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Hyoankanus 1.

Research Institute of Pharmacy and Pharmacology, Medical Academy, Sofia, Bulgaria

Regulation of the tetracycline hydrochloride release
from polyacrylate microspheres

Part1

ST. TSANKOV, N. LAMBOV and E. MINKOV

Pharmazie 47 (1992), H. 2

Due to the precipitation of free bases sparingly soluble
in water, it is not possible to achieve a uniform release
in the gastrointestinal tract of delayed action drugs
containing salts of weak bases, e.g. tetracycline hy-
drochloride, at pH-values surpassing their pK, values.
The problem of drug release control can be solved by
adding Eudragit® L to the polymetacrylate (Eudragit
RS) microspheres. It has been established that 30%
Eudragit L. ensures a gradual uniform release of tetra-
cycline hydrochloride (K? = 11%/h) irrespective of
variations in the pH of the gastrointestinal tract.

Regulierung der Tetracyclinhydrochlorid-Freisetzung
aus Polyacrylat-Mikropartikeln

Retararzneiformen. die schwach basische Arzneistoffe
wie Tetracyclinhydrochlorid enthalten, weisen infolge
threr pH-abhingigen Ldslichkeit oft Probleme ber der
Freisetzung auf. Mit dem Ansteigen des pH-Milieus
iiber den pK -Werl treten Ausfillungen der in Wasser
schwerloslichen freien Base auf. Deshalb ist eine kon-
stante Freisetzungsgeschwindigkeit nicht zu sichern.
Durch Zusatz von Eudragit® L in den Polyacrylat-
Mikropartikeln (Eudragit RS) kann der Freisetzungs-
prozeBl kontrolliert werden. Bei 30% Eudragit L wird
Tetracyclinhydrochlorid mit konstanter Geschwindig-
keit (K® = 11%/h) unabhiingig von einer pH-Ande-
rung freigesetzt.
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Hyboankanus 2.

Pharmaceutical Faculty, High Medical School® and Bulgarian Academy of Sciences?, Sofia, Bulgaria
Studies on the release of tinidazol from polyacrylate microspheres

N. LAMBOV', ST. TSANKOV' M. GRINBERG?, and E. MINKOV"

Pharmazie 49 (1994), H. 6

The release of tinidazol from polyacrylate microspheres
(Eudragit® RS/Eudragit® RL) is studied. The influence
of the type of carrier, loading an size of particles is
established. We could describe the release kinetics by
a simple empiric dependence, representing the release
process with high accuracy.

Untersuchungen zur Freisetzung von Tinidazol aus Poly-
acrylat-Mikrosphiren

Die Freisetzung von Tinidazol aus Polyacrylat-Mikro-
sphiren (Eudragit® RS/Eudragit® RL) wird untersucht,
Die Einflisse des Tragermaterials, des Wirkstoffge-
haltes und der PartikelgroB3e werden beriicksichtigt. Die
Freisetzungskinetik kann durch eine einfache mathema-
tische Gleichung beschrieben werden, die mit groBer
Genauigkeit den Freisetzungsverlauf wiedergibt.
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From the Faculty of Pharmacy, Higher Medical Institute, Sofia (Bulgaria)

Regulation of Tetracycline Hydrochloride Release
from Polyacrylate Microspheres

The mechanism of release

By S. Tsankov, N. Lambov, and E. Minkov

die pharmazeutische industrie

ECV - Editio Cantor Verlag - Pharm. Ind. 57, 12, 1044-1047 (1995)

Summary

The problems to be faced in the course of tetracycline hydro-
chloride release from polyacrylate microspheres ( Eudragit®)
may be attributed to pH-dependent drug solubility. On rising
pH above pK, a free base poorly soluble in water is separated
leading to a clearcut delay in drug liberation. Control of drug
release may be achieved by adding Eudragit L to Eudragit RS
microspheres.

In the present study the mechanism of tetracycline hydro-
chloride release from an Eudragit RS matrix after inclusion of
Eudragit L was investigated. Regulation of drug release de-
pends on structural changes in the system with altered medium
pH leading to modified matrix permeability. Eudragit L inclu-
sion leads to enhanced drug release from polyacrylate micro-
spheres at pH > 5.5 as a result of increasing “free volumes”
within the matrix. In addition, drug release is essentially af-
fected by the formation of pores on the microsphere surface.
Pore formation is due to dissolution of Eudragit L located on
the particle surface.
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Adacroriol. Syeap. 103, 193 25 (1990) 193

CROSSLINKED POLY (ETHYLENE OXIDE) FOR DRUG RELEASE SYSTEMS

Te Prof. Ivan M. Panayotowv
on the osccasion of his 70" birthday

Nadya Bolcheva*, Rayna Stamencva, Christe Tsvetanow

o

Institute of Folymers, Bulgarian Academy of Sciences,
1113 Sofim., Bulgaria

Mikolai Lambowv, Stanislav Tsankow

Faculty of Fharmacy, High Medical School,
1000 Sofia,., Bulgaria

Johannes Smic

Chemistry Department. College of Environmental
Secience and Forestry,., State University of New York,
Syracuse, NY,13210

Abstract: Three types of poly(ethylene oxide) (PEQ)- based
hydrogels have been synthesized and studied for drug re-
lease applications: y-irradiated high molecular weight PEO,
biodegradable polyether-polyester networks with malic acid
as crosslinker of poly(ethylene glycol)s and amphiphilic
PEO-based polyureas crosslinked with multifunctional iso-
cyanates. Varying the length of the PEO chain and the type
of the crosslinker, hydrogels with different swelling
properties, loading capacities and release characteristics
were obtained. A large  number of pharmaceuticals
{acebutolol.HCl, diclofenac.Na, procaine.HCI, phenobarbi-~
tal.Na, propranolol, etc.) were tested for a sustained re-
lease in different media (pH=1.2, 6.5, 7.4). Most of them

gave reasonable retarded release profiles for B hours when
incorporated before the y-irradiation crosslinking of PEO.
While amphiphilic hydrogels were found to be suitable for
hydrophobic solutes, the biodegradable PEO-based polyester
ones affected predominantly the release of water-soluble

drugs. No pH effect was found for the y-irradiated PEO as a

carrier in c¢ontrast to the strong pH dependence for the

degradable polyester networks.
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Iy6oaukanus 5.

Faculty of Pharmacy, Medical University, Sofia, Bulgaria

Biopharmaceutical study of cross-linked polyethylene oxide hydrogels

N. Lampov, M. Dimitrov and S. Tsankov
Pharmazie 52 (1997) 10

Factors that can eventually influence the release of drugs from PEO-hydrogels were studied. A difference in the swelling
ol wet and dried matrices was determined. Generally, the release takes place as an anomalous diffusion (release exponent
n= {).5.%-(1.8(}}. .ic rate and Kinetics of release (t'"* or zero order prevailing) depend mostly on the drug content in the
matrices and the irradiation dose.

