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( OPUT'NMHAJIHU CTATUN
L ORIGINAL ARTICLES

AHAJIIN3 PA3XOO/E®EKTUBHOCT HA AOIOBAHTHATA LIEJIEBA
TEPAMUWA NPU NAUMEHTU C HER2-NMO3UTUBEH PAHEH PAK
HA T'bPOATA

T. Bexos’, Aa. Taqeeaz, H. Beneea'
7<Dapmaueemuqu gakynmem, MY — NneeeH
2(DaKynmem rno obuecmeeHo 30pase, MY — Cogbusi

Pestlome: CbBpeMeHHaTa LeneBa afloBaHTHa Tepanusl Ha NauueHT ¢
HER2-nosnTuBeH paHeH pak Ha repaaTta (HER2+BC) Bkntousa moHoTepa-
nusa ¢ trastuzumab emtansine (TRAemt) n kombuHupaHa Tepanusa c pertu-
zumab (PER), trastuzumab (TRA) n xumnotepanusa (CHT). Llenta Ha unac-
nefBaHETO € [a ce M3BbPLUM MOAEeNMpPaHe Ha NoKanHU AaHHU 33 pas3xoau
W 34paBHM NON3N Ha anTepHaTUBHUTE 34paBHU TEXHOMNOMUN 3a afloBaHTHO
neveHue Ha naumeHtn ¢ HER2+BC 1 ga ce HanpaBu KOCBEHO CpaBHEHUE,
6asvpaHo Ha mpexoB MmeTaaHanu3. TRAemt gomuHupa PER/TRA ¢ no-
pobpeHa TepaneBTUYHA €UKACHOCT U NO-HUCBK pa3xod 3a roguluHa Te-
panus nNpu MpUIIOXeHUeTO MM KaTo afloBaHTHO NeYyeHne Ha naumeHTu C
HER2+BC. lNpu cbwarta uenesa rpyna nauveHTu B cpaBHeHue ¢ TRA,
PER/TRA n TRAemt He ca pa3xogHo edeKTUBHM afloBaHTHM Tepanuu,
3all0TO CTOMHOCTTA Ha CbOTHOLIEHMETO Ha OOMbMHUTENHM NON3n u [o-
NbnHUTENHW pasxoamn Bapupa B uHTepBan 130 500-260 300 ns./QALY un
3Ha4yMTeNHO HagBuwasa npara 3a eqekTUBHOCT Ha pasxogute OT
45 000/QALY, npepncraBnsBaly, TpUKPaTHO YBEMUYEHUAT OpyTeH BbTpe-
LIEeH NPOAYKT Ha YOBEK OT HacerneHWeTo 3a NpeaxoaHa rogvHa.

Knroyoeu dymu: HER2-nosumuseH paHeH pak Ha ebpldama, trastuzumab
emtansine, pertuzumab, trastuzumab, xumuomepanusi aHanu3 pasxod/egek-

mugHocm



COST-EFFECTIVENESS ANALYSIS OF ADJUVANT TARGETED
THERAPY IN PATIENTS WITH HER2-POSITIVE EARLY BREAST
CANCER

T. Vekov’, D. Tachevaz, N. Veleva'

1Facu/ty of Pharmacy, Medical University — Pleven

2Faculty of Public Health, Medical University — Sofia

Abstract. Current targeted adjuvant therapy of the patient with HER2-
positive early breast cancer (HER2+BC) includes monotherapy with trastu-
zumab emtansine (TRAemt) and combined therapy with pertuzumab (PER),
trastuzumab (TRA) and chemotherapy (CHT). The aim of the study was to
perform modeling of local data on costs and health benefits of alternative
health technologies for adjuvant treatment of patients with HER2+BC and to
realize indirect comparison based on network meta-analysis. TRAemt domi-
nates PER/TRA with improved therapeutic efficacy and lower costs for annual
therapy in their administration as adjuvant treatment of patients with
HER2+BC. In the same target patient group in comparison with TRA
PER/TRA and TRAemt are not cost-effective adjuvant therapies since the
value of the ratio of additional benefits and additional costs varies within the
range of BGN 130,500-260,300/QALY and significantly exceeds the threshold
for cost-effectiveness of 45,000/QALY representing three times gross domes-
tic product per capita for the previous year.

