHEaunsTa 32 pabora ¢ J3H
Jakmouense: Hamumue ¢ ofexTHRia HeobXOIMMOCT OF NPIOOWRAHE HA HOSH KOMICTCHLEM UT
dapMancerire 3a pafors ¢ JI3M. Toea muxe Ja GBae NOCTHTHATO YPES OCLBDEMEHNBABE HA
00yUeHACTO 0 DAPMALNA, YYBLTHE 3 CASIAHTOMER xeaHPRRALHONHK Kypeone W oOyvwesne Ha
palfoTHOTO MAcTO. TIPAROSHBANETO HA KT HOBH AHTWTAIHM KOMNETCHINH HE CAMO o1 dapMauceTHTE,
HO 1 OT BCHIKN SXPABKH TROGECHOHRTHCTH & JAALUKHTCIHO YCIORHE 328 PCANHIHPINE A CTPATErNATS
3 JHMWTRNHS TPRRCOPMELHE HA GRITADCKOT] UIPRIEONasEane.

KAI0R08K OpMUS KGMPEIREHYUN, D2 WmaTRY SOPASHYL WHCMPYMEHms, papmaieemu, Buicapun

24



Hapgs BeneBa/OooKymeHTM 3a yyacTme B KOHKypC 3a 3aemaHe Ha Al ,Mpodecop”/OB 6p. 38 o1 24.04.2026 1

r8.8. Benesa H. OueHKa Ha 34paBHU TEXHONOTMMU MNPU AUTUTAAHM 3APABHU MHCTPYMEHTU -
cneundUyHM 0cobeHOCTM U METOA0NOMMUYHN NpeansBMKaTencTea B bbarapus, B: C60pHUK aoKnaau
oT lWecta HayyHa KoHdepeHums Ha BHOO3 "ObwecTBeHOTO 34paBe: NpeausBMKaTeNCcTBa npes,
3apaBHaTa cuctema", ISBN 978-954-756-335-3, U3a, ueHTbp Ha MY-TMneseH, 2023 r., cTp. 398-406

HEALTH TECHNOLOGY ASSESSMENT OF DIGITAL HEALTH TOOLS -
CHARACTERISTICS AND CHALLENGES IN BULGARIA

Nadia Veleva
Faculty of Pharmacy, Medical University - Pleven

Abstract

Introduction: Following from the technological progress and digitalization of health care in the last
decade. innovative bealth technologies, including digital health tools (DHTS) are becoming increasingly
important m heaithcare delivery. New technologies are among the main reasons for the ever-increasing
healthcare costs and the unprecedented challenges for the govemnments related 10 meeting the
population's health needs. Hence, cxploring health technology assessment (HTA) of DHTSs, which
currently is not implemented in Bulgaris, becomes extremely refevant.

Aim: To analyze the specifics of health technology assessmenl of digital hecalth tools and discuss
ymportant issues related to current assessment methods and fiture implementation in Bulgariz.
Material and Methods: Analvtic study bascd on literature review and content analysis of HTA
guidelines and Bulgarian HTA legislation were performed. Specifics of HTA of DHTS were anzlyzed
through determining the characteristics of the object of analysis.

Resaults and Discussion: Various types of digital health tools were identified. Specific features of HTA
of DHTs, as well s the challenges for its future implementation in Bulgaria, were discussed. The issues
of variety and rapid development associated with DHTs were mghlighted.

Conclusion: There are important methodological issues of HTA of DHTSs determined by the object of
analysis that should be taken into consideration both in the process of assessment and apprasal of ~DH"[5.
Good world practices and methodology should be followed for future implementation of HTA of DHTs
in Bulgaria.

Key words: health technology assesyment. digital health tools, methodology, Bulguria
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r8.9. Bekos T., [xkambazos C., BeneBa H., Mutes M., MNpeaun3sukatencrtsa npes MKOHOMUYECKUTE
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CHALLENGES TO THE ECONOMIC EVALUATION
OF MEDICAL DEVICES IN HEALTHCARE -
AN ANALYSIS OF THE SPECIFIC CHARACTERISTICS

T. Vekov', 5. Dzhambazov!, N. Veleva', M. Mitev?
'Medical University — Pleven

NHAT _Heart and Brain®— Pleven

Abstract. The aim of the presented study is to carry out an analysis
and synthesis of the methodology for evaluating the specific characteristics
of medical devices in EU countries with the aim of developing good practices
for the economic evaluation of medical devices in Bulgaria. The database
search and analysis of identified publications on the topic shows that in
the context of health technology assessment for informed reimbursement
decisions, there are fundamental differences between medical devices
and medicinal products that are methodological challenges. These
include methods for assessing the leaming curve, incremental innovation,
dynamic pricing, and organizational impact of innovative medical devices.
Two approaches can be used to assess the leaming curve and experience
of medical teams — a modified difference-in-differences cost-effectiveness
methodology and an analysis of observational real-world data clinical
practice. Measurements of incremental innovations in medical devices
are based on the impact and implications of their application. Cost-
effectiveness is a convenient measure for simultaneously assessing
health outcomes and costs, and categories of medical device innovation
based on average cost-effectiveness have also been proposed. A dynamic
cost-effectiveness model is applicable to predict the dynamic pricing of
medical devices. In the dynamic model, the uptake and distribution of
the medical device is reflected in costs for each period or cohort, but no
weighted average of incremental costs and effects is used. To evaluate
the organizational impact of medical devices, it is appropriate to use the

methods of multicriteria decision analysis, based on the evaluation of
alternatives according to pre-selected criteria with relative weights.

Key words; health care, health technologies, economic evaluations/specific
characterisfics
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THE ASSESSMENT OF THE RELATIVE EFFECTIVENESS

OF MEDICINAL PRODUCTS ~ A POSSIBLE APPROACH FOR
HEALTH TECHNOLOGY ANALYSIS IN THE EUROPEAN UNION
T. Vekov, N. Veleva, S. Dzhambazov

Faculty of Pharmacy. Medical University — Pleven

Abstract. Relative effectiveness assessment (REA) can play a key
role in Health Technology Assessments (HTAs) in each EU country and in
making reimbursement decisions by payers. The purpose of the study is,
based on a review and analysis of the methodology for the application of
REA in European countries, to introduce the possibility of developing a unified
technology for REA at the EU level and transferring the data without adapting
to the needs of local HTAs of health technologies. As a result of the analysis
of the studied scientific publications, it can be pointed out that the data used
in the assessment of the relative effectiveness are the results of therapeutic
efficacy and safety of the conducted randomized clinical trials. These data are
used without adaptation in the authorization procedures in all EU countries,
as well as for the European consensuses and recommendations for disease
treatments. Therefore. as long as the data used in the relative efficiency
assessment are applicable in all EU countries without further adaptation
during their transfer, then the REA results should also be valid in all countries
under the same conditions. This creates an opportunity for European health
policy to introduce a unified approach to health technology assessment with
a centralized procedure where REA outcomes expressed in quality-adjusted
life years (QALYs) can be assessed at European level by a specialized body
and be applied in all countries without adaptation, while the calculation of
added costs and profitability is a local process for each country. In this way,
the results of health technology assessments in all EU countries can be more
transparent, more credible and comparable.

Key words: reistive efficiency assessment/unified technology. European Union,
health technology assessmen!
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ITVEIHYHH TTOTHTHEH be Vohlme 13/ Number 2 Apnil 2032

H3MEPBAHE HA PEFYITATH B 3TPABEOITASBAHETO

Hazs Beaesa', Meanumsckn vEHEBEpcHTET — IleBen

Pesrnie
IMTeama Ha cmamusma € 0a Os0am nPademaseril cCHENUMINHIME aCo0eH ocmIl Ha LEZMEPSAHEmO H
PEVTMAMUME 6 30pAseonazsanems 1 da 8 obchdam MemOdGIosHNHIINE APedUISUKTNETCIES,
CEBPIANN ¢ MLAVHAMA NKOHOMUNECKT OEHKA
Mamepnan u semodn
Hmipaseno @ aHOILMUNHO W3CTECEaHE HA OO3aMa Ha IUMEpanpen o030p U KOHMEHM dHATHT HA
MEmoditerkl PeNosodcHEa 3 UKOHOMUNECKT ONeHka Ma FODasHi Mpospani. AnatEupaui o
OCOBSHOCMIMNE U MPeJIZSUKAMEICMEIMA Hd  UIMEPSAHSMo  HA  PESVTAMUMmE 8
FdpaseonazsaHeme.
Pesyvamanm n efcvicdane
CLUcmeMamusUpani €d ¥ ca aRAEUDAHL HAYUHIONE 30 NeHUEUYLPAHE, USMEDEARE 1 OYSHASTHE
HA FOPASHUME PEIVTMAMU — am MadUNUHCKT 218dHa MoNka (3dpasHi nodebperir) U & napuyHl
eduHuyl.  CHeylaTHO SHIMANIE ¢ OMOETEHo HA SLHPOCcd 30 ChHOCMOSUMOCHING H PaziiyHIme
wzmepumet. Ovsen afcomMomHama cHolHoOmM Ha 30pasemo, ©a pazsnedaHi N HOYNRLIME 30
EHKT HA HPOUISCOCMSEHIME ROTSH O SPBIYAHEMS HO XOPamd HA Passcmd, § Pesvamam Ha
ELICIHAROSEHOMO 30Pase.
InrTHOUSHIIE
Hamye ca cbiyecmesHl MEModolosiyHy OCODEHOCHU HA UZMEPSAHSIMO HA PEIVTMAMUME £
FAPAGEONAISAHEND, NPOUIMIMAI oM CHENUOUKAMA HA odexma HA aHamEa. Tesn ocodeHacmu
MpRosd da Oboam ChoDPIIASAHN, KAKMo & MPOYera HA MPOsEXdTOaHE HA NROHOMINECKUME ONERKM &
FipaseonaseaHema, Maka I HPU S3EMAHEND RA FOPASHONMOTUMINECKY PEUIEHIT, BazUPaHy Ha Mezu
ONEHKN, 30 &a Ovde NodofPeHa ebermUSHOCHMA Ha CHCTHEMIMA.
Kawupsu d1mn: uKOHOMUNECKD OYEHKT, PEIVINAMY & 30PaseonassaHans, EMEDEaHs
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r8.12. Bekos T., Benesa H., iparaHoBa M., Kones XK., S1P peuentopHn moaynatopu 3a nNe4YeHme Ha
NPUCTBIHO-PEMUTEHTHA PopMa Ha MYATUMIEHA CKIEPO3a — MKOHOMMUYECKM MPENKOB MeTaaHasns,
Hesponorusa u ncuxuatpusa, 2022, 53 (1), 3-16, ISSN 1311-6584

S1P RECEPTOR MODULATORS FOR TREATMENT OF
RELAPSING-REMITTING TYPE OF MULTIPLE SCLEROSIS -
ECONOMIC NETWORK META-ANALYSIS

I. Vekov', N. Veleva', M. Draganova?, Zh. Kolev?
'Faculty of Pharmacy, Medical University — Pleven
“Faculty of Public Health, Medical Universify — Pleven
“Faculty of Pharmacy, Medical University — Varma

Abstract. Multiple sclerosis is the most common demyelinating disease,
in which the insulating sheath of nerve cells in the brain and spinal cord is
damaged. This impairs the ability of parts of the nervous system to transmit sig-
nals, leading to a number of physical, mental and cognitive problems. Current
treatment of the target group of patients with relapsing-remitting form of this
dizsease includes the use of drugs from the group of sphingosine-1-phosphate
(S1P) receptor modulators — ponesimod and fingolimod. The aim of this study is
to model local data on long-term costs and health benefits of alternative health
technologies for the treatment of patients with relapsing-remitting multiple scle-
rosis in order to decide which therapy has a higher therapeutic efficacy and
cost-effectiveness. Material and methods: Model inputs were measured and
evaluated as clinical endpoints in the OPTIMUM and TRANSFORMS multi-
center randomized frials. Therapeutic alternatives were indirectly compared by
network meta-analysis. Conclusion: The findings show that in the group of S1P
receptor modulators for the treatment of patients with relapsing-remitting multi-

ple sclerosis ponesimod is not a cost-effective therapy compared to fingolimed,
despite its therapeutic superiority. The main reason is the higher price of po-
nesimod, which determines the unfavorable ratio of additional costs and health
benefits, exceeding the threshold of cost-effectiveness, equal to three times the
gross domestic product per capita in Bulgaria in the previous year. In order to
achieve the target cost-effectiveness, the ponesimod marketing authorization
holder must provide the payer with a price discount of at least 11%. A proba-
bility analysis of susceptibility revealed a 38% chance that ponesimod was a
cost-effective therapy compared to fingolimod. Economic analysis reveals that
51P receptor modulator drugs are therapeutically effective and cost-effective
therapies in patients with relapsing-remitting multiple sclerosis compared to di-
hydroorotate dehydrogenase inhibitors, such as tenflunomide.

Key words: relapsing-remitting muftiple sclerosis, 51F recepfor moduwiators, cost?
effectiveness analysis
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r8.13. Bekos T., HapayeBa E., Cupawka 1., BeneBa H., Kones XK., MKoHOMMYECKM aHanM3 Ha
TepaneBTUYHUTE aNITEPHATUBM 32 JIeYeHUe aBaHCUPan HeapebHOKNETbYEH KapuMHOM Ha benna apob
¢ KRAS G12 myTauusa, MeamuMHCKU MEHUOMKMDBHT U 34paBHa noautuka, 2022, 53 (1), 15-29, ISSN
1312-0336

ECONOMIC ANALYSIS OF THERAPEUTIC ALTERNATIVES FOR
THE TREATMENT OF ADVANCED NON-CELLULAR CARCINO-
MA OF THE LUNGS WITH KRAS G12C MUTATION

T. Vekov', E. Daracheva’, P. Sirashka’,

N. Veleva', Zh. Kolev’

'Faculty of Pharmacy, Medical University — Pleven
*Facullty of Public Health and Heaith Care,
University ,A. Zlatarov " — Burgas

*Faculty of Pharmacy. Medical University — Vama

Abstract. As a result of the increasing therapeutic options for the treat-
ment of adult patients with advanced non-small cell lung carcinoma (NSCLC)
with KRAS G12C mutation after failure with at least one prior therapeutic line,
the available alternative health technologies need to be evaluated in terms of
comparative therapeutic efficacy, safety and costs efficacy. For this, a cost-ef-
fectiveness analysis of health technologies is applicable. Current treatment of
the target group of patients with advanced NSCLC KRAS G12C and disease
progression after at least one prior line of systemic therapy includes the use of
sotorasib as monotherapy, nintedanib in combination with docetaxel or atezoli-
zumab in combination with bevacizumab, paciitaxel and carboplatin. The aim
of the study is to model local data on long-term costs and health benefits of
alternative health technologies for the treatment of the target group of patients
with NSCLC KRAS G12C in order to decide which therapy has an advantage
in terms of therapeutic efficacy and cost-effectiveness. Material and methods.
The input data in the model were measured and evaluated as clinical endpoints
in the multicentre randomized clinical trials CodeBreaK 100, Lume-Lung 1. IM
power 150 Therapeutic alternatives were indirectly compared by network me-
ta-analysis. The strengths of the model used are that the input data are the
result of multicentre clinical trials. Additional strengths of the analysis are the
use of network meta-analysis and indirect comparison of different alternatives
which increases the external validity of the results obtained. However, the mod-
elling of data on health benefits and costs after the end of clinical trials creates
some uncertainty about therapeutic efficacy and long-term safety. Results. The
simulated long-term efficacy resuits were included in a network meta-analysis
and the applicable altemative therapies for the target group of patients with
NSCLC KRAS G12C were indirectly compared. The use of meta-analysis and
indirect comparison was applicable and appropriate due to the common alter-
native in the control groups of clinical trials — chemotherapy. The results of the
current analysis of health technologies for the treatment of patients with NSCLC

KRAS G12C are confirmed by the results of evaluations of the same technolo-
gies conducted in Mexico, Portugal and the United States. The conclusions of
the presented analysis are. (1) Sotorasib is not a cost-effective therapy for the
treatment of patients with advanced/metastatic NSCLC KRAS G12C mutation
who have failed with at least one targeted therapy compared to atezolizumab or
nintedanib in combination with chemotherapy, (2) Despite its therapeutic supe-
riority, sotorasib is too expensive to meet the cost-effectiveness threshold, rep-
resenting a threefold increase in gross domestic product per capita in Bulgaria
for the previous year. (3) It is necessary for the marketing authorization holder
to grant the payer a discount of at least 37% on the price of sotorasib in order to
achieve an acceptable cost-effectiveness that is proportionate to the improved
therapeutic efficacy.