Iyonukanus 6.
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OCBOBOIK/JABAHE HA ALIEBYTOAOA OT X¥JIPOTEAHI MATPUIII
OT PAJIVAIIVIOHHO OMPEKEH [IOAMETVAEHOB OKIIC

H. Aam608, M. JlumumpoB u Cm. Ifanko6

Meguyuncku yruBepcumem - Cogun, Gapmayebmuuen gakyimem,
Kamegpa no mexnoaoeun na sekapemBerume cpegemba ¢ Guodapmayin

DRUG RELEASE OF ACEBUTOLOL HYDROCHLORIDE FROM IRRADIATED
CROSS-LINKED POLYETHYLEN OXIDE AND BIOPHARMACY

N. Lambov, M. Dimitrov and St. Tsankov
Medical University - Sofia, Faculty of Pharmacy, Depariment of Pharmaceutical Technology

Pesiome. [1o meTona HA PAAHALMOHHOTO OMPEXKBAHE C4 MONYYEHH XMIAPOTelH Ha BA3dTA HAa BUCOKOMO-
JISKYJIEH TOJHETHIICHOB OKHC, ChAbpKally auclyTonon. YeTaHOBCHO €, 4C ONUTHHTE ycnosua (sug na
ONHTHATA NOCTAHOBKA, BHA U KOJIHYECTBO HA €IOCHTA W CKOPOCT Hd PasOBLPKBAHE) He MOBAABAT OCBO-
DOXAdBAHETO HA JEKAPCTBEHOTO BelecTBO. [IpouechT Ha 0CBOBOXA4BaHE NPOTHUA KaTo abHopMHa Du-
koBa Audysua (n=0.53+0.86). CkopocTra u cTencHTa Ha 0cBOBOXAABAHE 3ABUCAT OT BMAY HA MATPHIATA
{HCH;‘ICmeH‘d HIIH F‘l::iCyLLlﬁHa), oT KUH].I,CH'I']'JH!.[H?I’I‘& Hd IlﬁKapCTHﬁHU'l‘U BCLIECTBEO B HEA H OT 403dTd Hd
0BJIbUBAKE, KOTO OMpPEeNsIT U KHHETHKATA Ha npoleca - OT npeobaagasauta Vt 40 HYNEB MOPSAbK.

Summary. By the method of radiation cross-linking hydrogels on the basis of high-molecular polyethylene
oxide have been obtained, containing Acebutolol hydrochloride. It has been established that the experi-
mental conditions (type of experimental setting, type and quantity of the medium and hydrodynamic con-
ditions) do not influence drug relcase. The process of release takes place as an anomalous Fick diffusion
(n=0.53+0.86). The rate of release depends on the matrix type (wet or dry), drug concentration in it, and
irradiation dose which determine release kinetics - from the prevailing Vt to the zero order.

Key words: acebutolol/chemical; synthesis, pharmacokinetics
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PHARMACIA, vol. 64, No. 1/2017 B. Tzankov, K. Videlov, N. Zaharieva, S. Tzankov

FORMULATION AND PROCESS OPTIMIZATION OF GLIMEPIRIDE
TABLETS

B. Tzankov 1*, K. Videlov 2, N. Zaharieva 2, S. Tzankov 2

1 Medical University — Sofia, Faculty of Pharmacy, Department of Pharmaceutical
Technology and Biopharmaceutics, 2 Dunav str., 1000 Sofia, Bulgaria
2Tchaikapharma High Quality Medicines, 1 G. M. Dimitrov Blvd,1172 Sofia, Bulgaria

Summary. Glimepiride is an effective antidiabetic drug, but its low aqueous solubility and
slow dissolution rate might lead to low oral bioavailability. In this study, the possibilities for opti-
mization of production process for glimepiride tablets are explored. Direct compression and tablet-
ing after granulation in a fluidized bed are examined as suitable and simplified methods for prepa-
ration of glimepiride tablets. Amaryl (glimepiride) 2 mg was used as a reference drug. The release
profiles of tablets, produced by tableting after wet granulation in a fluidized bed can be considered
to be similar with the reference drug, while the method of direct compression and tableting after

granulation of excipients and subsequent powdering with the drug substance showed unsatisfactory
results.

Key words: glimepiride, tablets, fluidized bed granulation.
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Process optimization of preparation of diclofenac... PHARMACIA, vol. 65, No. 1/2018 9

PROCESS OPTIMIZATION OF PREPARA-
TION OF DICLOFENAC GASTRO- RE-
SISTANT TABLETS

Borislav Tzankov!*, Krassimir Videlov?, Stanislav Tzankov?

! Medical University — Sofia, Faculty of Pharmacy, Department of Pharmaceutical
Technology and Biopharmaceutics, 2 Dunav str., 1000 Sofia, Bulgaria
2Tchaikapharma High Quality Medicines, 1 G. M. Dimitrov Blvd, 1172 Sofia,
Bulgaria

Summary: A technological optimization of production process for manu-
facture of diclofenac sodium gastro-resistant tablets was explored. Tableting after
granulation in fluidized bed conditions were examined as possible simplified meth-
ods for preparation of diclofenac-containing tablets. Single and double-layer enteric
coating were proposed as suitable and less time consumable method for preparation
of entero-solvent coating. VVoltaren 50 mg was used as a reference drug product for
evaluation of the factor of simi- larity.

Key words: diclofenac, tablets, gastro—resistant.
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Polymer Journal
https://doi.org/10.1038/s41428-
020-00442-2

ORIGINAL ARTICLE

Mixed micellar system for codelivery of doxorubicin and caf-
feic acid phenethyl ester: design and enhanced antitumor ac-
tivity

Katya Kamenoval-Georgy Grancharov?-Borislav Tzankov? -Denitsa Aluani?-Virginia Tzankova?-
Stanislav Tzankov? -Krassimira Yoncheva?-Petar D. Petrov’
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© The Society of Polymer Science, Japan 2020

Abstract

Multifunctional nanocarriers of two or more anticancer drugs with different pharmacological mechanisms are being
developed for combination therapy, which aims at achieving synergistic effects in cancer treatment and overcoming
the increasingly common problem of drug resistance. This contribution reports the fabrication of functional na-
nosized micellar carriers of doxorubicin (DOX) and caffeic acid phenethyl ester (CAPE) via coassembly of two
well-defined amphiphilic ABA triblock copolymers comprising identical hydrophobic poly(e-caprolactone) (PCL)
blocks and different hydrophilic segments — poly(ethylene oxide) (PEO) or poly(acrylic acid) (PAA). CAPE was
embedded into the PCL core via hydrophobic interactions, while DOX was loaded within a mixed PAA/PEO co-
rona layer through complexation. The main physico-chemical properties of blank and dual drug-loaded micelles
were investigated using dynamic and electrophoretic light scattering and transmission electron microscopy. Load-
ing of CAPE and DOX increased the size and size distribution of carriers to some extent. However, the mixed
micellar system was characterized by good colloidal stability and sustained release of the two drugs. The cytotoxic
effect of DOX/CAPE-loaded mixed micelles in drug-resistant lymphoma cells expressing the multidrug resistance
(MDR1) gene (L5178Y MDR1) was assessed.
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Research paper