Key words: HER2-positive early breast cancer, trastuzumab emtansine, per-
tuzumab, trastuzumab, chemotherapy, cost-effectiveness analysis



TUPO3NH KMHA3HN UHXUBUTOPU 3A NEYEHUE HA NMALUUEHTHU
C HANPEAHANA CUCTEMHA MACTOLIMTO3A — UKOHOMUYECKHU
AHANMU3

T. Bexos’, X. Koneez, C. LIa:-mos’
7®apmaueemuqu gakynmem, MY — NneseH
ZG)apmaueemuqu gakynmem, MY — BapHa

Pe3tome. CbBpemeHHaTa Lenesa Tepanus Ha NauWMeHTn ¢ HanpegHa-
na cuctemMHa MacTtoumTo3a ce ocHoBaBa Ha midostaurin (MIDO) — nekapc-
TBEH MPOAYKT, KONTO MHXMOMpPa MHOXECTBO PeLenTopHU TUPO3UHKUHA3MN,
BkntountenHo FMS-like tyrosine kinase 3 u tyrosine-protein kinase. Llenta
Ha u3cnegBaHeTo € Ja Ce M3BBbPLUM MOAEeNnupaHe Ha NoKanHu AaHHWU 3a
pasxoAmn v 3apaBHN MOM3N Ha anTepHaTUBHUTE Tepanuu 3a feyeHne nauu-
€HTW CbC: arpecuBHa cucTemHa mactoumntosa (ASM); cuctemHa mactoum-
TO3a, acouunpaHa ¢ xemaTtosnornyHa Heonnasma (SM-AHN) n macTokne-
TbyHa neBkemusi (MCL), kakTo 1 Oa ce U3YMUCNU WUHKPEMEHTANHOTO CbOT-
HOLLUEeHWe Ha AonbrHUTENHW pasxoau un 3apasHu nonsm (ICER) Ha MIDO B
CpaBHeHWe CbC CTaHaapTHa Tepanus. Pedyntatute OT npoBeAEeHUS WUKO-
HOMWYECKN aHanu3 ca BannaupaHu ¢ AaHHWTE OT aHanorM4yHu Npoy4BaHmns,
nposexaaHn B Apyrn cTpaHun. BxoasawmuTe faHHW B MoAerna ca uamepeHu u
OLEHEHN KaTo KIMUHWYHM KpanHW TOYKN B PaHAOMWU3MPAHOTO MHOrOLEHTPO-
BO KNMMHMYHO mn3nutBaHe CPKC412D2201. TUPO3UH KMHA3HUSIT MHXMOUTOP
midostaurin e ecumkacHa, HO He € peHTabunHa Tepanusa B CpaBHEHUE CbC
CTaHAapTHOTO NeYeHne Ha NnaumeHTn ¢ HanpeaHana CMCTeMHa MacToumUTO-
3a. CToMHOCTTa Ha CbOTHOLUEHNETO Ha AOMBbIHUTENHN Pasxoan n Aonbi-
HUTENHW 34paBHM MOMN3N HagBULLIABA MOYTU AEeCeTOKpPaTHO npara 3a edek-
TUBHOCT Ha pasxoauTe, MpeacTaBnsaBaly, TPUKPATHO yBenuyeHus BpyTeH
BbTpELLEH NPOAYKT Ha YOBEK OT HacerneHneTo 3a npeaxoaHa roguHa (ICER
45 000 nB./QALY). lMpu B3emaHe Ha pelleHus 3a peumbypcupaHe Ha
midostaurin e HeobxogMmo ga ce B3emart npenBug U obcTosTencreara, ye
NPOAYKTBLT € NekapcTBO CuMpaK, OTHOCHO LeresaTta rpyna nauveHtn u
npeaocTaBs 3HAYMTENHO NoBeye 34paBHU NOM3M B CpaBHEHME CbC CTaH-
paptHaTa Tepanus (A QALY + 1,87).

Knroyoeu dymu: HanpedHana cucmeMHa Mmacmouyumosa/meparnusi, midostaurin,
aHanu3 pa3xod/echekmusHocm



TYROSINE KINASE INHIBITORS FOR THE TREATMENT
OF PATIENTS WITH ADVANCED SYSTEMIC MASTOCYTOSIS —
ECONOMIC ANALYSIS

T. Vekov’, J. Kolevz, S. Tsankov'
"Pharmaceutical Faculty, Medical University — Pleven
Pharmaceutical Faculty, Medical University — Varna

Abstract. Current targeted therapy for patients with advanced systemic
mastocytosis is based on midostaurin (MIDO), a drug that inhibits multiple
receptor tyrosine kinases, including FMS-like tyrosine kinase 3 and tyrosine
protein kinase. The aim of the study was to model local data on the costs and
health benefits of alternative therapies for the treatment of patients with: ag-
gressive systemic mastocytosis (ASM); systemic mastocytosis associated
with hematologic neoplasm (SM-AHN) and mast cell leukemia (MCL) and
calculate the incremental cost-benefit ratio (ICER) of MIDO compared with
standard therapy. The results of the economic analysis carried out are vali-
dated with data from similar studies conducted in other countries. Model in-
puts were measured and evaluated as clinical endpoints in the randomized
multicentre clinical trial CPKC412D2201. The tyrosine kinase inhibitor
midostaurin is an effective but not cost-effective treatment compared to
standard treatment in patients with advanced systemic mastocytosis. The
value of the ratio of additional costs and additional health benefits exceeds
almost ten times the cost-effectiveness threshold, representing three times the
gross domestic product per capita in the previous year (ICER BGN
45,000/QALY). Decisions about reimbursement of midostaurin also need to
take into account the fact that the product is an orphan drug for the target
group of patients and provides significantly greater health benefits than stand-
ard therapy (A QALY + 1.87).