Key words: advanced/metastatic non-small cell lung carcinoma, KRAS G12C
mutation, current therapies, sotorasib, nintedanid, docetaxel, atezolizumab. bevacizum-
ab, paciitaxel, carboplatin, health technologies/evaluation, cost-effectiveness analysis
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ENFORTUMAB VEDOTIN 3A TEYEHWE HA ITATTHEHTH C YPOTEJIEH
KAPITHHOM CJIET HEVCIIEX C PD-1/PD-L1 HHXWEHTOP - AHATH3 HA
ESERKTHEHOCTTA HA PAIXOTIHTE
Tonn Bevios®, Marpema Jpazanesa’, Hada Benesa’, Enena Japauesa’, Banenmuna Benuesa’, Kueno Kones”
'Emmen no gapmmpes, Meduyunon yrusepcimen — Ilesen
*dmymmem no ofupecmseno 30pase, Medwpmcru yHusepoumen — [nesen
*dmcymmem no ofiupecmseno 30pase 1 sopasku zpuxcy, Viusepeumen | Ipogh. A Saamapoe ™ — Bypaac
‘Eemgymmem ,, Sapumyus”, Meduyunoru yrnsepeimem — Bapra

ENFOETUMAB VEDOTIN FOR THE TREATMENT OF PATIENTS
WITH UROTHELIAL CANCER AFTER FATLURE OF THE TREATMENT
WITH PD-1/PD-L1 INHIBITOR—COST-EFFECTIVENESS ANALYSIS
Toni Vekov?, Makreta Dvaganeva’, Nadia Veleva', Elena Daracheve®, Valentina Belcheva®, Fivko Kolev'
Faculty of Pharmacy, Medical Universin—Fleven
*Faculty f Public Health, Medical University—Fleven
*Faculty of Public Health and Health Cave, , Proft A Zatarev” University—Burgas
“Faculty of Pharmacy, Medical University of Tima

PE3HOME

Bueedenue: Paxbm Ha nuxoysus mexyp (biadder cancer, BC) e cped Ral-yecmume anokayecmaeny 3abo-
SASAHLA 8 WHAYCMPUATHD DEFSWMUME cmpaHy. Jadonsesmocimima o BC Rapacmes © Sh3paciima U e mosmL
3 mumu No-Yecma Npu MEXEMEe, IMKGINoMo fpy sequmes. Tepanuama Ha BC npu se3pacmyy NaUUSHmU ¢
SOKaMHT aSaHCUDENT WY Memacmasupan BC, koumo npedu mosa ca NomyYasany XuMUNTepanus, Cedbpxa
mramuds o PD-1/P0-LY urxubumop, Usuckss skmoeare Ha enforfumab vedolin (EV) wnu xusuonmepanus,
Gaaupans Ha docetaxel wiy paclitaxel.

Uen: [a ce uzebpuy ModenupaHe Ha nokanniu danHu 38 paaxodu u 30paeHl mon3y 8 JuTe0cpoyeH nnaH
QM ADLTONEHUSIMO Ha AMMepHamUusHUWTE 30pasHy MeXRoNceUl 3a NeYeHue Ha nayuermu ¢ BC, 3a da cs
E3SME DELUEHLIE KOF IMEPAanUT UMa MDeUMYLLECITIED KITHOCHD ChOMHOWEHUSMC HE MepanesmuyHama egu-
KACHOCITT U egheRMUSHOCITNTIA HE Pazxodums.

Mamepusan u memodu: Bxodnume AarAU 8 UZNOTISaHUS NDOSHOCITIUNER MOJST C8 UaMEpeHL U DUERSHU
KEITIO KITURLNHL KOaOHY MOoYKD § MAOS0LEHMDOSHM0 paHdoMUSLDEHD KTUHLNAD uanumsane EVI30H. Mode-
Nupasdume dannd 2a Opdewu 30pasHy Nomad U padxody cned Kpas Ha KNURLHHOIMO USTWTeaHe 08 OCHDSasam
Ha Moden Ba Mapikos ¢ mpu 30pasHU ChOMORHLE, e0RD oM Kouwmo abcopdupaiyo.

Hagodu: Benpery MepansamuyHIme ou mpesnaxadome, enforfumab vedolin & CRasHERLS © XLMUome-
panus (docetaxel, paclitaxel) He e paaxodro egexmuasH Modxod 38 NEYSHUS HA MaLUSHTU C VDOIMened Kap-
yuHoM cned Heyonex o PO-1/PD-L1 wixuSumopy. EQurcmesHama npuYLHa 38 Mosa & Mekpos SLUCOKama My
Yy=Ha. CMolHOCMIME HE8 CROMHOWEHUEMD HE SoMRIRUMETHLME pasxody U 30paaqy nomsy Ha enforfumab
vedofin & oxono 659 000 ns QALY u 3Hnayumenyo HadsuLLasa npaaa 38 eqiexmusHocm He pasxodume (ICER
=50 000 ns/QALY), Kodmo oe PasHASE HE MPUKDEMHD VasTuyeHUR 60YMEH SEMDSIWSH MDodVEM HE YOSSK 0m
HaceneHuemo 8 brnzapun 3a npedxodrama 2oduHa.

Knroyosu dymu. pEK HE NUKOYHUA MeXyIMIoKSMHO S83HCUDEN WU MemacmazupanHoey mepanuu, enforfumab
wvadofin, xumuomepanuaidocefaxel uny paclifaxel, ananus paaxodfetermusHocm
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FIRST-LINE IMMUNOTHERAPY FOR THE TREATMENT
OF PATIENTSWITH ESOPHAGEAL CARCINOMA ~
A COST-EFFECTIVENESS ANALYSIS

T. Vekov', N. Chilingirova’, N. Veleva'
'Faculty of Pharmacy, Medical University - Pleven
*Faculty of Medicine, Medical University — Pleven

Abstract. The aim of the study was to perform local data modeling of
costs and long-term health benefits of alternative health technologies for im-
munotherapy in patients with esophageal carcinoma to decide which therapy
has an advantage in terms of therapeutic efficacy and cost-effectiveness. The
Inputs data of the model are the measured and evaluated clinical endpoints in
the multicenter randomized dlinical trials Keynote-590 and Check-Mate-648.
Therapeutic altematives were indirectly compared by network meta-analysis
The performed analyzes show that a combination of immunotherapy with
chemotherapy compared with chemotherapy alone, although it has thera-
peutic superionty, is not a cost-effective approach as a first-line treatment for
patients with locally advanced or metastatic esophageal carcinoma because
of its high cost. Incremental cost-effectiveness ratio of additional costs and
additional health benefits of immunotherapy (pembrolizumab/chemotherapy:
nivolumab/ipilimumab; nivolumab/chemotherapy) varies in the interval BGN
294 700/QALY-BGN 673 400/QALY and significantly exceeds the cost-effec-
tiveness threshold (ICER < BGN 50,000/QALY), representing the threefold in-
crease in gross domestic product per capita in Bulgaria for the previous year.
The cost-effectiveness analysis in the immunotherapies group alone found
that pembrolizumab/chemotherapy was not a cost-effective therapy com-
pared to nivolumab/chemotherapy and nivolumab/ipilimumab, while nivolum-
ab/chemotherapy dominated nivolumab/ipHimumab with improved therapeu-
tic efficacy and low cost for a one-year therapeutic course.

Key words: esophageal carcinoma, immunotherapy, cost-effectiveness analysis
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ANALYSIS OF THERAPEUTIC EFFICACY AND THE COST
EFFICIENCY OF ESKETAMINE FOR THE TREATMENT
OF PATIENTS WITH MAJOR DEPRESSIVE DISORDER

T. Vekov, N. Veleva, H. Lebanova, M. Draganova

Maedical University - FPleven

Abstract The aim of the study was 1o model local long-term data on the
costs and health benefits of akernative health technologies for the treatment
of patienis with major depressive disorder (MDD) in order to decide which
treatment benefits from the therapeutic efficiency and cost-effectiveness. The
inputs to the mode! were the measured and evaluated ciinical endpoinis in the
randomized multicenter dlinical trials TRANSFORM-1. TRANSFORM-2, and
TRANSFORM-3. The model included all possible health states, reflecting the
course of the disease, and provided all the probabilities of transition from one
health state to another The time horizon of the model was lifelong. Costs and
benefits were discounted by 3.5% per annum. The chosen perspective was
the point of view of the third party payer The modelling was performed using
the Tree Age Pro Healthcare software product, A cost-effectiveness analysis
of alternative health technologies designed 1o treal patients with MDD was
performed. The incremental ratio of additional costs and addtional health
benefits of the studied allernative therapies was calculated Deterministic and
probabilistic sensitivity analyses were used to assess uncertainty, The data
from the analysis show that esketamine is not a cost-effective line of therapy
compared to standard therapy with oral antidepressants in the treatment of
major depressive disorder, because, despite the therapeutic superiority, the
to0 higher price of esketamine leads to a significant excess over the cost-
effectiveness threshold (ICER = BGN 50,000/QALY). In order to reach the
cost-effectivaness threshold, the marketing authonzation holder needs 1o
reduce the price of esketamine by at least 50%. when negotiating with the
payer.

Key words: mayor deprossve disorder, therapeutic strategies, cost-effectiveness
analyss
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r8.17. Bekos T., AparaHosa M., BeneBa H., Bnaxosa M., PD-1 nHxubutopu B KombuHauua c VEGF
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WKOHOMMYECKN aHanu3, MeguuMHCKM MEHUOMKMDBHT U 34paBHa noauTuka, 2021, 52 (2), 3-13, ISSN
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PD-1 INHIBITORS IN COMBINATION WITH VEGF

WITH INHIBITORS FOR TREATMENT OF PATIENTS
WITH METASTATIC HEPATOCELLULAR CARCINOMA:
AN ECONOMIC ANALYSIS

T. Vekov, M. Draganova, N. Veleva, M. Viahova
Medical University — Pleven

Abstract The aim of the study was to model local cost-benefit data of
alternative health technologies for the treatment of patients with metastatic
hepatocellular carcinoma (mHCC). The input data to the model were the
measured and evaluated clinical endpoints in the randomized multicenter
clinical trial IMbrave 150. Modeling data for future health benefits and costs
afler the end of clinical trials using the Markov model with two health states
and one absorbing state took piace. Input data in the model were the primary
and secondary endpoints in randomized multicenter trials identified and
measured as overall survival, progression-free survival. level of objective
response, Ume o disease progression, response duration and adverse
events. The time honzon of the model was lifetime. Costs and benefits were
discounted at 3.5% per annum. The chosen perspective was the point of view
of the payer. The modeling was performed using the Tree Age Pro Healthcare
software product The conducted costeffectiveness analysis included calcula-
ton of the incremental ratio of the additional costs and the additional heaith
benefits of the studied alternative therapies. Deterministic and probabilistic
sensitivity analyses were used to assess uncerainty. In conclusion, atezoli-
zumab in combination with bevacizumab is not a cost-effective treatment
compared to sorafenib despite the demonstrated therapeutic superiority due
to the very high cost of a therapeutic course. A probabilistic sensitivity analy-
sis revealed an 18% chance that atezolizumab/bevacizumab was a cost-
effective therapy compared to sorafenib To achieve the cost-effectiveness
threshold, the marketing authorization holder of atezolizumab and bevac:-
zumab needs to reduce the cost of a therapeutic course by at least 27%.