Mesoporous silica MCM-41 and HMS as advanced drug deliv-
ery carriers for bicalutamide

Teodora Popova °, Borislav Tzankov *', Christina Voycheva ?, lvanka
Spassova ”, Daniela Kovacheva °, Stanislav Tzankov ¢, Denitsa Aluani ¢,
Virginia Tzankova ¢,

Nikolai Lambov *

a Department of Pharmaceutical Technology and Biopharmaceutics, Faculty of Pharmacy, Medical University of Sofia, Bulgaria
b |nstitute of General and Inorganic Chemistry, Bulgarian Academy of Sciences, Sofia, Bulgaria

¢ Department of Pharmaceutical Sciences and Social Pharmacy, Faculty of Pharmacy, Medical University of Pleven, Bulgaria
d Department of Pharmacology, Pharmacotherapy and Toxicology, Faculty of Pharmacy, Medical University of Sofia, Bulgaria

ARTICLEINFO

Keywords: Mesoporous silica MCM-41, HMS, Bicalutamide

ABSTRACT

This study presents the potential of Mobil Composition of Matter No.41 (MCM-41) and Hollow Mesoporous Silica (HMS) as an efficient drug delivery
system for anticancer drug bicalutamide (BLT). Bicalutamide loaded nano-

particles were characterized by using X-ray diffraction (XRD), N2-physisorption, dynamic light scattering (DLS), TEM and attenuated total reflection
infrared (ATR-FTIR) spectra. Drug loading procedure leads to high drug loading in both MCM-41 (40%) and HMS particles (62%). The loading of bicalu-
tamide onto MCM-41 and HMS particles leads to a reduction in the initial burst effect and slows down the drug release in the used media compared to
the pure drug. The safety experiments confirm good blood biocompatibility of both empty and bicalutamide-loaded nanoparticles. The cytotoxicity studies
show that bicalutamide loading in mesoporous silica

nanoparticles increases its in vitro antitumor activity against prostate adenocarcinoma LNCaP cells with the rank order of potency HMS/B > MCM-41/B

> free bicalutamide.

In conclusion, the newly developed formulations might be considered as promising delivery systems for
bicalutamide, providing more reliable drug bioavailability, good safety and increased in vitro antitumor activity against LNCaP prostate adenocarcinoma
cells.
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AHAJIN3 HA PA3XO4HATA E®EKTUBHOCT HA MY/ITUBAJIEHTHUTE
UHAKTUBUPAHU NPOTUBOIPUTNHU BAKCUHU B BbJ/ITAPUA

T. Bekos, C. LlaHKos, XK. Kones

dapmauestryeH pakyntet, MY — MNneseH

Pestome. CbBpemMeHHUTE 34paBHU CUCTEMU ca POKYCUPAHU BbPXY NPeBEHUMATA Ha rpunHUTe 3abo-
NABaHuA, 6azmMpaHa Ha MYNTUBANIEHTHN MHAKTUBMPAHM NPOTUBOTPUNHU BaKCUHM — trivalent influenza
vaccine (TIV) n quadrivalent influenza vaccine (QlV). B pe3ynTaT Ha yBennyaBalLmTe ce Bb3MOXKHOC- T!
33 NpeBaHTMBEH M360p e HeobxoAMMO Ja b6bAe OLeHEeHa KaKTo CpaBHMTE/NHaTa epUKacHOCT W
6e30MacHOCT Ha Pa3/IMYHUTE anTEePHATUBHM BAaKCUHM, TaKa U TAXHATa pa3xoaHa epeKTUBHOCT. 3a LenTa
€ MPUI0XKUMO U3BbPLIBAHETO HA aHanu3 oT Tuna pasxon/edexktmsHocT (cost-effecitiveness analysis,
CEA). Llen Ha vM3cnenBaHeTo HM e MoAenupaHe Ha IOKaAHU JaHHU 33 Pa3xoau U 34paBHU MOM3M Ha
MY/ITUBAJIEHTHUTE MHAKTUBMPAHW MPOTMBOIPUMNHM BAKCUMHW. BxoaawmTe AaHHM B Mode- na ca
oueHeHaTa edMKacHOCT M 6e30MacHOCT B PaHAOMM3IMPAHUTE KAMHUYHM M3nuTBaHUA GQMO7, QIV03,
QHD 00008, QIV04. MoaenvpaHeTo Ha AaHHU 32 6baelln 34paBHU NOA3M U Pa3XOan € Ypes MOJEN Ha
MapKoB C AeceT 34paBHU CbCTOAHUA. BpemeBUAT XOPMU30OHT HA Modena e A0 KMBOT. Pas- xoauTe U
noasnuTe ca AMCKOHTMpPaHW ¢ 5% roamwHo. M3bpaHaTa nepcnekTuBa e rnegHata TOYKa Ha TpeTaTa
cTpaHa nnateu. lNposedeH e aHanu3 pasxon/edeKTUBHOCT U € WU3UYUCAEHO WHKPEeMeH- TaJHOTO
CbOTHOLLIEHME Ha AONbAHUTENHW Pa3xoau 1 34paBHM nonsu (incremental cost-effectiveness ratio, ICER)
Ha aNTEPHAaTUBHUTE MYATUBANEHTHU MHAKTUBMPAHW MPOTUBOrPUNHM BaKCcMHU. QIV e pasxogHo
edbeKkTMBHaA 34paBHa TEXHONOMMA B cpaBHeHMe ¢ TIV 3a npeBeHUMA Ha rpunHUTE 3ab0NA- BaHUA BbB
BCMYKM Bb3PACcTOBU rpynu. Moaxoaauwo e npm Bb3pacToBUTeE rPynu C HAM-MHOTO PUCKOBM NALMEHTU —
Aeua 3-8 roanHu 1 Bb3pacTHK > 60 rogmHu, QIV aa 6bae pemmbypcmpat ¢ nybamyHmn cpeactsa 4o 75%
OT LieHaTa, 3a Aa 6bae NOCTUTHATO NPENOPbUYMUTENIHOTO BAKCUHAJTHO NOKPUTUE HA PUCKOBUTE Fpymnu.

KnouoBu gymu: myntmBasieHTHUTE MHAKTUBUPAHU NPOTUBOTPUNHU BAKCUHWM, aHAIN3 pa3xo,c|,/e¢eK—
TUBHOCT

OBLUA MEOMLIMHA, 20, 2018, Ne 4
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Abstract

The possibilities for correction of the rate of drug release by minimal changes in the technology process and by
maintaining the quantitative and qualitative composition of the product pentoxifylline — extended release tablets
were explored. Correction was made by addition of different quantity of HPMC (4000 cPs) to a granulating solution
of PEG 6000. The main characteristics of the granules (compressibility index and density) were established. The
swelling of the hydrogel tablets in water was determined in order more information on the release process to be
obtained. Dissolution profiles of produced tablets were determined.