Key words: advanced systemic mastocytosis/ therapy, midostaurin, cost-
effectiveness analysis



MHTEPHALUUOHANU3AUNA HA HAYYHUTE U3CJIEABAHUA
BbPXY OUATHOCTUKATA HA NTAPUHIEANTHUA PAK

I. Llueapos
OmdeneHue no YHI, MBAJT ,Ce. AHHa“ — BapHa

Pestome. Mpe3 mapt 2020 r. e npoBegeHo NpobGrneMHO-OpUEHTUPaHO
HayKOMETPUYHO Mpoy4YBaHe Ha NybnukauuMTe BbpXY AMarHoCcTUKaTa Ha paka
Ha napuHkca, nosBunu ce npes nepuvoga mexagy 2010 r. n 2019 r. n pedepu-
paHu B 6a3ute gaHHu Web of Science Core Collection (WoS), MEDLINE n
BIOSIS Citation Index (BIOSIS) Ha Web of Knowledge v Scopus. B MEDLINE
ca pedepupann 805, B Scopus - 737, B BIOSIS — 614, n B WoS - 528 ny6-
nvKauMmn Ha aBTopu OT 00Lo 66 cTpaHu Ha 16 e3uka. Bogelmn ca nybnuvkauu-
uTe Ha aBTopuTe OT Kntanm n B cnucaHusaTta ot CALL. Bvnrapusi e npeacraee-
Ha c OBe cTatuu, pedepupaHu B Scopus, u ¢ egHa ctatua — B WoS. Moseve-
TO CTpaHu ca BUOUMW Ha Hay4YHOMHOPMAaLMOHHUA nasap bnarogapeHue Ha
MeXOYHapOA4HOTO CbTPYAHWYECTBO Mexay aBTopuTe. [peactaBeHu ca Bo-
Jewute cneunanucTu, ,SOpeHuTe” cnucaHus, Har-aTpakTUBHUTE HayyHU
dopyMn 1 cTtaTumTe, MOMyYUnM Haln-MHOrO LUTUPaHWs B Te3u 6a3n gaHHM.
CraTnata Ha L. Xuan n cbaBT. B American Journal of Translational Research
[2016; 8(2):932-939] Beuye e umTtmpaHa 133 nbTn B Scopus, no 128 nbTn — B
WoS v MEDLINE, n 97 nbtn — B BIOSIS. CncrematusnpaHata 6ubnmorpad-
cko-pedepeHTa u caktorpadcka MHdopmauust 6u npeacrasnsisana npakTu-
Yecku UHTepec 3a GbNrapckMTe OHKOMapWHIoNo3u C Len no-HaTaTbLUHO MNOo-
B/LUABaHE Ha Ka4eCTBOTO Ha TEXHWTE MPOYYBaHWS U MeEXAyHapogHaTta UM
BUOMMOCT.

Kntoyosu Oymu: pak Ha napuHkca, OuagHo3a, UHMEePHaUUOHaNHU Hay4YHU KO-
MyHUKayuu, MexdyHapoOHO cbmpyOdHU4Yecmao, Haykomempusi, 6a3u 0aHHU

INTERNATIONALIZATION OF RESEARCH ON THE LARYNGEAL
CANCER DIAGNOSIS

G. Shivarow
Division of Otorhinolaryngology, Sv. Anna Hospital - Varna

Abstract. In March 2020, a problem-oriented scientometric investigation
was carried out of the publications, which were devoted to the laryngeal can-
cer diagnosis, primarily appeared during the period between 2010 and 2019
and were abstracted in Web of Science Core Collection (WoS), MEDLINE and
BIOSIS Citation Index (BIOSIS) of Web of Knowledge, and Scopus data-
bases. Some 805 publications were abstracted in MEDLINE, 737 — in Scopus,
614 — in BIOSIS, and 528 — in WoS by authors from a total of 66 countries in a



total of 16 languages. The authors from China and the journals from the USA
dominated. Bulgaria presented with one article abstracted in WoS and two
articles abstracted in Scopus. Most countries were visible on the scientific
information market thanks to the international collaboration of their authors.
The outstanding authors, the ‘core’ journals, the most attractive scientific
forums and the articles with most citations obtained in these data-bases were
demonstrated. The paper co-authored by L. Xuan et al. and published in the
American Journal of Translational Research [2016;8(2):932-939] was already
cited 133 times in Scopus, 128 times — in WoS and MEDLINE each, and 97
times — in BIOSIS. The systematized bibliographic, abstracting and factual
information could represent a practical interest for the Bulgarian oncolaryngol-
ogists who aim at further enhancing their research quality and international
visibility as well.