Key words: metastatic hepatocelilar carcinomaltherapy. alfamative health fech-
nologies, sterolizumah/devacizumsb, sorafenit. cost-effectiveness analysis
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ANDROGEN RECEPTORS INHIBITORS FOR TREATMENT

OF NON-METASTATIC, CASTRATION-RESISTANT PROSTATE
CANCER - COST-EFFICIENCY ANALYSIS

T. Vekov, N. Veleva, M. Draganova, N. Chilingirova

Medical University — Pleven

Abstract The aim of the study was to model local long-term cost-benefit
data of alternative health technologies for the treaiment of patients with non-
metastatic. castration-resistant prostate cancer (nmCRPC) and to make an
indirect comparison based on a network meta-analysis. Input data into the
model were the measured and evaluated clinical endpoints in the randomized
SPARTAN and PROSPER diinical trials. Indirect comparison is possible due
to the presence of a common therapeutic alternative in the control groups of
the tnals. A Markov model was used with two health states and one absorbing
state. The time horizon of the model was lifetime. Costs and benefits were
discounted by 3.5% per annum. The chosen perspective was the point of view
of the third party payer. The modeling was performed using the TreeAge Pro
Health Care software product. The results suggest that apalutamide in combi-
nation with androgen-suppressing therapy is 2 therapeutically effective and
cost-effective treatment compared to enzalutamide and androgen-suppressing
therapy in patients with non-metastatic, castration-resistant prostate cancer. A
probabilistic sensitivity analysis revealed a 75% probability that the value of
the cost-benafit ratio would be below the cost-effectiveness threshold of three
times the gross domestic product per capita in Bulgaria for previous year,

Key words: prostate cancer/non-metasteic, castration registant, endrogen-
suppressive therapy. apalutamide, enzalutamide, cost-afficiency analysis
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AHAJIA3 HA PASXOJHATA EGPEKTUBHOCT HA TPUHKOMITOHEHNTHHTE
TEPITHH C DARATUMUMARB 3A JTEYEHHNE HA MAITHEHTH C PEITHTHBUPAT
PE®@PAKPEH MYJITHILIEH MHEJIOM
T. Bexue', X. Jlebanoed’, H. Benesd’, B, beaveea’, XK. Konee', M. Braxosa®
Daxyamem ,, Gapmaus ', MY = [Tiesen
“axyamem , Gapwayus ', MY — Bapua
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ANALYSIS OF THE COST=EFFECTIVENESS OF THREE=COMPONENT
THERAPIES WITH DARATUMUMARB FOR THE TREATMENT OF PATIENTS
WITH RECURRENT REFRACTORY MULTIPLE MYELOMA

T. Vekov, H. Lebanova’, N. Veleva®, V. Belcheva’, J, Kolev', M. Viahova®

Faculty of Pharmacy, MU= Pleven
2 Faculty of Pharmacy, MU = Varna
Faculty of Medicine, MU— Pleven

PE3IOME

Mynmunnerusm susnom (MM) e udeanuduzupauo anokevecmseno sabonseade. [pedcmasnsies
B-knemu4Ha Heonnasus, acazawa uMyHoenoGynuH=npodyyupaume NNasMamuYny Knemsu U e amopomo
HEO-YECMOo CRELUBHO INOKEHECIMSEHO XEMaMQIOBUNHO 3abonseare. Llenma Ha uacnedeaHemo e 0a o8 Uagbpuut
modenupaqe Ha noxanku danHu 3a pazxodu U 30paenu noniu 8 JLI20CHCNeH NNas Ha anmepHamueHume
30PE6HU MEXHQNOZUU 38 NENEHUE Ha NayUeHmu ¢ peyudusupauypedgpaxkmeperd MM (RRMM) u peanuzupare
HA KOCBEHOD cpaanenue, Basupano Ha mMpexos Mmemaaranus. Modenupasu ca danku 2a Ghdewdl 20pasHl Nonau
U paIX00U CNeo KPas Ha KNUHWMHUME usnumearus POLLUX u CASTOR ypes moden Ha Mapkos ¢ 08e 30pasHL L
Q0HO aBeCPBUPALIO CLOMOAHLS, B MOJeNa ca XMoNeHU BCUNKL EL2MONHU 30PASHU CLOMOANUA, CIMPAaIAeaUL
xo0a Ha sabonseaHemo U ca npedsuderu BCUNKU GepOsSMHOCTIY 23 npexod om e0HO 6 dpyeo 3dpasHo
chemosHue, Bxooswume SanHu 8 Modena ca NbPpeuNHUME U BMOpUYHUME KpadHu moyKu & paHdomusupasume
MHO2OUENMPOBU U3NUMGaHUS, UGeHmUudUIUPaNU U UMepenl xamo npexusseMocm 683 nNpospecupaHe Ha
3abonseaHemo, apeme 9o NPOEPECcUPEHE HA 2a60NABAHEMO, MHOZ0 G0EbD YaCIMUNEH OME0S0M, MURUMENHO
ccmamuyio 3abonaeare, obwja NPexUEABOCM U NPOAbIKUMENHOCM Ha 0M20eopa. BpemMesusm XopuaoKm
Ha modena e do xusom. Pazxodume U nanaume ca duckosmupanu ¢ 3, 5% zoduwHo. Mabparnama neponeximuesa
e 2nedKama moyxa Ha mpemama cmpana nnamey, Medenupasemo e U3gLPLWEeHD ¢ NOMoWMa Ha codmyepen
npodykm Tree Age Pro Healthcare. (lposeden € ananui Paxod/ehexmusHoOGM U KOCEEHO CDEBHEHUE,
5a3upanHo Ha MPEXOE8 MOMAAHANU3 HA anmepHamuUeHUmMe 20PasHU MEXHeN02UU, NPECHAHAYEHU 38 NEYEHUS
Ha nauyuesmu ¢ RRMM. M34ucneHo e UHKpeMEHMAaNHOMO CHOMHOWEHUE Ha OOMbNHUMENHY paaxodu u
JONBAHUMENHL 30pagHU NOMAU 2a UCNE08anUIMe anmepHamueHy mepanuu. 2a oUeHAGaHe Ha cuzypHocmma
Ca U3NoN38aHlu GemepMUHUCIIUNeH U SE6POAMHOCMEH &Hanu3 Ha wyecmsumensccmma. [lonyyenume
pe3ynNMAamu 1oKazgam, +e mpuxoMmnosedmyama mepanus daralumumabdenalidomide/dexamethasone He
€ paxoono eghexmueHa Mepanua 6 cpaeHenue ¢ lenalidomide/dexamethasone u daratumumab/oriezomib/
dexamethasone 3a feNEHUe Ha NayueRmu ¢ PeyuiusUNan/pebpaKmeper MyNmunies MUenoM ebnpexu
GeMOHCMPUDEHOMC MEPaneemuUYHO NPeewaxodomeo, nopadu mebpde sucokama UeHa 3a mepanesmuyen
kype. CmodHocmma Ha CHOMHOWEHUEMO Ha DOITLIRUMENHUME Pasxodu u 30pasHu nanzu Ha daratumumab/
lenalidomide/dexamethasone e cpaesenue ¢ MEPaNneemMuUSHUMEe anmepHamuey 3Ha4uUMEnNo HadsLwaea
npaza 38 eghekmusHoOCM Ha pasxodume, koumo e ICER < 50 000 ns QALY 3a da bude nocmuzHam npasem
Ha edhexmuaHocm Ha pasxodume e Heobxodumo npumexamenam Ha pazpewexuemo 3a ynompeba Ha
darafumumab 0a Hamanu yerama My Hali-manko ¢ 6,25% & Nnpousca Ha NPe2psopu ¢ fnameya,

Kmovoeu dymu: peuudusupauypedpakmepeH MynmunneH Muencs, mepanus, akanua paaxod/epexmusHocm
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r8.20. Bekos T., LlaHoBa [l., BeneBa H., KAnHM4YHa n pasxoaHa epeKTUBHOCT Ha anTepHaTUBHUTE
AHAPOreHNoTUCKALM Tepanun 3a NeYeHne Ha MeTacTaTUYeH XOPMOHOYYBCTBUTENEH KapLMHOM Ha
npocTaTata, MeauUMHCKM MEHUAXKMBHT U 34paBHa NoanTuKa, 2020, 51 (1), 13-22, ISSN 1312-0336

KNUHWYHA U PA3XOHA EQEKTUBHOCT HA ANTEPHATUBHWUTE
AHAPOIEH-NOTUCKALLIM TEPANWW 3A NEYEHUE

HA METACTATWUYEH XOPMOHOYYBCTBMTENEH KAPLUUHOM

HA NPOCTATATA

T. Bewos', A. ianoea®, H. Beneea'

;wa«ymnem no hapmayus, MY — Mnesen

“Wakynmem no oblecmeexo adpase, MY - [ineeen

Peziome. Lien Ha nicneasanero € MOASNMPaHe HE NOKANHI AaHHW 33 Pa3-
XOAM ¥ ANPABHW NONIN HA ANTEDHATUBHWUTE AMAPOTEN-NOTUCKALLM Tepanuw 33
NEYSHUE Ha METBCTATHHEN XOPMOHOMYBCTBUTENEH KapuMHOM Wa npocTarara
(mMHSPC) u peanusnpase Ha xoceeno cpasHeHme, B33UPaHO Ha MPEXOS MeTaa-
HanWa. BxOgawnTe AamHn 8 MOASNA CA MIMEDEHN 1 OLIBHEHM KITMHINUMIM KPSAH
TOMKM B PAHOOMUSHPEHWMTE MHOMOUEHTPOBY UanuTeaxua ARCHES w ENZAMET.
Peayntamure nokasear. ye enzalutamide (ENZ) n abiraterone (ABI) 8 xomBusa-
UMA C aHAROTrEN-NOTUCKELLE TEDANUSA HE C3 PASXOAKO BDEKTUBHU B CPaBHENWS ¢
SHAPOrEH-NOTHUCKALE TEPENUA CAMOCTOATENHO WNK B KOMDUKAUMA C XMMWOTS-
panuna (docetaxef). Bbnpexs TEpanesT™UHOTD NPesLaxoacreo Ha ENZ u ABI,
TELRAE BUCOKATE LUeHa 38 NOAUUIHE Tepanws Boan Ao cTowHocTy Ha ICER, sapw-
paum B gopepuTensH uktepsan 74 DD0-158 300 ns/QALY, koWTD 3HaYNTENHO
HAABMLLIZEAT NPara 33 eesTMBHOCT Ka pasxoaurte. ENZ & cpaguenne ¢ ABI, ¢
AReTe B xOMEHHAUMA C BHAPOMeH-NOTHCKALLA TEPANKUA, 8 DAIXOAHO EeKTUBNS
TepamuA 3a nevenne Ha mMHSPC (ICER 8800 ne/QALY). Coalumst nasog moxe
Aa Guje wanpased U 33 KOMOUHALIMATE XMMUOTEDANUR W aHAPOIEH-NOTHCKALLE
TEPaNUA B CPEBHEHWE ChC CAMOCTOSITENHOTO NPUNOMENWE HA aHAPOreH-
NOTHCKALLE TEPANKMA. PEIyNTaTvTe OT HALLETA OUSHKA KA JAPEBHKTE TEXHONOIMK
38 NeYeHNEe Ha BBIPACTHY NaumeHTH ¢ mHSPC ce notewpxaasar o1 pesynramm-
T OT OLUSHKUTE HE ChillMTs TeXHONOMW, NposeaeHn 8 bpasunua n CALLL

Kimoyosu Oymis: wemacmamuNer XOPMONOSYECISUMEeNneN KAPLUUHOM K8 npoc-
Mamama, ancpoeen-NOMUCKALIL MEDAINII, BNANUS Pa3XOd/BMeKMUSNOGT
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r8.21. Bekos T., BeneBa H., [lparaHoBa M., UKOHOMMYECKM aHANN3 Ha TepanuuTe 3a ieyeHue Ha
BMCOKOAKTMBHA MNPUCTbNHO-PEMUTEHTHA Qopma Ha MyATUNAEHa CKaepo3a, Hesponorva u
ncuxuatpus, 2020, 51 (1), 3-15, ISSN 1311-6584

( OPUTMHAJIHU CTATUMN
L ORIGINAL ARTICLES

WKOHOMWYECKW AHAINMWUS HA TEPAMUWUTE SA NEYEHWE
HA BUCOKOAKTUBHA NPUCTBMNHO-PEMWTEHTHA ®OPMA
HA MYNTUNNEHA CKNEPOSA

T. Bexos', H. Beneea', M. fpazaHosa’
’maxynmem no ¢ghapmauud, MY — lNnesex
EcIJaKynmem no aflecmeeHo adpase, MY — lMNnesex

Peazlome. Llen Ha M3cneaBaHeTo e MoOOenupaHe Ha NMOKANHW OaHHW 33
pasxodW W 30paBHW NON3KM Ha anTepHaTMBHWTE 34paBHW TEXHONOMMK 3a ne-
YeHWE HAa BUCOKOAKTMBHA NPUCTBNHO-DEMWTEHTHA diopMa Ha MynTUNneHa
CKMepo3a W peanu3vpade Ha KOCBEHO CpaBHeHWe, 0asMpaHo Ha MpewoB
METaaHanus. BXoAAlMTe AaHHW B MOJENA ¢a W3MEPEHH W OLEHEHW KNWUHWY-
HW KpaiHK TOYKKM B DAHOOMM3MpAHMTE MHOMOLIEHTPOBM M3anuTeanua CLARITY,
COMNFIRM, CARE-MS, AFFIRM. MNpoBe0eHnaT MKOHOMWYECKW aHanM3 cTura
0o w3eoga, 4e cladribine v alemtuzumab gomuampar fingolimod, ocrelizumab
M natalizumab ¢ nogobpeHa TepaneBTU4Ha eUKACHOCT M NO-HUCBE pasxo.
Ocrelizumab MMa TepaneBTH4HO NPeBb3IX0ACTES W NMPUEMNUBa eerKTMBHOCT
Ha pa3xoguTe B cpaBHeHuWe c natalizumab w fingolimod, kakTo W cladribine B
cpaeHenue ¢ dimethyl fumarate. PeayntatuTe oT HALWMA MKOHOMWYECKM aHa-
NW3 ce NOTELPWOABAT OT OUSHKMTE Ha ChlUWTE TEXHOMOMMK, NpoBEOEHW B
CALl, KaHana, BenukoGpuradua, Mcnadua, Weeyua, MopTyranua v KMnsp.

Knwoyoad dymMu: ApUCMBAHO-peMUMEeHMAa Mynmunnerda cknepoza, Gonecm-
Modughulupalyy mepanuu, aHanus pasxodeghermusHocm
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r8.22. Bekos T. Tauesa [. Benesa H., AHanu3 pasxon/epeKTMBHOCT Ha aAloBaHTHaTa Lefesa
Tepanua npu nauymeHtTM ¢ HER2-no3uTMBEH paHeH pak Ha rbpgaTta, MeanuMHCKU MEHUOXMBHT U
34paBHa nosnMTuKa, 2020, 51 (2), 3-13, ISSN 1312-0336

<
( OPWUIMHAIIHU CTATUM
l ORIGINAL ARTICLES

AHAIN3 PASXOVE®EKTUBHOCT HA ALIIOBAHTHATA LIENEBA
TEPANWA NPY NAUMEHTH C HER2-NO3UTUBEH PAHEH PAK
HA MbPOATA

T. Bewoe', []. Tayeea’, H. Beneoea'
"®apmavesmuven gaxynmem, MY — [Nnesen
*®axynmem no obwecmeeno adpaee, MY — Cogun

Pesiome CLBpAMENHETA UBNeBa AQI0BANTHE TEPANKA Ha NauMeHT ¢
HER2-nosutWeen paxen pax Ha repaata (HER2+8C) sxmoypa MoHOTEpa-
nua ¢ trastuzumab emtansine (TRAemt) n komburupana Tepanus ¢ periu-
zumab (PER), trastuzumab (TRA) n xumuorepanus (CHT). Llenta 4a nac-
NEABEHETO € A8 C& NIBBLPLKM MOAENUPAKe Ha NOKANHK AaHHWU 38 Paixoam
¥ 3APSBHN NON3W K3 anNTEPHATHBHWUTE 3APABHU TEXHONOMMK 33 2AEEHTHO
neyesve Ha naymentn ¢ HER2+BC u aa ce wanpasu X0CBEHMO CpasHeHne,
GasnwpaHo Ha mpexos mertaasanns. TRAemt pomuwnpa PER/TRA ¢ no-
AoDperHa TepanesTuyHa e@UKACHDCT ¥ NO-HUCHK PA3X0A 33 rOAWLLHE Te-
Panua Npu NPUNOXKEHRUETO UM KSTO AAKBAHTHO NBYEHWE Ha NauveHTH ¢
HER2+BC. Mpu chuwara yenesa rpyna NauwmesT™ B cpasHewue ¢ TRA,
PER/TRA u TRAemt we ca pasxoaHO eexKTUBHW BJI0BAHTHM Tepanwy,
33U0TO CTORHOCTTE HE CHOTHOWEGHHETO H2 AONLNHMTENHW MON3x U A0-
MuNHATENKK pasxoaw sapupa 8 wuTepsan 130 500-260 300 ne./QALY w
JHAUMTENHO wHaABMWEBA npara 33 ePeKTUBHOCT Ha pasxoawmTe or
45 000/QALY, npeacTasnmsall TPUKPATHO yBenW4eHWsT OpyTed suTpe-
LEH NPOAYKT K3 YOBEK OT H3CENEHNETO 38 NPeJXOaHE roanHa.