Keywords

pentoxifylline tablets, swelling index, dissolution profiles
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Original Articles

CANDESARTAN CILEXETIL TABLETS - STUDY OF FACTORS, IN-
FLUENCING RELEASE PROFILES AND THE POTENTIAL FOR
TABLETING AFTER FLUIDIZED BED GRANULATION

Stanislav Tzankov?, Borislav Tzankov

! Medical University — Sofia, Faculty of Pharmacy,
Department of Pharmaceutical Technology and Biopharma-
ceutics,

2 Dunav str., 1000 Sofia, Bulgaria.
2 Medical University of Pleven, Faculty of Pharmacy,
Department of Pharmaceutical Sciences and Social Phar-
macy, Pleven, Bulgaria.

Abstract: The present study evaluated the possibility tableting after granula-
tion under fluid bed conditions to be used as suitable method for preparation of can-
desartan cilexetil - containing tablets, having a similarity factor to the reference prod-
uct above
50.00. Different parameters, such as the influence of excipients, size of granules and
tech- nological regime on drug release profile were investigated in order predeter-
mined requirements to be met.

It was found that only the mechanical addition of surfactant and change of
the size of granules, used for tableting did not lead to satisfactory results. A suitable
technological regime was required to achieve the biopharmaceutical requirements.
The suitability of the technology was demonstrated by comparison of the tablet re-
lease profiles, obtained by different methods, in media with different pH values (pH
6.5, pH 4.5 and pH 1.2). Our results show that the addition of granulation liquid,
containing 5% low substituted hydroxypropyl cellulose and 2.5% diethylene glycol
mono-ethyl ether, under fluid bed conditions, led to drug release profiles, satisfied
biopharmaceutical requirements in all the used media.

Key words: candesartan cilexetil, tablets, fluidized bed granulation.

PHARMACIA, vol. 65, No. 3/2018 S. Tzankov, B. Tzankov
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46 MEMLIMHCK NPETNEA, 54, 2018, Ne 2

OLIEHKA HA 3OPABHUTE TEXHONOMUW, NPEOHA3HAYEHN 3A LIENEBA UMYHOTEPANWA
HA HEAPEBHOKNETBYEH PAK HA BENUA OPOB ¢ PD-L1 EKCNPECUSA

T. Bexos u C. LlaHkop
Dakyntet no chapmaums, MY - Nnesex

AN ASSESSMENT OF HEALTH TECHNOLOGIES INTENDED FOR TARGETED
IMMUNOTHERAPY OF NON-SMALL CELL LUNG CANCER WITH PD-L1 EXPRESSION

T. Vekov and S. Tzankov
Faculty of Pharmacy, Medical University — Pleven

Pe3tome: AHanusupary ca nybnmkysaHy AaHHN OT OLUEHKK Ha 34paBHY TEXHOMOMW 33 neve-
Hue Ha HeppebHokneTsYeH pak Ha Genmus Apo6 (HOKPEL), PD-L1+, cnien npuno-
HeHne Ha xummotepanus, aHTU-EGFR v antu-ALK Tepanus, koeto ofxealua nepu-
opa sHyapy 2015—-+Hoemspu 2017 r. HanpaeeHo & kOCBEHO CpaBHEeHWe Ha Tepanes-
TUMHATa 1 pasxogHaTa ecbexmawoc:T Ha anTepHaTuBNTE 3a neveHue, 5asv|paHo Ha
MPEXXOB MeTaaHanua. Pesynratute OT aHann3a pa3axoa/edekTMBHOCT ca npeacra-
BEHM KATO MHKPEMEHTAIIHO CbOTHOLLEHWE Ha JOMBMHUTENHU pasxoaun (A costs) u
[OMbNHUTENHW 3ppasHn nonan (A QALY). Crura ce Ao waBoga, Ye Leneeara umy-
HoTtepanus Ha HOKPBL ¢ PD-L1 excnpecus e pasxogHo HeedpekTUBHA B CpaBHe-
HVYE CbC CTaHRAPTHATA XUMMOTEPanuiA, CNeA0BaTENHO TH € NPUNCKUMA KaTo BTOpa
nuHUA cneg npealiecteaiya xumuotepanus. Mauvent ¢ EGFR akrusmpawm my-
Tauumn nim ALK-NoanTMBHM TYMOPHM MyTauun TpsiBsa CbLUO Aa ca Nonyqnnu Tap-
reTHa Tepanvis, Npeau 4a ce NPUcTLNY KeM uMyHoTepanus ¢ PD-L1 uhxuGuropw. B
rpynata Ha PD-L1 nHxubutopute pembrolizumab u atezolizumab npeswaxoxaat
nivolumab csotBeTHo ¢ A QALY + 0,264 m c A QALY + 0,333,

Knw4osu gymu: HeppebHokneTbyeH pak Ha Genus gpo6, ueneea umyHoTepanus, PD-L1 uHxu-
Butopm, hapmMakoMKOHOMUYECKIM OLIEHKW, aHanu3 pasxon/edekTuBHocT

Adpec 3a kopecrnoHOeHYuUsA: Mpogh. Toru Bekos, e-mail: t.vekov.mu.pleven@abv.bg
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AHAJN3 PA3XOOA/E®EKTUBHOCT HA TEPANEBTUYHUTE ANNTEPHA-
TUBWU 3A NEYEHUE HA BOJIECT HA IOLLUE B BBJITAPUA, 2017

C. LlaHkoB, T. BekoB un H. BeneBa

dakynTeT no hapmauus, MY — NneseH

COST-EFFECTIVENESS ANALYSIS OF THERAPEUTIC ALTERNATIVES FOR TREAT-
MENT O GAUSHER DISEASE IN BULGARIA, 2017

S. Tsankov, T. Vekov and N. Veleva

Faculty of Pharmacy, Medical University — Pleven

Pe3tome. Llenta Ha npoyyBaHeTo € Aa ce maeHTuduumpat n aHanuanpaT nybnvkyBaHu gaHHW oT
OLEHKWN Ha 3apaBHM TEXHOMNOrMK 3a neyveHre Ha naumeHTu ¢ bonect Ha MNowe Tun 1 (GD1), npoBeaeHu
B APYrX CTpaHu; Aa ce MOAEenupaT pasxoauTe 1 30paBHUTE MOM3N Ha AOCTbNHUTE B floKanHaTa Knu-
HMYHa NpaKTMKa TepaneBTMYHU anTepHaTUBW; Aa Ce BanuaupaT MOAenupaHuTe pesynTtatu u ga ce
onpefensT pasxofaHo- edPeKTUBHUTE TepaneBTUYHM anTepHaTUBKM 3a MbpBa NHUSA Tepanus B bunra-
pus. MNpoBeaeHOTO NUTepa- TYpHO TbpceHe B 6asnte gaHHM MEDLINE, EMBASE, Cochrane Library
yCTaHoBM 3 CbOTHOCUMMW aHanuaa oT Tuna pa3xod/egpekmusHocm (cost-effectiveness analysis — CEA)
Ha 3ApaBHUTE TEXHONOIMMK 3a feveHne Ha naumeHTn ¢ GD1 —imiglucerase (IMI), velaglucerase (VEL),
miglustat (MIG), eliglustat (ELI). 3a moge- nupaHe Ha pa3xoauTe 1 3gpaBHUTE MON3K OT NPUNOXKEHU-
€TO Ha TepaneBTUYHUTE anTepHaTuBK B Bbnrapusa e nsnonssaH mogen Ha MapkoB ¢ oceM 3apaBHU
CbCTOSIHUS, ONNCBALLM Bb3MOXHOTO pasBUTME Ha 3abonsa- BaHETO 1 OTpassBalLy BCUYKN BEPOATHO-
CTW 3a NPexo[ OT €4HO 3[paBHO CbCTOSHUE B ApPYro. BpemMeBmnsT XOpU30OHT Ha Modena € A0 XMBOT.
Pasxogute n nonaute ca AnckoHTMpaHu ¢ 5% roguwHo. N3bpaHaTta nepc- nektnBa Ha mogena e
30paBHa OT rmedHa Touka Ha nnateua. Pesyntatute oT npoBefeHUst aHanus pasxof/ eheKTMBHOCT
nokassar, ye ELI gomuHupa IMI ¢ nogobHa TepaneBTUYHa eprMKaCcHOCT 1 3HAYUTENHO NO- HUCHK pas-
xof 3a roguwHa Tepanus (-207 880 nB.). OcBeH ToBa ELI € He3ameHnma cybeTpaT-pegyumpalla Te-
panusa npy naumMeHTu, Npu KOUTO eH3NM-3aMecTBaLlaTa Tepanvsa e Henoaxoasiia 1 ca Hanuue Hexe-
NnaHu nekapcTBeHun peakuumn npu Tepanunsa ¢ MIG.