Key words: laryngeal cancer, diagnosis, international scientific communications,
international collaboration, scientometrics, data-bases



MHCTUTYUUOHANN3ALMNA HA NMPOYYBAHUATA
NoO BbNPOCUTE HA OUATHOCTUKATA HA NTAPUHIEAJTHNA PAK

I. Llueapos
OmdeneHue ro YHI, MBAJ1 ,Ce. AHHa" — BapHa

Pestome. Mpe3 mapt 2020 r. e npoBegeHo NpobGrneMHO-OpUEHTUPaHO
HayKOMETPWUYHO Npoy4BaHe Ha nybnvkauuMute, NOCBETEHM Ha QuarHocTukaTa
Ha paka Ha napuHkca, NosiBUNn ce NbpBUYHO Npe3 nepuoga mexay 1.1.2010 r.
1 31.XI11.2019 r. u pecpepupanu B 6a3ute gaHHn Web of Science Core Collec-
tion (WoS), MEDLINE w BIOSIS Citation Index (BIOSIS) Ha Web of
Knowledge n Scopus. B MEDLINE ca pedepupanu 805, B Scopus — 737, B
BIOSIS — 614, n B WoS - 528 nybnvkauumn Ha aBTopu oT 0610 66 cTpaHu, Ha
o6wo 16 esuka. Bogewm ca nybnukauunte Ha aBTopuTe oT Knutam n cnuca-
Husita ot CALL. Hanvue e ronsmo pasHoobpasne no OTHOLIEHME Ha Tema-
TUYHUTE NPOUIM HA HAayYHUTE UHCTUTYLMM U CMIMCaHWS, B KOUTO dourypupart
MMeHaTa Ha Han-NPOAYKTUBHUTE YYEHU U HAYYHU MHCTUTYLUWM, 3arnaBusaTa Ha
LSAPEHUTE" CNUCaHNA U HaW-MHOFO UMTMpaHuTe cTtaTun. Hain-ronsam e 6posT
Ha pedepaTnTe Ha cTaTuMTe B cnucaHusaTa European Archives of Otorhino-
laryngology v Head and Neck. Ctatusata Ha L. Xuan u cvaBT. B American
Journal of Translational Research (2016, 8, (2):932-939) Beue e uuTMpaHa
133 nbtn B Scopus, no 128 nbtv B WoS u MEDLINE v 97 nbtn B BIOSIS.
Boratata 6ubnuorpadcko-pedepetHa U dakTorpadgcka nHdopmauns Moxe
Aa ce u3nonsea oT Mragute ObNrapckM OHKONMapUHronosu 3a npuobLlaBaHe-
TO UM KbM CBETOBHUTE 0bOpasLm.

Knroyoeu aymu.' pakK Ha slapuHkKca, duaeHo3a, UHCMumyuyuoHanusayus Ha Hay-
Kama, HayKomMempu4HU aHanusu, 6a3u OaHHU

INSTITUTIONALIZATION OF RESEARCH ON THE PROBLEMS
OF LARYNGEAL CANCER DIAGNOSIS

G. Shivarov
Division of Otorhinolaryngology, Sv. Anna Hospital - Varna

Abstract. In March 2020, a problem-oriented scientometric investigation
was carried out of the publications, which were devoted to the laryngeal can-
cer diagnosis, primarily appeared during the period between January 1, 2010
and December 31, 2019 and were abstracted in Web of Science Core Collec-
tion (WoS), MEDLINE and BIOSIS Citation Index (BIOSIS) of Web of
Knowledge, and Scopus data-bases. Some 805 publications were abstracted
in MEDLINE, 737 — in Scopus, 614 — in BIOSIS, and 528 — in WoS by authors
from a total of 66 countries in a total of 16 languages. The authors from China



and the journals from the USA dominated. There was a great variety in terms
of the thematic profiles of the scientific institutions and journals. The names of
the most prolific scientists and research institutions, the titles of the ‘core’
journals and the most-cited articles were demonstrated. The journals Europe-
an Archives of Otorhinolaryngology and Head and Neck presented with the
greatest number of abstracted articles. The paper co-authored by L. Xuan et
al. and published in the American Journal of Translational Research (2016, 8
(2):932-939) was already cited 133 times in Scopus, 128 times — in WoS and
MEDLINE each, and 97 times — in BIOSIS. The comprehensive bibliographic,
abstracting and factual information could be used by young Bulgarian onco-
laryngologists for their affiliation to world patterns.

Key words: laryngeal cancer, diagnosis, science institutionalization, scientomet-
ric analyses, data-bases