Knwyocou dymu. HERZ-no3umuesy paxes pak xa swpéama, trasturumab
emtansine, pertuzumab, trastuzumab, XUuMUOmMepanus awanus paixod/egex-
MUBHOCM
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r8.23. Bekos T., Benesa H., benuera B., Kones ., KAnMHMYHa M pasxoaHa edeKTUBHOCT Ha
MMYHOTEpanuaTa KaTo MbpBa JIMHUA Ha JIeYeHNe Ha HeCKBaMO3€eH MeTacTaTuyeH HeapebHOKNeTbYeH
pak Ha 6enua apob, FfoaulIHKMK No 6oaHMYHA dapmaumsa, 2020, 6 (1), 5-10, ISSN 2367-8763

TOMUIIHHE 0 BONMENYHA $APMAITHA 5
VI, 2020, Ne 1

OPHI'HHAAHH CTATHH
ORIGINAL ARTICLES

KIHHHYHA H PASXOIHA E2EKTHBHOCT HA HMYHOTEPAITHATA
KATO ITHbPBA THHHA HA JIEYEHHE HA HECKBAMOS3SEH METACTATHYEHR
HEJPEEHORKJIETHYEH PAK HA EETTHA TPOE

Toun Beros', Hadr Benesa’, Banenmuna Femesq’, FKusro Kones®

' Bawymem ,, Papvayuz ”, MY IInesen
‘Bagyamem ,, Papnayur ", MY-Bapra

CLINICAL AND COST EFFICACY OF IMMUNOTHERAPY
AS AFIRST LINE OF TREATMENT OF NON-SQUAMOUS METASTATIC
NON-SMALL-CELLLUNG CANCER
Toni Vekev', Nadia Veleva®, Falentina Belcheva®, Jivio Kolev’

Faculfy af Pharmacy, MU-Fleven
“Faculty af Pharmacy, MU-Farna

PE3HOME

Llenma Ha uzcnedeademo e da ce U3ekpily Modenupare Ha NoKanyu JaHHy 3a pasxodu U 20paeHl non3u Ha
anmepHAMUEHUIME UMYHOMEDaNUU 38 MbPaa MUHUA Ha MeYeHUEe Ha NAaLUeHMU C HECKEAMO3EH MemacmamudyeH
HedpefHoxnemeyeH pax Ha Oenus dpod (ncgNSCLS) U peanuaupare Ha HOCBEHO CDASHEHUE Ha MexHUme
CROMHOWEHUA Ha 2dpasHy pazxody u nonau, OgzupaHo Ha Mpewos Memaadanus. BxodAwume JaHHu &
Modena ca UIMEPEHUIME U OUEHEHU KaMO KNUHUYHY KpadHy moyky 8 pandoMUILDaHume MHoO20UeHMpoay
KNUHUYHL uanumsaruA M power 130, KEYNOTE 189 u Check Mate 026. Modenuparemo Ha danHume 3a
Ordewyy sdpasHy Nomay o pasxodyu cned kpaA Ha KNUHUYHUME uanumeadud ypes Moden Ha Mapkos e c mpu
3dpasHu CECMOARUA, 0m Koumo edHo abcoplupawo cbemoaHue. 3a Modenupade Ha daHHUIme e UanonasaH
coghmyepeH npodyxm Tree Age Fro Healthcare. Afezolizumab e komGuHayuA ¢ xumuomepanud (nab-paciitaxel,
carboplalin) e paxodHo eexkmueHa Mepanus 3a MuPea NUHUA MedeHue Ha nayvedmu ¢ nsgNSCLC &
cpasHeHue ¢ pembrolizumab e komOurayua ¢ xumuomepanus {pemetrexed, carboplatin U caMoCmMORMEenHo
MPpUNO¥EHLE Ha UMyHomepanuR nivolumab. MposedeHuAm EEDOAMHOCIMEH aHaMU3 Ha YYBCMEUMEenHoCIma
yomaxoay, Ye sepoRmHocmima atezolizumab e koMmBuHayuA ¢ xuMuomepanus 0a Oude pasxodHo eghekmueHa
mepanua & cpaeHeHue ¢ pembrofizumab e HoMOUHaLUA C XUMUOMEeDanus U 8 CoasHeHUe C MOHOmepanus
nivolumab e ckomeemyo §8% v 75%. Modenupanemo Ha Jdanny 3a 3dpasHy nomay o pasxody cred kpas
Ha KIMUHLNALIME U3nuimeaHus ckadaea u3gecmya HeCU2ypHOCTT OIMHOCHD MepaneamuyHama egusacHocm u
BezonacHocm & ORM20CDOYEH MTNaH.

Kmwoyosy JyMu. HECKSaMO3eH Memacmamuyer nedpelroknembyeHd pax Ha Benun dpolb, uMyHomepanusd
MeyeHuS oM Mhpsa NUAUA, aHanu3 pasxod/eghexmusHocm
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r8.24. Bekos T., BeneBa H., [jparaHoBa M., TepaneBTMYHa epMKaCHOCT U ePEKTUBHOCT HA pasxoguTe
Ha reHHO3amecTUTe/NIHa Tepanua 3a AeYyeHue Ha MAUMEeHTU CbC CMMHANAHA MYCKyaHa aTpodua Tmn 1,
Hesposorus u ncuxuatpus, 2020, 51 (2), 3-15, ISSN 1311-6584

THERAPEUTIC EFFICIENCY AND COST-EFFICIENCY OF GENE
REPLACEMENT THERAPY FOR TREATMENT OF PATIENTS
WITH SPINAL MUSCULAR ATROPHY TYPE 1

7. Vekov', N. Veleva', M. Draganova®

"Faculty of Pharmacy. MU - Plaven

2Faculty of Pubiic Hoatth, Medlcal Univessity — Pleven

Abstract Spinal muscular atrophy (SMA) is a group of nauromuscular
disorders l=ading 10 lass of motor neurons and progressive muscle strophy.
‘Current therapy for patients with SMA1 invoives the administration of gens
replacement (hevapy by onasemnagens abeparvovec (ONA-ABE). The aim of
the study was 1o model iccal data on future health benefits ard costs afer the
end of ciinical triais of altemative theranies for the treatment of patients win
'SMA1. The model inputs were measured and evaluated as clinical endpoints '
in the rancamized Sinical trists CL-503. CL-304, ENDEAR The time harzon
of the model is 10 ysars. Coste and banehts are discountad by 3.5% per ar-
num. mmwmumﬂmummmm The
modeiing was performied using e TreeAge PIo Heatncare software product.

A cost-effectvenass analysis of alferstve health tschnoogies for the feat-

ment of patients with SMA1 was pedormed The incemental ratio of addition-
aacummmmmmm«mmmmm

The results thow that within the 10-jear lims horizon Te gene repacement
therepy ongsemnogene abeparvovec dommated tha slemative nusinersen
herapy for the treatment of patients with SMA1 with therapeutic superionity (A
QALY o1107)mdlmmmebﬂ(auo -1,851 668 BGN). In view of

% single aominstration of ; e
definitive cure of patents win mx.nmmwmnm the dom:
nance of gene repiacement therapy will Increase over nusinersen beth in
terms al' merapsuuc Mmmm

wmmm
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r8.25. Benesa H, OueHKa Ha 34paBHMN TEXHO/IOTUM NPU LeNeBu Tepanum — cneundmyHn ocobeHocTn
U METOA0/I0TMYHU NpeansBMKaTencTea. Peaku bonectu n nekapctea cupaum, 2019;10(1):5-11. ISSN
1314-3581

Crocase Pegle 6onecmu u Azkepcmia copasy® 5
6pot 1 eogewa X, ISSN 1314-3581 betwy/ fiourmal rredis. o
Ouenka Ha 3gpaBxu mexnoaozuu npu ueasBu Health technology assessment of targeted

mepanuu — cneuuduynu ocobeHocmu u
mMemogoaozuyHu npeguaBukameacmBa

Hags BeneBa
(Pakyamem no Pepuauus Meguuscky yHubspoumem - Tasday

Peslome

Lea: leama & ga Swgam npegomaBesyu cneupdudrume
ocoberocmu Ha ouedkama Ha 3gpaBHu mexxawozuu  {03T)
npu uessBu mepanul U ga CE 0BCHORM MEMOQOAOZLMHUME
npegusBukameacmBa, cBupsatu ¢ npurokeruemo 0 B Bwzapus.

Mamepuan u memogu: HanpaBeHo e aHamus0 uscregiane
Ha Basama Ha AuUMepamypeH 0030p U KOWMEHT aHaAU3 Ha
Memoguo2usHy pokoZogemBa 3a 03T u ka HopmamuBkama 6a3a y
Hac. AHanusupau ca ocobesocmume u npequsBukameascmBama ka
03T npu ueseu mepanuu Bu3 ockoBa Ha xapakmepucmukume Ha
cybekma u obekma Ha ananza.

Pesyamamu: Oedusiupasu ca cybekma u obekma wa 03T u
BugoBeme uesefuy mepanuu. Juckymupasu ca ocoSesocmume U
npeguaBukamescmBama npag 03T ngu uereBu mepanuu. Omosweso
& Cneusassd Brumanue Ka Bunpoca 33 chAbmMCmBawLmE
QUEZHOCMIUMKY USCA2083HUR NPU UEseBLImEe mepaniu.

3akalovenue: Hamnge ca CHWecmBeHU MEMOQADZUSHU
ocoterocmu #a 03T npu ugaeBume mapanuL, NPoUSMUMALY om
cneupdukama ha obekma Ha adawwsa Tesu ocobeHocmu mpsbBa
ga 6ugam cubrogaBanu, kakmo B npoueca Ha uszomBaramo Ka
goksagume 3a 03T, maka unpu B3amaiemo Ha 3gpaHonosuminecku
peLLesUs, Basupaky Ha mesu oueHKL.

KaloyoBu gymu: ouerka Ha sgpaBru mexdonceuy, Lenefu
MEPANULL CHMLMCMEAL guazrocmka

therapies — characteristics and challenges
Nadia Veleva
Faculty o Pharmacy, Medical Univrsity - Plaven

Abstract

Aim: To describe the specifics of heaith iechnology assessment
(HTA) of targeted therapies and discuss important issues related to
current research methods and application of HTA process in Bulgaria.

Material and Methods: Analytic study based on literature
review and content analysis of HTA guidelines and Buigarian HTA
legislation were performed. Specifics of HTA of targeted therapies
were analyzed through determining the charactenstics of the object
and the subject of analysis.

Results: Characteristics and types of tarpated therapies were
defined. Spacific features and chalenges of HTA of targeted therapies
were discussed. The issue of companion diagnostic tests associated
with targeted therapies was highlighted.

Conclusion: There are important methodological issues of HTA
of targeted theraples determined by the object of analysis that should
be taken into considaration both in the procass of assessment and
appraisal of targeted therapies in Bulgaria,

Keywords: health technology assessment, targeted therapies,
companion tests
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r8.26. Benesa H, BekoB T, [iparaHoBa M. KAnHUYHA M pa3xogHa edeKTUBHOCT Ha KOMBUHUpPaHUTE
Tepanuun (PD-1 inh, AKl n xumunoTepanua) 3a neyeHne 3a HECKBAMO3€eH, HelpebHOKAeTbYEeH paK Ha
6enna apob — MKoHOMUYecKKn aHanus. CbBpeMeHHa meauunHa, 2019,63(1):21-28, ISSN 0562-7192

Crapeseqts weduuuma B2 Z)20HE

AHANMN3 PASXOO/E®EKTUBHOCT HA CYP51
NHXWUBUTOPWUTE 3A NNEHEHWE HA MAUMWEHTU
C MHBA3WMBHW MeBUHYHW MHPEKLIMA

T. Bekoe, W. CuMeoHoEa, H. Beneea
Dapualesmuyen ghaxynmem, MY — MNnessH

Pestome. MacnegeaHeTo NpSAcTAER MOQEMNMPaHE Ha NOKANHM JaHHKM 33 Pa3xXooM W 30pasHd nonsk Ha CyYPS1
MHEMBuTOpKUTE (CYPS11) 32 NeYsHWe Ha MHBAZMBHKW MoDMYHM MHDEKLMKA M PEaNU3MPaHE Ha KOCBEHD CpaBHe-
HME, GA3MPaHD HA MPEX0E MET3aHanM3. PesynTatvTe OT HALWATA OUEHKA C& NOTBLDAAEBaT OT pesynTaTuTe
OT OUSHEWTE Ha CHWMTE TEXHONOMM, Nposegeq B Menadwa 1 CALLL Vorconazole & pasxonHo edekTUEHS
TEpanuA B cpasHedwe ¢ fluconazole 3a NnedeHre W NPOMUNAKTUEE Ha MHBASWMEHM MeDlYHK MHdekgan (ICER
1020 neJQALY) W goMmuHKpa itraconazole © nogoSpeda TepaneBTHdHa eDUKaCHOCT M NO-HWCHE Pasxod sa
K¥PC Ha neyerwe. Posaconazole He & pasxoqHe eekTHBHa TEPanUa B CpaBHeHWE © voriconazole nopagM
TEELOE BMCOKATA CH LEHE M HEGNaronpUATHO MHEPEMEHTANHO CHOTHOLWEHWE Ha AOMBMHATENHW DA3X0OM W
AOMENHATENHK 3ApasHn nonsu (ICER 145 000 ne AQALY).

OPUTUHATIHU CTATUU

KNHyoBM OyMH: MHEA3WEHM M0KUHK MHbexuan, CYPS1 MHXMOUTOpK, aHanKs pasxog/ederTMeHocT

A COST-EFFECTIVENESS ANALY SIS OF THE CYP51 INHIBITORS
FOR TREATMENT OF PATIENTS WITH INVASIVE FUNGAL INFECTIONS

T. Vekow, . Simeonova, N. Veleva
Faculty of Pharmaceutics, Medical University — Fleven

Abstract. The study presents modeling of local data for costs and health benefits of the CYP31 inhibitors
(CYP31i) for treatment of invasive fungal infections and performance of indirect comparizson based on network
meta-analysis. The results of our assesament are confirmed by the results from assessments of similar
technologies made in Spain and USA. Vorconazole is a cost-effective therapy in comparison with fluconazole
for treatment and prevention of invasive fungal infections (ICER BGN 1020/QALY) and dominates ifraconazole
with improved therapeutic efficacy and reduced costs for one course of therapy. Posaconazole is not a cost-
effective therapy in comparison with voriconazole due to its too high price and unfavorable incremental ratio of
added costs and health benefits (ICER BGM 145, 000/QALY).