KniouoBu aymu: 6ornect Ha [owe Tvn 1, pasxoaHo-epekTMBHM TepanesTUYHN anTepHaTMBu/mbpea
nUHUA Tepanusi, cybcTpaT-pegyuupalla Tepanusi, eH3uM-3aMecTBallata Tepanusi, aHanmus pas-
xo4/edeKTMBHOCT
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AHAJIN3 PA3XOLO/E®EKTUBHOCT HA TEPANEBTUYHUTE
ANTEPHATUBM 3A NNEYEHUE HA NPUCTBMNHO-PEMWUTEHTHA
MYNTUMNNEHA CKINEPO3A B BBJIFTAPUA, 2017 T.

T. Bexos u C. ljaHKos
@akynmem o ¢hapmayusa, MY — lNneesex

Pestome. Llen Ha uscnegsaHeTo e cnef aHanus Ha nyonukysaHu gaHHW
OT OLEHKWM Ha 34paBHU TEXHOMOMMW 3a feYeHue Ha MPUCTBLMHO-PeMUTEHTHa
MynTunneHa ckrneposa (MPMC), npoeefeHn B OpYyrv CTpaHuW, Aa ce MOLENU-
paT pasxoguTe W 34paBHWTE MOM3W Ha JOCTbMHUTE B MoKanHaTa KIWHWU4YHa
npakTuka TepaneBTUYHW anTepHaTuBW. KOCBEHOTO cpaBHeHWe Ha TAxHaTa
TepaneBTUYHa U pa3xodHa edheKTUBHOCT, 6asupaHo Ha MpEeXoB MeTaaHanus,
nokasea, 4ye interferon beta e pasxogHo epeKkTMBHA NbpBa NUHUA Tepanua 3a
neyeHve Ha nauuenTtn ¢ MNMPMC. MNpn HenoHocumocT KeM IFNB KaTto nbpea
NuHWA Tepanua MoraTt Oa ce usnonseart glatiramer acetate u cladribine, kouTto
ca pa3xofHo edeKkTMBHW B cpaBHeHue c¢ fingolimod v natalizumab, KakTo 3a
NbpBa, Taka U 3a BTopa MUHUA Tepanus.

Knroyosu Aymu: MynmunieHa ckneposa, mepanesmudHU anmepHamueu, aHa-
nu3 pasxod/echekmusHocm

A COST/BENEFIT ANALYSIS OF THE THERAPEUTIC
ALTERNATIVES FOR TREATMENT OF RELAPSING-REMITTING
MULTIPLE SCLEROSIS IN BULGARIA - 2017

T. Vekov and T. Tsankov
Faculty of Pharmacy, Medical University — Pleven

Abstract. The aim of the study was to analyse published data assessing
therapeutic methods for relapsing-remitting multiple sclerosis, performed in
other countries, as well as to model cost and benefits of the local (Bulgarian)
clinical practice in that field. The indirect comparison through network analysis
showed that interferon beta was a cost-effective first line therapy. When pa-
tients were unacceptable to IFNp the following could be used: glatiramer ace-
tate and cladribine which were cost effective as a first line and second line
alternatives in comparison to fingolimod and natalizumab.

Key words: multiple sclerosis, therapeutic alternatives, cost/benefit analysis

16 Heeponorua v ncuxnatpus, 48, 2017, Ne 2
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MHPEKLUMNO3HU BOJNIECTU e INFECTIOUS DISEASES

ABTOPCKU CTATUU |

MKOHOMUYECKA OLEHKA HA BESUHTEP®EPOHOBWTE JIEKAPCTBEHM TE-
PAMUAU 3A NIEYEHUE HA XPOHMUYEH BUPYCEH XEMNATUT C B BbJIFTAPUA,
2017T.

T. BekoB u C. LlaHkoB

dakynTeT no papmauus, MY — NneseH

ECONOMIC ASSESSMENT OF INTERFERON-FREE DRUG THERAPIES FOR TREAT-
MENT OF CHRONIC VIRAL HEPATITIS C IN BULGARIA, 2017

T. Vekov and S. Tsankov

Faculty of Pharmacy, Medical University — Pleven

Pe3stome. XpoHuuHuat xenatut C (XXC) e coumanHosHaummo 3abonssaHe. CbBpeMeHHUTE Tepanes-
TUYHW NOOXOAM 3a NeyveHneTo My ce 6asupaTt Ha KOMOVHMpaHu Ge3nHTepdepoHOBY Tepanuu, BKIO-
yBaLwwm ombitasvir/ paritaprevir/ritonavir/dasabuvir/ribavirin (OMB/PAR/RIT/DAS/R), sofosbuvir/ledipa-
svir (SOF/LED), elbasvir/ grazoprevir (ELB/GRA), KakTo 1 UHOBaTUBHWUTE MaHreHOTUMHU Tepanun gle-
caprevir/pibrentasvir (GLE/PIB), sofosbuvir/velpatasvir/voxilaprevir (SOF/VEL/VOX), grazoprevir/upri-
fosbuvir/elbasvir (GRA/UPR/ELB). LlenTta Ha npeacTtaBeHOTO n3creaBaHe e Aa ce cbbepaT v aHanusu-
paT nybnukyBaHu AaHHM OT OLEHKM Ha 34paBHM TexHonorum 3a nedveHne Ha XXC, nposegeHun B opyru
CTpaHu, KakTo 1 Ja ce mMoaenupat pa3xoguTe W 30paB- HUTE NOM3N Ha MHOBAaTMBHUTE NMaHreHOTUMHU
Tepanuum B CpaBHeHWe C gpyrute ©GesuHTepdepoHoBn Tepanum SOF/LED, ELB/GRA,
OMB/PAR/RIT/DAS/R; fa ce Hanpasu KOCBEHO CpPaBHEHWE Ha TepaneBTUYHaTa 1 pas- xogHaTa edek-
TUBHOCT Ha antepHaTmBuTe 3a neyveHne Ha XXC, 6asnpaHo Ha MpexoB MeTaaHanus. PesynTa- Tute ot
HacToslLLaTa OLleHKa Ha 3apaBHY TEXHOMOMMM 3a neveHre Ha XXC ce NoTBbpKaasar oT nyonukysa- HuTe
AaHHW OT NoAO0OHM CbOTHOCUMM OLIEHKM, MPOBEXAAHU B ApYri CTpaHu. B 3aknioveHne Bb3 OCHOBA Ha
HanpaBeHUTe aHanu3n MoXxe [a ce U3TbKHe, Ye B rpynarta Ha 6e3nHTepdepoHOBUTE TepaneBTUYHM
anTepHa- TMBU 3a neyeHne Ha XXC B bbnrapus GLE/PIB n OMB/PAR/PIT/DAS/R gomunmnpaTt SOF/LED
n ELB/GRA ¢ no-gobpa TepaneBT1YHa e(pmKacHOCT U MNO-HUCKM pa3xoau 3a TepaneBTUYeH Kypc.

KniouoBu gymm: xpoHudeH xenatut C, KOMGUHMpaHN Ge3anHTepdepoHOBM Tepanum, UHOBATUBHM
naHreHe- TMYHW Tepanuu, OLEHKN Ha 34paBHU TEXHOMOMM, TepaneBTUYHa U pasxoaHa eddeKTUBHOCT
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Tafsersm KanizecapraH UWJIEKCETHJ — TEXHOJNOIMYHM ¥ OunodapmMaueBTHYHH
APs SBRHHT

T

= Lgewos . K Buaenosl, b. [lankos2

| Hmiwsdapaa ALY

Sarespa _Texnonorus a nex. Gopmu ¢ Guopapmanns™, GapmariesTnueH tdakynrer, MeauIMHCKH
acpeuteT - Codus

b

AGcTpakT

Kanpecapran 1iekcetwsi ¢ prodrug  Ha  kaHjecaprau, AHTHMOTEH3UH-2  pelenTopes
AHTATOHMCT, W3MOA3BAH TPH JIEUEHHE HA XMIEPTOHMS. AKTMBHOTO BCLICCTBO, OCBCH C BHCORS
eeKTHBHOCT, ce OTiMYaBa u ¢ npobiemMHa pa3TBOPUMOCT. Tosa nanara 3a1b10049€HO NPOYYBaHE ¥
noadop Ha TEXHOJOIMYHMA MPOLEC M MOMOIIHHTE BCLICCTBA, C© LCA NOJyuBaHC Ha TabneTsE
OTroBapAlia Ha CLOTBETHUTE OHOpapMaLIeBTHIHH H3UCKBAHNA.

liBCJIeﬂ.BaHO € BIMAHHETO HA TEXHOJOI'MYHHA pemn!\«i BBPXY TEXHOJIOTHYHHUTE XapaKTePHCTHEEH =i
rpanysite. OT TOTYYEHUTE FPAHYIIH Ca MPUTOTBEHN TabIeTKH, KOMTO Ca M3C/CIABAHH 3 CKOPOCT !

creren Ha ocpobokaasane (Paddle meron, docdaren Gydep pH 6.5 u Tween 20). Tlpocaeaess

BIHSHMETO HA TEXHOJAOIMUHMA PEKHM H MOMOIIHHTE BElecTBa BLPXY OCBODOKIABAHETO
AKTHBHOTO BELICCTBO. YCTAHOBEHO e, ue camo mMexaHuuHoTo nobassne Ha [TAB (diethylene glyvos
monoethyl ether) He Boan 10 3a0BOIMTEHM PE3yJITATH. 3a uenta ¢ HEOOXOAMM M MOJIXC
TEXHOTOTHUYEH PEAKHM.

Ha Gasata Ha NpOBEACHHTE M3CICABAHMA Ca MOAOPAHM TEXHONOTMYHH PEKMMHU M Chets
KOUTO YIOBJIETBOPABAT U3UCKBAHETO 3a 60 MuH J1a ce ocsoOoKaBar noseue or 80% 0T BRI
KaHaecapraH HHICKCCTHIL

SR PR

i

3a HYKIMTE HA W3CACABAHETO €A MOJIYUCHH TAONCTKH M0 METOAA HA BILKHOTO IPaHyIHPEsE |
-
(¢ HOMONITa HA MHKCEP-TPAHYJIATOP), KAKTO M CJiejl FPaHyIupaHe B YCIOBUATA HA TICEBIOKHUIIALL CIE
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AMISULPRIDE TABJIETKH — TEXHOJOI'MYHU U BHO®APMALEBTHYHH
IMPOYUYBAHMUSI

"
Cr. Laukos', K. Bugenos', B. L{ankos®

' Yaiikadapma AJ1*

Kareapa ., Texuonorus Ha nekapcrsenute (opmu ¢ Onodapmauns™, PapMaleBTHYCH
dbakynarer, Mesmumncku Yuusepeuter — Cobus

ADCTpaKT

Tabnerkure AMUCYINIPUL €A NPUTOTBEHH TI0 METO/1a HA BIAXHOTO IpaHyJMpaHe, ¢
[IOMOITA Ha MHKcep-rpanynarop. M3cnenaBaHo € BAMAHMETO HA TEXHOJIOIMYHHUA PEXKHM
BLPXY TEXHONOTMYHMTE XapPAaKTEPUCTHKH Ha TpaHyiuTe (HacuneH obem, obem cie
CTPbCKBAaHE, MHACKC Ha KoMmpecupade W Ap.). OT MONYYEHHTE IpaHyiIM ca MPHTOTBEHHM
TaBNeTKH, KOUTO €A W3CJEABAHM 38 CKOPOCT M CTerneH Ha ocBOOOXKIaBaHe (Paddle meron,
cpena 0.1N HCI). Ha 6a3ata Ha roayueHHTe Pe3yaTaTi e noA0paH MoAXO0AAIl TEXHONOTHYEeH
pexumM. B yeioBusita Ha noA0paHus TEXHOJOTHYCH PEKUM € H3CICABAHO BJHAHHETO Ha BUJA
Ha ITOMOIIHHTE BCLIECTBA (IIIQKTOBH, XH}lpOKCH!’[pOHHJ]I.LE‘.I'])/HO?G, Me'm.nuenyn()sa) B']:\pxy
TeXHONOTMYHMTe M OuodapmaleBTHYHM cBoiicTBa Ha Tabnerkute. I1onOpaHH ca CbCTABH,
KOHMTO /1a YAOBIETBOPSIBAT M3MCKBaHMATa 3a 15 MuH /1a ce 0CBODOXKIABAT TOBEYe OT 85% or
BKJIOYEHOTO JIEKAPCTBEHO BELIECTRBO.
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MKOHOMWUYECKN AHAITIN3 PA3XOO/E®EKTUBHOCT