Key words: invasive fungal infecticns, CYP51 inhibitors, cost-effectiveness analysis
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r8.27. Benesa H., [OparaHosa M., Bekos T., Cnopa3dymeHus 3a crnogensaHe Ha pPUCKA C uen
ynpassieHMe Ha HABAM3AHETO Ha HOBU NEKAPCTBEHM NPOAYKTU B MO3UTUBHUA NEKAPCTBEH CMUCHK,
MeaULMHCKM MEHMAXKMBHT 1 34paBHa NoMTUKa, 2019, 50 (1), 14-24, ISSN 1312-0336

CMOPA3YMEHUA 3A CNOAENAHE HA PUCKA C LIEN
YNPABNEHUE HA HABNTU3AHETO HA HOBW NIEKAPCTBEHM
NPOAYKTU B NO3UTUBHUA NEKAPCTBEH CNUCBK

H. Benesa', M. fipazaroea’ u T. Bexoe'
'Wapmauesmuven gaxynmem, MY — Mnesen
“@axynmem no obiecmeeo 3opaes. MY — [Tneeex

Pediome. JlexapCTBEHATA NONUTUKA, HApeuesa .CNOAENAHe Ha pucka'
(risk sharing agreements, RSA), npeacTaenssa cnopasymenne mexay tap-
MALEBTUNHATS MHAYCTPMA U NNareua, Ypes KOeTo Ce NPOCNeassarT Tepanes-
TMYHATA edmkacHoCT, Bea0NacHOCT U PaxoaHa edeKTUBEHOCT Ha UHORATHE-
HATE NEKSPCTBEHW NPOAYKTW B NOKanHaTa peanda KnuHw4Ha npasmvka. B
PEe3ysiTar Ha TOBa NPOCNEnssane Ce ONPEeAenAT HUBOTO M NPOALIAKMTEN-
HOCTTE H2 peumMOypPCUPaHe, OCHOBAHW HE PEANHO NOCTUIHATH JAPaBHK W
WEOHOMUYECKN pe3ynTatv. RSA npeacTasnfsea KOMNPOMMCER NOAX0A 3a
ynpasneHue Ha NYDNUYHATE Pasxoam 38 nekapcreeHn Tepanuw, KoUTo, or
£/1H3 CTPaHa, @ COLMAaNH0 NPYeMNUE 3a NauWeHTUTe, a OT ApYTa, 8 MKOKOMMK-
HECKM NPUEMAME 33 PapmayesTriHaTa WHAYCTPUA M nnatuuTe. Lien Ha wac-
NENBaNETO ¢ KnacnduuMpane Ha npunoxeduTe B npakrukata RSA n nocTur-
HATUTE 3APABHN 1 MKOHOMWMECKH PEIYNTATH, KAKTO W aHANN3 HA CTAHARPTHTE
32 N05pa NpaKTHKa npr M3nonagaseTo Ha RSA

Krowosu GyMu! CNOPSIYMSHUR 33 CNOSENRHE HE DUCKS, UHOSEMUSHY NEKapC-
meenu npodyxmy. peusbypcupans
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r8.28. Bekos T., BeneBa H., [paraHoBa M., KnnHMYHA M pasxoaHa epeKTUBHOCT Ha 34paBHUTE
TEXHO/IOTMM 33 JileyeHWe Ha peuunausupan/pedpakrepeH MyaTUNAEH muenom, MeauumHCKu

MEHUIKMBHT U 34paBHa NoanTuKa, 2019, 50 (3), 3-14, ISSN 1312-0336

~

-
OPUIMHAIIHU CTATUM

ORIGINAL ARTICLES

\

KNTMHUYHA W PASXOOHA EQEKTUBHOCT HA 3[1PABHUTE
TEXHONOMMK 3A NEYEHME HA PELUMAVBUPAI/PE®PAKTEPEH
MYNTUNNEH MUENOM

T. Bexoa', H. Beneaa' u M. flpazancea’

‘Qapmaueemuver paxynmem, MY — Mneaew

“Maxynmenm no obujecmeexo adpase, MY — [inceen

Peziome. Llen Ha wscnegeaneTo & monenvpase Ha nokansu A8HHW 33
Pa3X0AN W 3APEBHWU NON3KN Ha ANTEPHATUBHUTE TEPANUKM $SA NEYEHUE HA pe-
LMansMpan wnn pedpaktepen MynTuies meenom (rir MM) B Bunrapus u
peansIupane Ka KOCBEHO cpasHexpe, Ba3npano Ka Mpexos metaasanuz. B
aHanM3a ca BxNIYeHN BbIPACTHU NaunexTy ¢ r/r MM, npu kouro aaSonssa-
HETO € NpOrpecupanc CNea HAW-Manko ABe TEePaNEesTUYHW CXeMH. BRNIOHBEa-
uw bortezomid (BOR) w lenalidomide (LEN). KomBuxupamwre Tepanuu 3a
nedenne Ha nauned™v ¢ rir MM cnea neycnex ¢ BOR u LEN, Gaaupann Ha
garatumumab, carfilzomib wnw pomalidomide, ca pa3xonno neehexTuaHn
NOPanM MankuTe KNUHWHKY NPDEANMCTBA W TBBPAE BMCOKMA PaIxos 3a Tepa-
nua, CromsocTra wa ICER sapwpa 8 weTepsan or 94 200 ne/QALY ao
126 800 ne /QALY w 3uauuTenHo Hapawwasa npara 3a paaxoaHa edexrtus-
HOCT OT TPWKPETHO yBenuuenun OpyTeH BuTpeweH NPOAYKT Ha YOBeK OT Ha-
cenenneTa 8 Brnrapus 38 2018 . (ICER = 43 500 na/QALY)

Kniovoeu dymu: peyudvevpan/pedpaxmepes MYNMUNNEH MUBNOM MEPanes-
MUNHU BIIMEPHAMUSY. KNUNUING U PRIX00HE BDEKMUEHOOM, MPEXOE MOMBSHENUS
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r8.29. Bekos T., MaBpunosa A., BeneBa H., Kones ., AHann3 Ha pasxogHaTa e(peKTUBHOCT Ha
npodunakTMKata n JIeYeHUETO Ha LUMTOMErasioBUPYCHU MHPEKLUUM NPU Bb3PACTHU MAUMEHTU Cnep
asioreHHa TpaHCM/IaHTauuA Ha XeMOMNOETUYHM CTBOI0BM KNeTKK, MoANWHUK no 6oaHMYHa dapmaums,
2019, 5 (1), 5-10, ISSN 2367-8763

TOOHITHHE II0 BOMHHYHA $APMAIIHA 5
W, 2019, Me 1

OPHI'HHAAHH CTATHH
ORIGINAL ARTICLES

AHATH3 HA PASXOTHATA ESERTHBHOCT HA MTPOPHTAKTHRATA H
JEYEHHETO HA THTOMETATOBHPYCHH HHPERKITHH ITPH BEB3PACTHH
NANMHEHRTH CJIEJ AMTOTEHHA TPAHCILTAHTAITHA
HA XEMOITIOETHYHH CTBO.TOBH KJIETKH

Tonu Beroe', Anna Nnspunosa’, Hada Benesa', Auswo Kones

'dmommen ,, Papumper *, MY -Tlnessn,
*Sagymem ,, Papmayus ”, MY -Bapra

COST-EFFECTIVENESS ANALYSIS OF THE PREVENTION AND TREATMENT
OF CYTOMEGALOVIRUS (CMV) INFECTIONS AFTER ALLOGENEIC
HEMATOPOIETIC STEM CELL TRANSPLANTATION (HSCT) IN ADULTS

Toni Veleon?, Anna Gavrilova®, Nadia Veleva®, Jivke Kolo?

'Faculty of Pharmacy, MU-Flsven,
*Faculty of Phavmacy, MU-Tmmna

PE3HOME

Llenma Ha uscnedsaqemo e da ce npedcmasy ModenupaHe Ha mokanHu daqHy 3a pasxodu U adpaskHu
o3y Ha anmepHaMUEHUIMe aHMUBUDYCHY Mepanuy 38 Mpouiakmuya U neveHUe Ha UUumoMesanosupyc
(CAMV) — ceponozumuesy NavueHmy cred ano2eHHa MPaHCIaHmaLua Ha XeMomnoemuyHL Cmeoioay Kmemsy
(HSCT) v da ce peanuiupa KOCEBEHO cpagHeHue, Ga3upaHo Ha Mpewoa MemaaHanuys. BxodRwy daqHL 8 Mo-
dena ca UBMEepeHLUIme U DUEHEHU KTUHUYHL KDalHU MOYKL & PaHd0MULDaHOMD MHOS0UEHMDOS0 KITLIHLIYHD
uanumaare MK—8228-001. Modenuparemo Ha dansume 3a Oedewyy 3dpasHu nonsy U pasxody cned kpan Ha
KNUHUYHUME Uanumeaxus e nposadedo ypes Moden Ha Mapkos ¢ 6 30pasHu u 1 afcopfupailio CLCMoAHUE.
B Modena ca ekmoyeHy ecUuky LaMOMHL 30pasHy CRCMORHUA, ompazAsawy xoda Ha sabonAsaHemo, U ca
npedaudeHy BCUYKL BEDORAMHOCMU 3a npexod om edxo adpasHo ceomoaHue & dpyeo. Brodsuwume daxsHu
8 Modena ca MLDeUYHLIME U mOopuYHUMe KpalHy ModYky & DaHOoMUILUDaHomo KNUKUYHO UanumeanHy MK-
8228-001 — KNUHUYHO 3HaduMa CMV URthekLuA Ha cedmuya 12-a v 24-ma, mpesaHmuaHa mepanus sa CAMV
SUPEMUR U KpalHy op2anHy 3abonReanus, cabpaanu ¢ CMV. Bpemesuam xopuzoHm Ha Modena e do xusom.
FPasxodume u momaume ca JucKoHmMUPaHu © 3% scduwHo. M30paHama nepcnexmuea e anedyama modka Ha
mpemama cmpasa nnamedy.

JaknroyeHUemao om npoeedeHume OUeHKU e, ve lefermovir doMunupa valganciclovir ¢ nodofpera mepa-
nesmuyHa echUKacHoOCM U NO-HUCKK pazxod 3a KypC Ha neverue Ha CMV-ceponosumusHume naluesmuy cned
HSCT.

Knwyosy dyMu: aHanus paaxod/eermuaHocm, LUMoMeaanosupyc-CeponosumMUsHy TaLUeHMY, aNoaeHHa
MpaHCATaHMaYLR Ha XEMOMOSMUNHL CMSON06Y KNSMKU, aNMEpHAMUSHY SHMUSUDYCHY Mepanuy
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rg8.30. Bexkos T., Beneea H., LlaHkoB C., MKoHOMMYecKM aHanu3 Ha ribociclib B KombuHauma c
apomartaseH WHXMBUTOP 3a mbpBa AUHWMA Tepanua Ha HR+ / HER2™ pak Ha mneyHaTa »nesa,
MeaULMHCKM MEHUAKMBHT U 34paBHa NonMTuKa, 2019, 50 (4), 3-12, ISSN 1312-0336

!

( OPUTMHAJIHU CTATUM

l ORIGINAL ARTICLES

MKOHOMMHYECKH AHANKU3 HA RIBOCICLIB B KOMEVHALIUA
C APOMATASEH MHXWMENTOP 3A MBPBA NUHUA TEPANUS
HA HR'/THER2 PAK HA MJIEYHATA XKNEZA

T. Bexoe, H, Benesa u C. Lankos
Danynmenm no Gapmagus, MY — Mnesex

Pgatome. Len Ha w3ICNEABAHETO € MOACIUPAHS HE NOKANKN A3HHN 33
PEIN0AR ¥ 3OpasiM fons Ha nbociclip (RiB) o coanueime © anTEpHATHEHN
3IAPERHA TEXHONOTUW 33 fleveHue wa HR /HER2 nokanno asaucapan win
METACTAIVMER PRY RE MNSYHATR MNe3a 2 SLArapun U peanuaKpate Ha xoc-
BEMO CpasHedke, Oa3MPEHO WA MPEX03 MeTaaHanwz. poseas ¢ aHanua
PAIXDNEHELTHEHOCT W B MAUUCREHD WHIDEMBEHTANHO CLOTHOLEHNE Ha J0-
MLOHATERHN PEIXOAN N aonsrHETensy 3apasse nonse (ICER) Ouerkara =,
4e ribocclib 8 KoMSHHaLMS ¢ letrozale ABMOHCTIRPA TERENSATHERO DEEL3-
XeacTeo s cpasHedns © palbocitib nnkc lelmzoe, HO He & pazxoNGg edhes-
THEHE TeParsiz NOPSLHM TBLPAY BVCOKATA Ok LeHa. Pesynrardrs or Hacros-
LA MKOHOMITISCIN GHAMMS 1A ANPaBIMTe TEXHONOMUN 38 NEPBS MEKUR Tepa-
niwa 42 nagueqTi ¢ HR'HERZ ™ pon Ha MNauHaTa Mnesa cé NoTaLpmaasar or
OUSHINTE 43 CblUiATe TexHonoruu, nposcaenn & CALL Bennkobprraims u
Vinanaa.

Kriowosu Oymu: 2eancupan uny Memacmamuyas Day #8 mMAeYRama. xnesa,
UNRUOUTNODY a8 QUETUN-BSUCUHMNITIE KURASH 4 0 6 DOMEMSIND LKXLBUMOPL, 245
NUT CAIXOADPSNUEHOCM
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r8.31. Bekos T., BeneBa H., AHanM3 Ha NbBPBUYHM MKOHOMMYECKU [AaHHU B pPaAMKUTE Ha
PaHAOMMU3UPAHUTE KAUHUYHW U3NUTBAHUA — CbBpPeMeHeH noaxof 3a A[O0CTbn A0 nasapa Ha
MHOBAaTUBHUTE JIEKAPCTBEHU NPOAYKTU, MEeANLUHCKN MEHUAXKMDBHT U 34paBHA NoauTuKa, 2019, 50
(4), 13-26, ISSN 1312-0336

f OB30PH
L REVIEWS

AHAJIA3 HA NBPBAYHK MKOHOMWYECKW JAHHW B PAMKUTE
HA PAHOOMU3IUPAHUTE KITMHWYHW U3NUTBAHUA ~
CBHEPEMEHEH NOAXOA 3A AOCTHN AC NA3APA

HA UHOBATUBHUTE NEKAPCTBEHM NPOAYKTHU

T. Bexoe, H. Benecaa
@axkynmem no papmayus, MY - Mneeax

Pexome. HapacTealumst Gpoit NPOCNBKTUBHK KIMHUKO-VKOMOMINHECKH U3~
NMUTBaHMA OTPSIAEA (LMPOKO PRINPOCTDSHEHUA KHTEPEC KbM WMKOHOMWHECcKaTa
MHDOPMALIAA 38 HOBUTE 3ADABHN TEXHONOMMK, HEOBXOAMMa 33 PEryNaTopHUTE 1
PEUMOYDCHUTE KINCKBAHWA N3 MHOTD TLPKABK, KOMTO BEYE OLEHRBAT MKOHOMM-
HECKMTE DESyNnTaTM 3a S(POKTHBHOCT Ha PA3XOAWTE HaPed C KNMHWIHWTE pesyn-
Tam™ 3a TepanesTwiHa edumkackoct, Lien Ma uacneasaneTo e waesmduunpane
¥ BHanU3 Ha NpaKTvikaTa U NOAXOAUTE 38 ChDUPAHE Ha NBPEHYHIA MKDHOMUNECKIS
DAHHN B PAMKMTE Ha DAHAOMUMIUPAHWUTE KNMHWHIK USNTMTEIHUA.