HA TAPTETHUTE ANTEPHATUBU 3A TPETA U NOCNEOBALLA JIMHNA TEPANUA HA KOJO-
PEKTANEH KAPLUMHOM

B BbJITAPUA, 2017

C. lJankoe u T. Bekos
Qakynmem rnio ¢papmayusi, MY — lneeeH

Peztome. Llen Ha n3cneaeaHeTo e crnef aHanua Ha ny6nukyBaHW faHHW OT OLEHKM Ha 34paBHU TEXHOMOMM
3a neyeHue Ha konopekTaneH kapunHoM (KPK), npoBeaeHu B Apyru cTpaHu, Aa ce Mmoaenupat pa3xoaute 1 3agpas-
HUTE NON3n Ha JOCTBNHUTE B NoKanHaTa KnNvHUYHa NpakTuka TepaneBTUYHW antepHaTuen. Koc- BeHOTO cpaBHe-
HMEe Ha TsiXxHaTa TepaneBTUYHa N pa3xofHa edpeKTUBHOCT, 6asu- paHo Ha MPEXOB MeTaaHarnua, Nokasea, Ye rego-
rafenib (REG) e pasxogHo edek- TMBHa TpeTa NuHus Tepanus 3a neveHne Ha MKPK B bbnrapus, cnea npunoxe-
HWe Ha xumuoTepanus, aHTu-VEGF n aHTu-EGFR Ttepanun. REG gomuHupa TepaneBTuyHaTa antepHaTtusa triflu-
ridine/tipiracil c nogobHa TepaneBT1YHa edu- KACHOCT U MNO-HUCHK Pa3XoA 3a roguLLHa Tepanusi.

Knroyosu ayMll.' KOJ/IOpeKmarsieH KapyuHoM, meparieemu4HuU arnmepHamusu, aHasnius3 paaxod/ed)eKmusHocm

AN ECONOMIC ANALYSIS OF COST-EFFECTIVENESS OF TARGET ALTERNATIVES FOR A THIRD-
AND FOLLOWING-LINE THERAPY OF COLORECTAL CARCINOMA IN BULGARIA, 2017

S. Tzankov and T. Vekov

Faculty of Pharmacy, Medical University — Pleven

Abstract. The aim of the study is to model costs and health benefits of the available in local clinical practice
therapeutic alternatives after an analysis of published data from assessments of health technologies for treatment
of colorectal carcinoma (CRC), performed in foreign countries. The indirect com- parison of their therapeutic and
cost effectiveness based on network meta- analysis shows that regorafenib (REG) is a cost-effective third-line
therapy for treatment of mMCRC in Bulgaria after administered chemotherapy, the anti- VEGF and anti-EGFR ther-
apies. REG dominates the therapeutic alternative trifluridine/tipiracil with a similar therapeutic efficacy and lower
expenses per annual therapy.

Key words: colorectal carcinoma, therapeutic alternatives, cost-effectiveness analysis
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Iyoaukanus 21

AHAINN3 PA3XOL/E®EKTUBHOCT HA 3APABHUTE TEXHONOrMn 3A NEYEHUE HA PEUMOUBU-
PALLUA/PE®PAKTEPHA B-KNETbYHA OCTPA JINMM®OBJIACTHA JIEBKEMUA

T. Bekos u C. LjaHkoe
®Qakynmem rno ¢papmauyus, MY — lNneseH

Pe3tome. LlenTa e onpegensiHe Ha cpaBHUTENHaTa pas3xofgHa eeKkTUB- HOCT Ha TepaneBTUYHUTE anTepHa-
TUBM 3a NneyeHne Ha peunamBupalla/pe- pakrtepHa B-knetbyHa octpa numdobnacTtHa neskemus (r/rALL). B aHa-
nu3a ydvactBaTt ABe rpynu nauymeHtu ¢ CD22 r/rALL: | rpyna — oTpuuaTtenHa 3a cdunagenduiicka xpomo3oma
(r/rPh(-)ALL, CD22), n Il — nonoxwutenHa 3a gunagenduincka xpomosoma (r/rPh(+)ALL, CD22). CTpykTypaTa Ha
aHanusa BK4YBa ModenvpaHe Ha 3apaBHUTe Nonan 1 pasxoamn Ha BLI (blinatu- momab) vs. SoC (standard of care)
1 INOZ (inotuzumab ozogamicin) vs. SoC npu naumeHTn ¢ r/rPh(=)ALL, CD22, kakTo 1 MogenupaHe Ha 3apaBHUTE
non- 3u u pasxogu Ha PON (ponatinib) vs. SoC n INOZ vs. SoC npu naumeHTtu c r/rPh(+)ALL, CD22, kouTo ca
PE3NCTEHTHM UNN HEMOAXOASALWM 3a neveHune ¢ nilotinib nnu dasatinib. Pesyntatute nokaseat: 1. [Npn naumeHTn ¢
Ph(=) n Ph(+) ALL, CD22, INOZ gomuHupa cboTBeTHo BLI n1 PON c no-gobpa Tepa- neBTnyHa edmkacHOCT U no-
HUCBK pa3xof 3a roguilHa nekapcTBeHa Tepa- nus. 2. He cbluectByBa BeposaTHOCT BLI, PON 1 INOZ B cpaBHeHWe
cbe SoC aa nocTurHat obLLonpreTrs npar 3a pa3xogHa e(pekTMBHOCT OT TPUKPATHO yBENUYEHUS BpYTEH BbTPELLEeH
NPOAYKT Ha YOBEK OT HacerneHweTo B bbn- rapwms.

Knroyoeu dymu: B-knembyHa ocmpa numgobnacmHa neekemusi, chunadern- ¢ulicka xpomo3oma, CD22(+), mepanes-
MUYHU anmepHamueu, aHanu3 pasxod/eghek- musHocm, moden Ha Mapkoe

COST-EFFECTIVENESS ANALYSIS OF HEALTH TECHNOLOGIES FOR TREATMENT OF RECUR-
RENT/REFRACTORY B-CELL ACUTE LYMPHOBLASTIC LEUKEMIA

T. Vekov and S. Tzankov
Faculty of Pharmacy, Medical University — Pleven

Abstract. The aim of the study is to determine comparative cost effecti- veness of therapeutic alternatives for
treatment of recurrent/refractory B-cell acute lymphoblastic leukemia (r/rALL). In the analysis two patient groups with
CD22 positive r/rALL take part: group 1 — negative for Philadelphia chromo- some (r/rPh(-)ALL, CD22), and group
2 — positive for (r/rPh(+)ALL, CD22). Structure of analysis includes modeling of health benefits and costs of BLI (bli-
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AHAJIN3 PA3XOO/E®EKTUBHOCT HA TEPAMNEBTUYHUTE ANNTEPHA-
TBU 3A IEYEHUE HA MYKONOJIU3AXAPUOO3A TUI IVA B BbJITA-
PUA