Kmiowoeu Oymu; uHOBSMUBHY NEXBPCMEEHY NPOSYKIMU. LKOHOMUYSCK oUEsHKE
KNUNUNHU UINUMBBHUR
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r8.32. Bekos T., BeneBa H., LlaHkoB C., Kones ., AHanM3 Ha epeKTUBHOCTTA Ha pasxoauTe Ha
KOMBUHUPaAHUTE aHTUPETPOBUPYCHU Tepanunu, CbAabpKalM MHTErPasHMU MHXMOUTOPY, 33 leYyeHne Ha
HIV no3uTtMBHU NnauneHTH, [leTckm n nHdekumosHm 6onectu, 2019, 11 (2), 27-33, ISSN 1313-762X

LETCKA W MHOEKLIMOIHMA SONECTH Tom X1, ke 22078 27

AHAMU2 HA EQEKTUBHOCTTA HA PAZXOAMTE HA KOMBUHWUPAHUTE
AHTUPETPOBUPYCHU TEPANUU, CHABPKALLN UHTEFPASHM UHXUBUTOPH,
3A NEYEHUE HA HIV NMO3UTUBHW NALIMEHTH

T. Boxoa', H. Benesa', C, Uauxoe’, X, Kones®

'tapwayssTues dagynter MY < Mnesex
‘©apranesrrien e kynmer, MY — Bapra

COST-EFFECTIVENESS ANALYSIS OF THE COMBINED ANTIRETROVIRAL
THERAPIES CONTAINING INTEGRATIVE INHIBITORS FOR THE TREATMENT
OF HIV POSITIVE PATIENTS
T. Vekov', N. Veleva', S, Tsankov’, Zh. Kolev*

Faculty of Pharmacy, MU - Plaven
“Faculty of Pharmacy, MU —Vama

PeaioMe. L3N H2 NPOYYEaHETC @ A3 CE NOSACTAEW 3HRNNI Pa3XDW/eerTHENOCT HE KOMOMHRPEH K-
TS SHTADETRESNRYCHA Tepanuu (KAPT) cuippxalylt AHTErpaskyd udxudutopun (INSTI). 38 nesesweTo
43 HIV noskTusAu naurekT 3arozs 68 WAL PUIERT MCAENKPERE HA NDKENHA A3HHK 33 DAIX0AN W
3ATEBHA NOMNAKM KE BNTEPHETHBHNTE KAPT v 68 peanuanpard KOCREHD CpasHEsne, DAIMpPAN0 Ha Mpe-
HOB MATEEHANAY. BROASLIMTE A3HHM B MOSEINS C38 VAMIPSHATE W OUEHEHI KIWHHHHK KDRIHK TOMKA B
PAHAOMAIMPEHITS MHOMOLEHTROBI U3nKTBaHNS GS-US-350-1488 » GS-US-380-1490. Mpn axankaa
43 DeKTVEHCCTTE Ha pasxoguTe 23 KAPT Chonpiaiii vHTarpasHl nHXHBHTCDY, NDH Ne<eHWeTs Ha
HIV noswtiekee NALMSHTYA QOCTHIMSEME A0 KIBOAKTE 4E KAPT chaspialla biclegravir, AoManupar Te-
pENUATE, CLALPRALN Slvitegravir w dolutegravil, © NOQUDPEeHE TEPANSBTAYHE BMAKACHCCT i NOHNCSK
paBX0Y 2& foanwan TepaneeTAUEH Kypc KAPT, coappxadln lniegravir He <5 PRIXOAMO AMDEKTHRHN
§ cpaeHesie c xomOrMaLnnTe, SKNO4BaLM dolulegravin PORAAM MAniK TEPINESTUYHI NPaSUMITaES
W TEERJE SUCOKE LKA 33 MOAUWHE TERANNS, HO CF PaxDaHs eekTiady CIPAKO TEpENNKTE, Cb-
ABpxaly raltagravie YeranosuMxme W Y B2pOSTHOLTTS TERaNnMATE, CLObomawn Diciegravir aa Gegar
PAIXOAHD EMEKTUSHY B CPaBHEKNE C TEpANMUTE ChAsEXa WM raltegravir v dolutegravir, € coaTseTHO
RI% n§4%

Kniouosx mymn; a83nus DRSXOA'SMELTUBHOCT, KOMEAHARSHIL DHTHPRATROBNPYCHA Tepamn. HIV nosvmis-
Hit TTRLMAHTY

Abstracy. The aim of the presantad study was 1o present a cost-efiectivenass analysis of combination
antiratroviral therapies (CART] containing integrase inhibitors (INSTI) far the tr=aimant of HIV posive
patienis. Therefore, the modeiing of incal data on the cas1s was done and health benefite of alternative
CARTs and was implementea ingdiractly comparisen based on natwerk meta-analysis, Model inputs are
the measured and evaluated clinical endpeints In the randomized multicenter trials GS-US-380-1488
and GS-US-380-1480 In snalyzing tha cost-efectivansss of CART contaming integrase inhibiors. in
the treatment of HiV-positive pafients, we came fo tye conclusion that CART containing hictegravir 1&
dominated by therapies containing lvitgravir end aolutegravir with improved therapautic efficacy and
lower annual coats tharapeutic course, CART: containing elviiegravir are not cost effeclive compared to
comninations Including dolutagravir dua to their low therapautic benefits and oo high arnual treatment
cost but arg cost efeciive compared to rallegravir containing therapies. We also found that hictegravir-
containing therapies were more cost-effective than raltegravir and dolutearavir-containing therapies,
respeclively 52% and 64%

Key wards: cost-effactivencss analysis, gombination antirstroviral iberapies: HIV gositive palents
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r8.33. leopruesa C, CredaHosa [, Benesa H, Kambyposa M, AHanuM3 Ha pasxoguTe 3a
3/1paBHOMPOMOTUBHN U NPOOUNAKTUYHU AENHOCTM Ha PalloHHATa 34paBHOOCUTypUTE/sIHA Kaca -
MneseH. CoumanHa megmumHa, ISSN 1310-1757, 2018, 2, 24-27.

UKOHOMMKA

AHAIHM3 HA PASXNOJIMTE 3A 3IPABHOINIPOMOTHBHH
HHPOOHIAKTHYHH JJEHHOCTH HA PAMOHHATA
3APABHOOCHI'YPHTEJIHA KACA  ILIEBEH

C. I'eopeuesa, I1. Cmegpariosa, H. Benesa, M. Kauéyposa

ANALYSIS OF THE EXPENDITURES FOR HEALTH PROMOTION

AND PREVANTIVE ACTIVITIES OF REGIONAL HEALTH INSURANCE
FUND - PLEVEN

S. Georgieva, P. Stefanova, N. Televa, M. Kamburova

6«3 0 M€ Haypoxaunama 30paska CMPpamesua u AIARSM 30 HOUHOMO PEATUIUPARE NOSUEDMASAM, 46 KT0Y KoM noéoo}uaal}\
Ha 00WRCTNSEHOMO 30pase € BBI2apUR ¢ NPOMOYUAMA KA 30PAEEMO, NPOGUIAKMUKA KA GOTECIMUME It AKMUSUIUPAKE HA deixoc-
mume no eorouMeNH@NA noumuxa. etwma ra Hacmoswama pazpabomxa ¢ 0a ARAINIUPA OUHAMUKAMA HA DPA3XOOUME O
nevumuxa ., JIpavoyiLs, RPOGUIAKMURA I KOKMPOT HA 00w ecmeerHomo 30pase ” s o6aacm Haeeen 3a nepuoda 2010-2017 zoouna
1Iposedero ¢ OOXYMERMATHO NPOYNEAHE U ARATUS KA 200UMHUME OMYEM HA Palioxxama 30pacroocuzypumensa xaca (P30K) —
ITaesex 3a obxearamus nepuod. O6racm III06ex LUMQA KAN-EUCOKA & CMPAREMA 3GO0SATCHOCT € T€4e0HU 3ASCOCHIA U NEPCORAT &
napsuyEama 0paska novouy (II3IT). Benpexu mosa ca OMYEMeHU NO-RUCKY OM CPEORUME 3a CMPAK@NA AQUHOCMY N0 Rpodii-
a@onusry npozpawy. Pazxooume xa PIOK — ITrecen 3a II3IT npe3 usy~asa@+iia Nepuod Kapacmsam i ¢4 NPOMEHA cmpyxnppana
UM 710 EHO0ER BEIHOCTIN. TeTem 3a XANUMAUOHHU NIGUIAHUR ¢ HAMATET 0m 5226 Ra 42.9%%, @ 00 3a DUCHAHCEPHO HABTOIEHIG
¢ wapackar om 12.7% ra 26.7%. Veemuuau ca ce nIquasuama 3a npoq)mmuwu npezieou rauya Hao 18 2., Ho Fexo ¢ Rava-

2R7 00BN Ra cpedcmeama no npozpava , Jemcxo 20paseonazeaic . IOSUIASAREMO HA NAPLKNHINE NOMOYN 3 NDESARMUSHY
OeirOCIN € 20TR:A HACM OM CYHAUME § CEBPIARO € YELTUNAEANE HA COUHUNHANA YGHA HA NPI2TCOUME U KOHCYMAMUEUME, A HE
Ha GPOR KA W3ELDUIECHEME DUROCTRIL

Summary: The National Health Srategy and its implemenzation plan underiine that the key to public health improvement in
Bulgaria is the health promotion and dizeaze prevention. The aim of the present study is to analyze the dynamics of expendinures
on the policy "Promotion, prevention and control of public health ™ in Pieven region for the penod 2010-2017. 4 documents review
and analysis of the annual reports gf the Regional Heaith Insurance Fund (RHIF) — Pleven was carried out. Pleven District has
tha highest coverage in the country with medical insntutions and stqff in primary health care (PHC). Nevertheless, lower than

average for the country preventive activities were reported. The expenses of RHIF — Pleven for PHC during the observed period
haw mereased. The structure of expenses by ope.. qfacmmo' ha: changed. The share of capitation has decreased from 62% to
42.9%, dispenzary monitoring mma..adﬁom 12.7% 10 26.7%. Payments for mgular checkups of insured persons over 18 have in-
creased, but the share of funds for the Child Health Program has slightiy decreazed. The increase in cash Jlows for prevention in
most cases is related to an increase in the unit price of exammanons and an increase in the cost qf consumable: rather than the
muomber of activities.

\\Key words: discase prevention, health promotion, Regional Health Insurance Fund — Pleven J
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rs.34. Bekos, T., N. CumeoHoBa, H. BeneBa. AHanu3 Ha pasxogHaTa edeKTMBHOCT Ha PD-1
MHXMOUTOPUTE KAaTO MMYHOTEpPanun 3a NeYeHWe Ha KaCUMYEeCKU XOAXKKMHOB nMmMPoH B Bbarapus,
MeANLMHCKN MEHUAMKMBHT U 34paBHa noantuKa, ISSN 1312-0336, 2018, 49(2), 3-9.

-

(OPHFHHAJ’IHM CTATUA
L ORIGINAL ARTICLES

AHAIIN3 HA PAZXOOHATA EQEKTUBHOCT HA PD-1
WMHXWUBWTOPUTE KATO MMYHOTEPAIWK 3A NEYEHWE
HA KNACU4YECKW XOOXKWMHOB NMM®OM B BBLNIFAPUA

T. Bekos, M. CumeoHoea, H. Benesa
@akynmem no ghapmauud, MY — lNnesex

Pestome. Llen Ha wacneaBaHeTo € MOAENUpaHe Ha NOKANHW JaHHW 3a
pa3xoW W 30paBHA MOM3M Ha TepaneBTWYHWTE anTepHaTweW (pembrolizu-
mab, nivolumab) 3a neyeHWe Ha KNacMYeckW XoOwkKwHoB nummcpom (cHL), ¢
uen onpefenAHe Ha CpaBHUTENHaTa UM pasxofHa edeKTMBHocT B brnrapua.
ManonaeaH e moaen Ha Mapkoe. PeayntatuTe nokasear, Ye nivolumab gomum-
HWpa pembrolizumab ¢ no-gofBpa TepaneBTWUYHa eUKACHOCT M MO-HUCHK
paaxoq 3a rodullHa NekapcTBeHa TepanuA Ha BL3pacTHW nauwedtn ¢ cHL
cnef aBTOMoOXHa TpaHcnnaHTauWA Ha CTBONMOBW KINETKM W NedeHue ¢ bren-
tuximab vedaotin. PeayntaTiTe OT HacTOAWMA aHanua Ha pasxogHarta edek-
TUBHOCT Ha PD-1 uHxubuTopK 3a nedeHne Ha cHL ce noTebp#OaBaT OT OUeH-
KMTE Ha CBLWMUTE 3ApABHW TEXHOOMMK NpW LUEeneBaTa rpyna nauueHTu, npo-
BefleHW B ABcTpanuA, Benukobputanna n Kanapga.

Knmroyosu dymu: knacuyecku xodxkuHos numdom, PD-1 unxubumopu, aHanus
pasxod/erekKmusHOCm, MpeXos Memaananu3s, Moden Ha Mapkos
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r8.35. Bekos, T., H. Benesa, . CumeoHoBa, LlaHkoB C. AHanu3 Ha pasxogHaTa edeKTMBHOCT Ha
Tepanunute, 6asupaHn Ha botulinum toxin A, 3a neyeHMe Ha UepBUMKANHA AUCTOHUA U
6nedpapocnasbvm, MeaMLIMHCKM MEHUAMKMBHT U 3ApaBHa NoanTuKa, ISSN 1312-0336, 2018, 49(3), 12-
20

AHAIU3 HA PA3BXOOHATA EQEKTUBHOCT HA TEPATTUUTE,
BA3MPAHW HA BOTULINUM TOXIN A, 3A NNEYEHUE
HA LUEPBUKANHA NUCTOHUA U BNEPAPOCMAIBM

T. Bexoe, H. Benesa, M. Cumeonosa u C. jankoe
®akynmem no ghapmayus, MY — lneeer

Pestome. CbBPEMEHHOTO NeYeHUe Ha uepsukanHarta aucronms (L) v
6nedapocnasbvma (BEC) ce ocHosasa Ha GnokvMpaxHe Ha HEepPBHOMYCKYNHOTO
npeaasade 4Ype3 pasnuuHu aepueatu Ha botulinum toxin. B pesynrar Ha
yBENUYaBalnTe Ce Bb3MOXHOCTH 3a TepanesTuyeH u3bop e Heobxoaumo Aa
6baaT OUEHEHW CpaBHUTENHaTa edrKacHOCT M DE30NacHOCT Ha pasnuuHuTe
anTepHaTUBM, KAKTO W TAXHaTa pasxoaHa edekTMBHOCT. 3a uenTta e usesbp-
WeH aHanua oT Tuna pasxoa/edekTusHocT. CTpykTypara Ha aHanuia BKNoY-
Ba MOAENUPAHE Ha 3APaBHWUTE NOMN3KM W PasXOAWU Ha TepanesTU4YHUTE anTep-
HaTuen, Basupann Ha botulinum toxin type A — onabotulinum toxin A (OBT),
incobotulinum toxin A (ITB), abobotulinum toxin A (ABT). AHan1asT yCTaHoBM,
ye IBT pomunupa OBT npu nauventv ¢ LU n BC, xakro n ABT npu nauvexTn
c Wl v wma no-nobpa TepaneBTMHHa €(UKECHOCT U 3HAYMTENHO MO-HUCKK
pa3xoau 3a TepanesTWueH kypc. B rpynata nauuens ¢ BC IBT e pasxogHo
eexTneHa Tepanun 8 cpasHenve ¢ ABT (ICER 4830 ns./QALY). Pesyntatu-
TE OT HAWMA aHanva ce MNOoTBbLPXKOABAT OT NOoJOoDHM OLSHKM Ha chbluuTe
30paBHN TEXHOMOTMU NPY LENEBUTE TPYNU NaLUeHTH, NpoBeaeHn B ABCTpUs,
BenukoBputasun u LWoTtnanaws.

Kntoyogu Oymu: uepsukanxa Oucmonun, Gnegapocnasem. botulinum toxin,
aHanus paszxod/ehexmusHocm
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r8.36. Bekos T, CumeoHoBa M, Benesa H, AHanus pasxos/edektnBHocT Ha CYP51 MHxnbutopute 3a
NleyeHue Ha NALMEHTU C MHBA3UBHMU MbOUYHU MHbeKUMKN. CbBpeMeHHa meaguumHa, ISSN 0562-7192,
2018, 62 (2), 30-35

OPUIT'MHAJIHU CTATUU

Crapewenqs weduuuma  B22120HE

AHANN3 PASXOL/EEKTUBHOCT HA CYPS1
NHXWBUTOPUTE 3A NEYEHWE HA NMAUMEHTW
C MHBA3VBHW MeBUHHW MHSEKUMIA

T. Bekor, W. CHmeonoBa, H. Benesa
@apmauesmuyer gakynmem, MY — MNneseq

Pestome. M3cneneaHeTo npeac TaEn MOOENUMpaHe Ha NOoKanHM JAaHHK 33 pasxKonM M 30pasHu nonsm Ha CY PS5
uHxbuTopuTe (CYPS51i) 33 neyeHne Ha MHBASMBHKW Me0WYHM MHDEKLMK W PEANW3MPEHE HA KOCBEHD CpaBHe-
ke, GA3MpAHD HA MPEXO0B MeETaaHanus. PesynTaTtvTe oT HAWETa OUEHKE Ce NOTELRAABaT OT pesynTaruTe
OT OUSHEMTE HaE CHLMTE TEXHOMOMMK, Nposeqedd B Monanma u CALL Voriconazole e paixooHo ederTHBHA
Tepanwa B cpaeHeHne ¢ fluconazole 3a NneyeHWe W NPOMMNAKTMES H3 MHBA3WEHKW ME0MUHK MHdexum (ICER
1020 ne/QALY) ¥ goMWHWPE itraconazole ¢ nogodpeHa TEPanesTHYHE eDUKaCHOCT W NO-HWCEK pasxog 34
KypC Ha neyeHwe. Posaconazole He & pasxonHo eeKTHEHA TEPanKA B CpaBHeHWe ¢ voriconazole nopagu
TELRAS BYCOKATA CH LSHE W HEGNaroNPUATHO MHKPEMEHTANHD CHOTHOLWSHWE HE AMTLNHWTENHK PE3X00M W
OOMEMHUTENHA 3apasHd nonsd (ICER 145 000 ne QALY).

KnoyoBr OQyMKH: MHEAIMEHW MOMUHW MHDeRun, CYPS1 MHXMOWUTODK, aHanKs pasxol/edekTHBHOCT

A COST-EFFECTIVENESS ANALY SIS OF THE CYPS1 INHIBITORS
FOR TREATMENT OF PATIENTS WITH INVASIVE FUNGAL INFECTIONS

T. Vekow, I. Simeonova, N. Veleva
Faculty of Pharmaceutics, Medical University — Pleven

Abstract. The study presents modeling of local data for costs and health benefits of the CYPS51 inhibitors
(CYP51i) for treatment of invasive fungal infections and performance of indirect comparizon based on network
meta-analysis. The results of our assessment are confirmed by the results from assessments of similar
technologies made in Spain and USA. Voriconazole is a cost-effective therapy in comparison with fluconazole
for treatment and prevention of invasive fungal infecticns (ICER BGN 1020/QALY) and dominates itraconazole
with improved therapeutic efficacy and reduced costz for one course of therapy. Posaconazole is not a cost-
effective therapy in comparizson with voriconazole due to its too high price and unfavorable incremental ratio of
added costs and health benefits (ICER BGM 145, 000/QALY).

Key words: invasive fungal infections, CYPS51 inhibitors, cost-eflectiveness analysis
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r8.37. Bekos T, J/lebaHoBa X, BeneBa H, YnpasneHue Ha pasxoguTe 3a /IeKapCTBEHM Tepanuu 3a
naumneHTM C MeTacTasupan pak Ha mnedyHara »knesa (HER2') B Bbarapua upes pedepupaHe Ha LieHUTe
[0 NpUemMInB npar Ha pasxoaHa edeKTUBHOCT, MeaAUUNHCKM MEHUAMKMBHT M 34paBHa MOJUTUKA,
ISSN 1312-0336, 2017, 48 (4), 30-38

o=

[ OPUrMHATNHM CTATUM
l ORIGINAL ARTICLES

MOLEN 3A PEMMBYPCUPAHE YPE3 PEQEPWPAHE HA LIEHUTE
HA LLEENEBUTE OHKONOIMMYHWU TEPANKWK 3A NNIEYEHUE

HA METACTA3WPAI KONOPEKTANEH KAPLUMHOM, OCHOBAHO
HA OLIEHKA HA 3[APABHUTE TEXHONOMMK B BBRINIFAPUA, 2017 T,

T. Bexos' u XK. Kones®
?(DBKyﬂTeT no thapmauus, MY — Mnesex
“®arynreT no dhapmauun, MY — Bapia

Peaome. Lien Ha MICNEQBaHETO € MOAENMPEHE HE BIOAWETHOTO Bba-
AERCTBUE H2 TEPANESTUMHUTE ANTEepPHaTHUBK 32 NEYSHUE HA MEeTacTasupan
xonopekTanes KapumsoM (MKPK) 8 asa cuenapus: nupeusT OTPAIREa Chllec-
TBYB3LUSTA NEKSPCTEENA NONUTHKE 32 onNpeaenake Ha pedepeHTHa CronRocT
Ha #1Bo INN, 3 BTOPURT — nNekapcTeEHa NONUTHKE, 0CHOBAaHA Ha pedepesTHa
CTORHOCT 38 WHKPEMEHTANHOTO CHOTHOWEHKE Ha ADMBLITMUTENNK PaIXoan u
nonau (ICER) na scussy Uenesu Tepanui 3a neuenne Ha MKPK. B nposege-
HUA CpaBsHUTeNeH aManui Ka asara noaxoaa 3a pedepupaHe Ha UeHuTe Ha
anTepHaTVBHWTE NEKaPCTBEHW NPOAYKTH 38 neuenne Ha MKPK ce ycrawoaw,
ve npu ICER pedepupane 3a neTroauiLed Nepuoa Morar 3 Db/1aT CrecTeHn
npubnuanTenHo 40 MNK. NB., KATO CPEAHUAT DAIXOA 338 FOAMILKE Tepanus Ha
nayuent ¢ MKPK ce namansea cpeado ¢ 11 887 na, (-17,1%).

Kniovosu Gymu: wMemacmasupan Konopexmanes KapuusoM, mepansemuiHy
anmepuamuey. nexapemeens nonumura. INN pegpepupene. ICER pedepuparie
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rg.38. LaHkos C., Bekos T. BeneBa H., AHanu3 pasxon/epeKTMBHOCT Ha TepaneBTUYHUTE
aNTepHaTUBM 3a NedyeHue Ha bonect Ha lowe B Bbarapus, 2017, JeTckn U MHOEKLMO3HU HBonecty,
ISSN 1313-762X, 2017, 9 (2), 14-18

14 [ETCKM WM BHOEKLMOAHK BONECTH, tom IX, kH, 202017

AHATINS PASXOLVEQEKTUBHOCT HA TEPATIEBTUMHUTE ANTEPHATUBW 3A NEYEHKUE
HA BOMIECT HA FOLUE B 6LJITAPUSA, 2017

C. Uankog, T, Bexos u H. Benesa
Darynrer no.dapmauna, MY - MNresan

COST-EFFECTIVENESS ANALYSIS OF THERAPEUTIC ALTERNATIVES FOR TREATMENT OF
GAUSHER DISEASE IN BULGARIA, 2017

S. Tsankav, T. Vekov and N. Veleva
Faculty ot Pharmacy, Medical Unnersty - Pleven

Pealome. Llenma Ha NpOyHEIHETY & 53 €3 NABHTHDALIMPAT ¥ AHANWIARET MyBnUKYSaHK SARHU OT OLEHKY
H3 3apasKy TexHONOTvK S8 Neéughme Ha nagme-T © Donect w2 Mowe run | (GD1), nposesars 8 Aoy
STPANW, A3 &8 MOABNADET PAINCAUTE U JADABHNTS NONIA 43 AOCTBLNHATE B NOKINHATA KINHNHIE NPSKTIES
TECANEBTVHAY ANTOPHATHEN, 43 T2 SAMMAVPET MONENUDEHATS PEIFATATY U A3 C2 CADBENAT NR3KOAHO.
2hETISHUTE TEDANSETUNHY ANTEDHETHBIA 33 MEPBA NWHWA T¢pannA & Brnrapwn. MOOSEIEHOTO NKTERS-
TYPHO TepSsne B Jaante pankn MEDLINE, EMBASE, Cocheare LIncary yoTa=#osu 3 Ce0THOGAMI SHanmaa
o7 Tena paacodecbermusnocm |cost-2fiectiveness a1alysis — CEA) Ha 10paB-ITE TEKHANOMTHW 38 NMENSHUE
Ha nedmesTv € GD1 - Imglucarasa (M), velagucerase (VEL|, miglustat (MIG), ekglustat (ELIJ. 3a woge-
NMPANE M3 PEIX0QNTS U ZORERHATE NONTA 0T NOWNMIBHWETC HE TEPENERTHYHUTE BNTEPHATUAK B BRArA0uR
£ HINONINAH NOAANR Ha WMSPKOS © 02l 3APaKkHY CHCTORMNS. ONACBILLN BEIM0DXHITO paisaTe Ha 2afang-
SERETT W QTRATRRIWM BLHURY BEDDRATHOCTY 38 NPEXDY, OT BAHD JADADHA CHETCRHWe B apyvTo. BpemesnAT
¥OPWIOKT Ha Modena & Ad wnedr, PasxcoanTe v nonaTe Ca QUCIOHTAREHY & 5% roawmuno. Madpanara nepe-
NEATHER K3 MOLANS & 3ADAAHE OT MEJHE TOWKR HA NNaTeya PoayaTaTiTe OT NPOBEReHUR 34aNW3 paaXoa)
S@EXTVEHCCT noxasear, we ELI gomurnpa 1M1 c noaofue TepanssTyvsa euKacHOCT W SHAYKTENND ro-
HUCBE paIxon 33 AWl HE Tenanua (207 860 ns. ). Coeed Tosa EL| & Hesamenniva cyBoTpaT-peayuipatia
TeRANUA NDK NBUNSHTHE, NPK KOUTO SHEUM-3IMECTEAILATS TEPANUE & HENOAXOAALIA W 03 HEMKUE FENSNRHA
NeXapcTREHW PEakLMy npk Tepanus ¢ MIG,

Kniouoam aymn: SOnecT na Mowe Tun |, pRIXORHO-SMEXTKENK TEPAIEETIYHI 2NTEPHATUEXINLRES N AAVE
TEP3NUA, CyCCTpaT-PeaYUMDE Wa TEPAIMA, SHIMM-GEMACTRSATA TRNSNKA, BHAMY NANON/aDaKTHaHALT

Abstract. The aim of study is to (dentify and analyzs published data from heallh tachnologies assesamants
for tragiment of patients with Gausher disease type 1 (GD1), performed in forean countigs; lo model
sxpenses and health benefts of the avallztie in local clinical practice therapautic afarmatives: t validate
and cefne cost-affectiva therapautic aflernatives for first line therapy in Buigaria: The perfermed (llerature
saarch on datg Dases such as MEDLINE. EMBASE, Cochrane Library, found 3 comalatve analyses of the
type costeffectiveness {cost-efectiveness analysis — CEA) of health tachnologies for raatment of patients
with GD1 - imiglucarase (IMI), valagiicerass [VEL), migiustat (MIG), eligiustat (ELE. For modes ng of
axpenses and health benefits of administered therapeutic atematives in Bulgara, it s usad the Markou's
madal with ight health conditions describing poassible development of disease and refiecting all probabiiities
for transibion from cne health condition to anoiber. Timas harizon of the modsl Is Ife-long, Costs and benefds
are discounted with 5% annually, The selacted perspective of the modsl ie healthy fram the point of view of
the payar Rasuis from the perdormed cost-effactivenass analysis show fhat ELI deminates M| with similar
therapautic ffectiveness and significantly lower costs {BGN -207 880} for annual therapy, Besiges, ELI
‘& an ireplaceable substrate-raduction therapy in the patients, for whom enzyme-raplacemeant therapy is
inappropriate and advarse drug Mactione cezur in therapy wih MIG

Key words: Gausher disesse type 1, cost-sifeclive therapoutic altarnatives/frst line therapy. eubstrate
feducticn therapy. enzyme-repiacement therapy, cost-effectivenass analysis
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r8.39. Benesa H, LlaHoBa [, Bekos T, Ax>kamba3oB C. PedepupaHe Ha LieHUTE Ha Abarogencreawmre
6a3anHM peKoMBUHAHTHU MHCY/IMHOBM aHano3u (Glargine, Detemir, Degludec), ocHOBaHO Ha OLeHKa
Ha 34paBHUTE TEXHO/MIOMMM M 34paBHATaA CTOMHOCT 3a naumeHTa B bbarapua, 2017, EHAOKPUHHMK
3abonasaHusa, 2017, 46 (2), 3-12, ISSN 0324-1475

.
f OPUIMHANHA CTATHA
L ORIGINAL ARTICLE

PEQEPUPAHE HA LIEHUTE HA OBb/ITOAEUCTBALUWUTE
BA3AJTHN PEKOMBUHAHTHM UHCYNTUHOBU AHATTO3U
(GLARGINE, DETEMIR, DEGLUDEC), OCHOBAHO HA OLIEHKA
HA 30PABHUTE TEXHONOMMA 1 3APABHATA CTOUHOCT
3ANAUMEHTA B BBITAPUA, 2017 T,