T. BekoB u C. LlaHkoB

dakynteT no papmauund, MY — NneseH

COST-EFFECTIVENESS ANALYSIS OF THERAPEUTIC ALTERNATIVES FOR TREAT-
MENT OF MUCOPOLYSACCHARIDOSIS TYPE IVA IN BULGARIA

T. Vekov and S. Tzankov

Faculty of Pharmacy, Medical University — Pleven

Pestome. Mykononusaxapugosa tun IVa (MPS IVa) e aBTO30MHO-peLeCMBHO 3abonsiBaHE CbC CEPUO3HU
nocneguum 3a YoselwkoTo 3apaBe. C MPS IVa ce cBbp3BaT HapyLLeHO CbpAeyHO pa3BuTue, abHOPMHO
pas3BUTME Ha cKeneTa, MOBULLEHA CTaBHA MOBUIHOCT, KOMMNpPecKst Ha rpbObHaYHNs MO3bK 1 Ap. Jleye- HMeTo
Ha MPS IVa cbc ctaHgapTHu Tepanun (SoC) e cumntomaTuyHo. MNMpunoxeHneTo Ha eH3nm-3a- mecTeala
Tepanus ¢ elosulfase alfa (ELO) e eQMHCTBEHUAT KbM MOMEHTa TepaneBTUYeH NOAX0M4, KONTO Bb3gencTea
BbpPXY NpuUynHaTa 3a 3abonssaHeTo. ELO gocTtaBsa ek3oreHHUs eH3nm N-aueTunranakTto- 3aMunH-6-cynda-
Tasa, KOMTO ce fokanuampa B KNeTbYyHUTE NMM3030MU U YBENMYaBa pasrpaxgaHeTo Ha rMUMKO3aMUHOrK-
KaHHuTe cybcTpaTtn. EH3MHOTO nokanuanpaHe Ha ELO B nM3o3omnte ce Megumpa oT KaTMOH-He3aBuCH-
MUTE peLenTopu 3a MaHo30-6-cocdaT 1 BOAM A0 Bb3CTAaHOBSIBAHE Ha nunceallata ak- TMBHOCT Ha N-
aueTtunranakrosamuH-6-cyndarasa. Llenta Ha nscnegBaHeTo e MogenvpaHe Ha fnokanHu gaHHu 3a pas-
XO4M 1 34paBHM MON3N Ha eH3nM-3amecTBallaTa Tepanms ELO B cpaBHEHUE CbC CUMM- TOMaTUYHOTO Ne-
YeHne SoC. BxogsawmTe gaHHM B MOAena ca oueHeHaTta TepaneBTuyHa edukacHOCT u 6e3onacHoCT Ha
ELO B paHOoMu3MpaHuTe KNMHWYHK nanutaHns MOR-100 [3], MOR-004 [4], MOR-005 [5], MOR-008 [7].
B pesynrtaT Ha u3BbPLUEHNS aHanNM3 MoXe Ja Ce Kaxe, Yye BbNpekn Bucokarta cu ueHa (ICER — 112 400
nB/ICER) ELO e He3ameHMMa eH3MM-3aMeCcTBaLla Tepanus 3a fiedeHre Ha psagkoTo 3abonssaHe MPS IVa,
JonpuHacswa A0 3HaYUTeNHW JoNbiHUTENHN 3gpasHu nonsu (A QALY +10,83) B cpaBHeHME CbC CTaH-
JapTHaTa cMMnToMaTuyHa Tepanusi.

KnrouyoBu gymm: mykononusaxapugosa tun |Va, ctangaptHo nevenue, elosulfase alfa, aHanus pasxoa/
eeKTUBHOCT
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IMyoaukanus 23
AHANW3 PA3XO[JE®EKTUBHOCT HA 3APABHUTE TEXHONOI MM 3A NEYEHUE HA HOBOAWA-
FHOCTULIMPAHA OCTPA MUENOUAHA NEBKEMUSI, MONOXUTENHA 3A FLT3 MYTALMSA

T. Bekoe u C. L{aHKkos
®dakynmem rio papmayus, MY — lneseH

Pestome. CbBpeMeHHUTE 34paBHU TEXHOJIOTMW 3a JleYeHWe Ha OCTpa MW- eNouAHa JieBKemMua,
nonoxutenHa 3a FLT3 mytaumsa (AML, FLT3m) ca 6asu- paHM Ha CTaHZapTHa XuMmuoTepanus
(doxorubicine/cytarabine, DOX/CYT) nan Ha TUPO3MH KMHA3HU MHXMBUTOPU, KaTto midostaurin (MID) B
KOMBMHaLMA CbC CTaHAAPTHA XMMMOTEpanuA. 3a OLeHABAHE Ha TAXHATA CPAaBHUTENHA Tepanes- TUYHA
epuKkacHocT UM BesonacHocT M pasxoAHa eQPeKTUBHOCT e M3BbpLEeH aHaaM3  OoT  Tuna
pasxoa/edpektnBHOCT. CTpyKTypaTa Ha aHanM3a BKAOYBA MO- Ae/MpaHe Ha 34paBHMTE MOA3KU M
pasxoau. Pesyntatute nokassar, ye MID He e pasxoaHo epeKTUBHaA Tepanusa B cpaBHeHne ¢ DOX/CYT
33 le4yeHme Ha NALMEHTM C HOBOAMArHOCTULMPAHA OCTPa MUENOMAHA NEBKEMUA, NONOKUTEN- HA 33
FLT3 myTaumsa. Bbnpekn 3HauYMTeNHOTO TepanesTU4HO npesb3xoactso (MID vs. DOX/CYT, A QALY
+3,08), ctoitHocTTa Ha ICER 155 400 n8./QALY 3HauuTenHO HaaBuLLaBa 0bLLLONPUETUA Npar 3a pa3xoaHa
epeKTUBHOCT OT TPUKPATHO yBe/NMYeHMA OpyTeH BbTPEWeH NPOAYKT Ha YOBEK OT HaceneHWeTo.
PesyntaTte OT HawaTa OUEHKAa ce MNOTBbPXKAABaT OT pe3y/aTaTuTe OT OUEHKU- Te Ha cblwuTe
TexHonoruu, nposeaeHn Bbe Bennkobputanua, CALL u KaHaga.

Knouoeu Oymu: ocmpa muenoudHa neskemus, FLT3 mymauyus, mepaneemuy- HU anamepHamueu, egpuxkacHocm, 6e3onacHocm,
pa3xo0Ha ehekmusHocm

COST-EFFECTIVENESS ANALYSIS OF HEALTH TECHNOLOGIES FOR THE TREATMENT OF NEWLY
DIAGNOSED FLT3 MUTATION- POSITIVE ACUTE MYELOID LEUKEMIA

T. Vekov and S. Tzankov
Faculty of Pharmacy, Medical University — Pleven

Abstract. Current health technologies for the treatment of FLT3 mutation- positive acute myeloid
leukemia (FLT3m AML) are based on standard chemo- therapy (doxorubicine/cytarabine, DOX/CYT) or
tyrosine kinase inhibitors such

MeANLUMHCKM MEHUAKMBHT U 34paBHa NONUTHKa, 49, 2018, Ne 3 3
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