H. Beneea’, f]. janoea’, T. Bexoe' u C. ,amaMGa:«oe2
"®akynmem no papmavusi, MY — lNneeer
“@akynmem no obwecmesero 3dpaee, MY — [MheaeH

Pesiome. Llenta Ha nyBriMkaunaTa e CPaBHUTENEH aHanua Ha nybnuy-
HUTE pasxoaW 3a Abfrogeicteawm Dasannin pekoMOWHaHTHW WMHCYNWHOBM
awanoan — insulin glargine (GLA), insulin detemir (DET) u insulin degludec
(DEG), 8 ycnoBuATa Ha Asa cueHapus. MepPBNAT OTPa3nABa peanHara HopMa-
TUBHa NpaKkTuka 3a ueHoobpaidysaHe, OCHOBaHO Ha pedepeHTHa CTOWMHOCT,
u3uncnena s3a INN n nekapcreeHa hopma, Npu KOUTO aHanM3upakuTe nekap-
CTBEHMW NPOAYKTH HE Ce pedepupaT B3auMHo. BTOPUAT CUEHapWin NnporHosnpa
pa3Mepa Ha NyGnNuYyHUTE pasxoau B yCNOBMSTA Ha B3aUMHO pedepupaxe Ha
GLA, DET, DEG, ocHoBaHO Ha OUEHKa Ha 3ApaBHuTe TexHonoruu. Llenta Ha
CPaBHUTENHNS aHanu3 € 4a c& YCTaHOBW BNWAHWETO Ha B3auMHOTO pedepu-
paHe BbpXy CTOMHOCTTa Ha nybnu4HWTE pasxoaun 3a netroauwed nepuoa. B
HacTOALLOTO M3CNEABAHE MOAENUPAHOTO NPUNOXKEHUE Ha pedepeHTHO ue-
HooBpasysaHe (value-based pricing) B8 rpynata Ha agwnroaeicreawmre Ga-
3anHu PeKOMBUHAHTHU UHCynuHOBY ananozu (GLA, DET, DEG) noctura Ha-
MansaeaHe Ha nybnuyHWTE roguwiKM pasxoam ¢ 4,8 MNH. ne.

Kniowosu dymu: dmneodedcmeawiuy 6a3antu pPeKOMOUHEHMHU UHCYTUHOSU

ananoau, insulin glargine, insulin detemir, insulin degludec, ny&nuysu pa3xodu, oyeHka
Ha 30pasHu mexHonoauu, pegepeHmHo ueHoobpasysare
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9. Ny6aukyBaHa rnaBa oT KONEKTMBHA MOHorpadus:

r9.1. Benesa H., CredaHosa [1.,, MKoHOMUYecKa Teopua U nNpakTMKa. B: WMKoHOMMKA Ha
3/1paBeonasBaHeTo noj peAakuuara Ha npod. ToHM Bekos, WM3patencku ueHTbp Ha MY-MneseH,
2020, c. 11-55, ISBN - 978-954-756-241-7

r9.2. Canues ., Benesa H., MkoHOMMKa Ha 34paBeona3BaHeTo. B: IKOHOMUWKaA Ha 34paBeonasBaHeTo
nop, pegakuuata Ha npod. ToHn Bekos, Mspatencku ueHTbp Ha MY-MneseH, 2020, c. 56-182, ISBN -
978-954-756-241-7

r9.3. Bekos T., lxxamba3zos C., Benesa H. YnpasneHue Ha neyebHuTe 3aBeseHun, B: MKOHOMMKA Ha
3[paBeonasBaHeTo nog pedakumaTta Ha npod. ToHn Bekos, W3gaTtencku ueHTbp Ha MY-MneseH,
2020, c. 246-353, ISBN - 978-954-756-241-7

1. VBOI

Hromouura 5a 3apaseonassameTto € obocobesa 80T OT HEOHOME-
*IeCEATA HAYEA 34 OCHOBONOAONIHEIIE HA TOBA HAYINO HAITPABASHIIE
ce cumTa npodecopsT or Columbia University, New York — Herbert
Klarman Herosmaer may-tex rpya .The Economics of Helath®, 1965 r.
[1], € TRpBRAT, KORTO AHAANINPA I ZNICKEYTHPA TEMI, CBHP3RHI C OTPO-
atpmrre hIrEANCOSE CPAXCTEA I PECYPCH, KOHNTO C8 FCEOSSAT 34 3apase-
onazBaHe, EAXTO I SHATHTEARNTE TeMIIOBS HA TEXHIN &KeroJeH PECT.

ApyT oT OTRPSHTE TEOPETHIN HA HEKOHOMIEATR HA 3Paseonazsa-
meto & Kenneth Arrow. B meromo nybanxysano nzcaensame or 1963
I. C8 ROEHTHMHINPAT H AHKRAHNINPAT EOHUEOTYRAHHTE PAIANINS
smexay 3gpasero u apyrure croxu [2]. Pamtopure, xomTo oTANTIA-
BAT NECHOMHIEATA HA 3ZPRBSONAIBAHETO OT ZPYTH ODAACTH, BEANOTI-
BAT IINPOER ALPIEABHA HAMECA, NPHCLIIA HECHTYPHOCT B HSECAXO
N3IMePeHNH, ACHMETPIMERK NEGopMamns, Dapmepn 3a HABANIAHE,
SEHIDH (DAXTOPH I IPHCECTSIE HA TPETA CTPAaNAa.

B zapaseonazsamero TPeTATA CTPAHA HONIMEHNHO & ASKADPHT,
EONTO S36MA PEIISHNETO 38 NOEYNEA HA 3SPASeH OPOAVET, KaT0 Ch-
IMSBPEMENEO He YIACTES B HErOEOTO JANAAmMIANE.

HEoHOMIEA EA 3PABEONAIBAHETO OCBEH AHAANS HA (PHHAHCOBHN-
Te PA3XOMI BEAIBA II3CASRBANE IT HA PA3AIrTEI ZpyTHR damTopm: 1
TeHZSHIUNI, CEBPIAHN ¢ YOPABAGHIE I NAAHNPAHE HA 3TPABEOIAZ-
samero, m3ymasamne ua norpebmocTirre or pasamrim srnose 3xpasHn
OPOOYETH, BHEIPABAHE HA HMEOHOMINMECEN MeXAHIIMH B IOPABHATAR
CHCTEMA, METOIN 33 H3IMepSaHe HA o(EeETHEHOCTTA HA PAIXOINTE,
OmeHgEANE HA IIPABHITE TEXHOAOINH C IISA BISMANS HA PAITEHIH,
CTPYETYPHE H PyHEIHOHAAHNT PeOopMi HA 3APASHATA CHCTEMA, H3y-
*rABANE HA IXPABHIITE PEIVATATI! HA NONMYAAINIOHNO HIMSO It Ap.

[IpenMeTsT HA HAYEATR HEOHOMIER HAR 3APKBEONAIBAHETO MOIKe
aa Snae dopuyastpan obobmrexo xaTo mIyIaBame T OpPIAATANS HA
ofmIATA NEOHOMINMECEA TeOPUN EBM NOpobseMuTe I HABAGHHHTA,
CEBPIAEN CBC 3SPABETO H 3APASEONAISAHSTO.

Haijt-061m10 IKOHOMEEATA HA IIPABSONAIBAHETO TPAGEA 1a Gnze
PAITASEIAHA 3 OB& ACHEeETA: 1) XRTO OTPACAOBA HEOHOMNIKSR, KOS-
TO MIYIABA ZeICTEIETO HA HEOHOMIIISCKNITE 3aKOHN B cdepara Ha
IOPASEONAIBAHETO, B 2) EATO NPHAOKEH BII 3HAHNA, KEOITO BEAKI-

Ba B cefe O KOMIDASEC OT HKOROMIIIECKN BEREIOPOCE OT obaacrra Ha
OPTA&ENIALINATA I VIPAEASHEETO HA 3OPAaSe0nazeBa=EeTo.
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E20. NMy6anKyBaH yHUBEPCUTETCKU yUebHUK

E20.1. BekoB T, BeneBa H, Mpuropos E, [xkambazos C, OLeHKM Ha NeKapCTBEHM Tepanunu. Teopus u
npakTuKa. Uspatencku ueHtop MY-lNneseH, 2015, ISBN 978-954-756-163-2, 336 c.

1.yBog

LienTa Ha HACTORUPTO PHROBOACTEO NO HAPMBKODUKOHOMWUKA &
AA NPSACTAAN NPAKTUMECKM ANTOPUTEM 38 NPoBEAIaHe Ha dap-
MAKOMKOHOMMUOCKH aHAMKA W 43 KIPaaK YMEHS B xasangamre
38 HAYMHO W EKCNBHTHO PABMTHE B 0ONACTTA HA VKOHOMUYECKATE
OLOHKN HE NEKAPCTESHNTE Tepan.

PLKOBOACTBOTO € NPEAHAIMAHEH0 33 CTYASHTH W JOKTOPaNTH
8 MESMUMHCENTE YHABEPCUTETA U NPEAOCTAER BAMMCHA IHAHNA OT-
HOCHO CHUHOCTTA HA MKOHOMWMECKATA OLEHKD HA NexapcTeeHnre
Tepan ((hapMaKOMKOHOMMMECKA OLBHKE) W NPUIOKEHRNETO (1 Npu
BISMAHE HA PElLeHNe 32 permbypcupade Ha TepanuuTe oT Myt
HUTE 33PABHA CHCTEMM,

DRPMAKOUKOHOMUHOCKATA OUEHKA A4Ba HACOKM Ha Galata Ha
A0KAIATONCTEA 33 UeHooBparysaneTo H peuMmOypeipaHeTo Ha ne-
xapcTeeHuTe NPoayKTH. LlenTa e Aa ce uaentwdupaTr oHean Te-
PanuK, KOWTO NPENAraT Han-ToMAMAa CTORHOCT 33 GOWMHWLA pasxon
3auo ToBa & HeoBXOMMO?

Vacnasarmara Ha Wido (2011 1) 8 lepmanun npegnonarar, ye
A0% OF BCvaKM PELBITA, KOWTO Ca Npeanucanm npe3s 890-1e rog Ha
XX B, Ca ChILPXANKM NEXAPCTBEHN NPOAYKTH C OCNopBRaHa egu-
®acHoCT B peaynrat Ha u3soaMTe OT NOJODHK WACNAARAHHA ALpP-
HABUTE BLE NO-YECTO OMPaHMYaBaT MPOMIBONHUTE POLLeHWA 3a
povmMOypcupane » CBODOAMO LIeHOODPalyBale Ha nexapcTBeHrTe
NPOYKTK, KATO NPUNAaraT CPABHUTENHK MKOHOMMYECKN DUEHKM Ha
nexapcTeeHMie Tepamnmy Toan npouec 8 bunrapus xem 2014 1 e
NPOXOAGALL W HAMA PEANHO BIMAHKE BLPXY YNPABNSHWETO W KOH-
TRONG Ha NYBNUNHKTE PASXOAM 3a mMeuaeHTw, B peaynrar Ha
Toea ofiuara AobaBaHa CTORHOCT 33 NAUMEHTATE B HALWATA CTpaHa
OT NSKAPCTBEHMTE NPOAYKTH & HeK3BeCTHa  ToBa NPABK HEBLIMOK-
Ha 0DeKTUBHATA OLEHKA HA NEXaPCTEEHATA NOMMTHKA, KOATO SMH-
CTBEHO PEFUCTRMPE eXeroae PLeT Ha apMaleBTHIHNTO Paixo-
av, Be1 Jopu 4a @ Hanpabey ONuT 3a OUeHABaHE Ha 00LeCTReHNTE
AIPABHW PEIYNTATH OT NPEANWCBAHWTE Tepanii

B Asnng v Feprasmn NPE3 NoCHBaHNTE 1OMHN MKOHOMWIEC K-
T8 OUSHKA HA NEKANCTBEHNTE TEPanuv & Bajew| GaKTop NPy LEHO-

OBPE3YBAHETO W PEUMOYPCHPEHETO HO MEIMKAMEHTUTE, XaTO dap-
MALEBETHUHATA WHILYCTPMR TPROBA 18 A0Ka3Ba xaK & onpefenyna
LEHETA HA MHOBATHBHUTE NEKAPC TBEHN NPOAYKTH Ka Bazata Ha J1o-
MEAHUTENHATA CTOMHOCT 38 NAUMEHTHTE CNPAMO CbliSCTBYBaUMTE
NEXApPCTBEHN anTepHam™Ben. Cnopes HOPMaTMBHUTE npasuna, ako
HOBMAT NEKAPCTBEH NPOAYKT HAMA noDaseHsa Tepanestyka nonaa,
penMbypCHpaHeTo ce onpefiend Ha HHBO, KOETD HE & NO-BUCOKO OT
TO8a Ha CX0OHA TEPaNWUA, KDATO BEYE Ce Npeanara Ha nasapa.

10 TO3M HAMMH C8 PEANUINPA OCHOBHATA LEN HA MKOHOMUYE-
CKMTE OLEHEW HA NEKAPC TREHWTE TEPanin OTHOCHO NOANPENETa Ha
PEWEHUATA B YAPABSONEIBAHETO U NINOTBAHE HA NEKAPC TBEHKW NO-
NATHRK YPE3 00EKTBHA HayuHa MHOPMBLA

B pe3yntat Ha WypoKo NPAIHAaTUTE NON3K hapMakonKoOHOMNYE-
CKMTE OUEHKM CE NpunaraT 8 peanua crpanv ot EC — benmwn, [anwn,
Wseywa, Dunnanamn, Xonanawa, AHrmus, Vipnasams, Mopryranms,
Hopeerus, Ectonwn, Natenn, TNwrsa, Monwa, Yrarapus v Fepranns
OceeH TOBA KATO CHCTEMEH MHCTPYMEHT 33 B39MaHe Ha PELLSHNA C3
B NPOLEC Ha Bbeax1aHe 8 Mcnadua, dpanuymn, CnoseduR, Yexun
W CnosakvA. MoaoBHn MKOHOMUUECKH OLUEHKA HE NexapcreesnTe
Tepaniu NPeAcTon Aa ce BLBEAAT K B DbirapcxkaTa nexapcreesa
NOAWTUKE, 38 KOBTO & HEODXOAMM KBADOEH W HayYeH NoTeHLMan

HacTomuoTo PLKOBOACTBO MME 38 UEen 08 WIrpagM oCHOBHW
NPEKTUNECK YMEHWA Ha CTYASHTUTE, KOMTO LIS NPEAnoYeTar aa ce
pa3pMBar 8 0GNacTTa Ha OUeHKaTs Ha JAPABHUTE TEXHOMNOTMK K Ne-
KAPCTBEHNTE TEParvn W LULe MIPECHaT Kato Dhaeu excnepmm Ka
PEDOPMHPAHATE NEXAPCTHEHE NONWTHKA B HALLATA CTPaKA
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