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Ha TUCEPTAIMOHCH TPY/I 3a MPUCHXKIaHEe Ha 00pa3oBaTesiHa U HAyYHA CTETICH “IOKTOp”
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Ha MarucTbp (apmanent Jlopa Hackoa [lerpoBa, penoBen noktopant kbM Kareapa

“@uzukoxumus’ Ha QakynteT no xumus u papmanus, CY ,,Cs. Knument Opxuacku‘

Ha Tema: “PeTpocreKkTuBeH aHaNKu3 Ha KIMHUYHYA U3MUTBAHUS HA JICKAPCTBEHU MPOAYKTH
3a JIeYyeHue Ha 3axapeH nuaber”

C HAY4YCH PHKOBOIUTEI
Hou. Kamuna AnapeeBcka,

1. OOwmo npeacraBsiHe HA NPOLeYypPaTa

C pemenne Ha DakynrereH chBeT Ha DakynreT Mo XUMUsA u dapMmanus TpU
Codmiicku yuausepcurer ,,CB. Kimument Oxpuacku®, IIporokon Ne 14/25.03.2025 r., u
3anosen PJ1 38-182/31.03.2025 Ha Pektopa Ha CY ,,CB. Kimument Oxpunacku® ITpod. J1-
p I'eopru BraueB, cbM ompeseneHa 3a 4jieH Ha HAyYHO KYpH IO MpoIeaypa 3a 3aliura
Ha JIUCEPTAIMOHEH TPy Ha TeMa “‘PeTpOCIEKTUBEH aHaIu3 Ha KIMHUYHU U3MUTBAHUS HA
JEKapCTBeHH TPOAYKTH 3a JIeYeHWe Ha 3axapeH aualber” 3a mpuaoOMBaHe Ha
oOpa3oBaTenHa M Hay4YHa CTeNeH ,,JOKTOp“ B 00JacT Ha BHUCIIEe oOpa3oBaHHE 7.
3npaBeomna3BanHe u cnopt, [Ipodecnonanno nanpasnenue 7.3. dapmarus, JlokTopcka

nporpama ,,CorraaHa MeAUITMHA U OpraHU3allns Ha 3/JpaBeolia3BaHeTo v dapmarusira’.



ABTOp Ha JaWcepTalMOHHUA Tpya € wmaructep (apmaneBtr Jlopa Hackosa
[lerpoBa, pegoBeH nokropanT kbM Karenpa ,,@uzukoxumus"” Ha DakynTer Mo XUMus u
dapmanus, CY ,,Ce. Kmument Oxpuacku“, ¢ HaydeH pwkoBomuten [om. Kamuna
AHnnpeescka, nd.

Jlopa HackoBa IlerpoBa e mnpeiacTaBmiia KOMIUIEKT MaTepHalld HAa XapTHEH
HOCUTEJ U B EJIEKTPOHEH BapUaHT, KOUTO Ca B CHOTBETCTBHE C HM3UCKBAHUATA 3a
npunoOuBaHe Ha 00pa3oBaTeIHa U HayYyHa CTEICH ,,JIOKTOP ™ Ha 3aKOH 3a pa3BUTHETO Ha
aKkajgeMu4Hus cberaB B PenyOnuka boarapus u IlpaBuinHuk 3a npuiarase Ha 3akoHa 3a
pa3BUTHE Ha akaJieMUYHUs cbeTaB B PenyOmnuka brirapus.

JucepralMOHHUAT TpyA Ha TeMa: “PeTpocrnexkThBeH aHanu3 Ha KIMHUYHU
M3MUTBAHUS HA JIEKAPCTBEHHM MPOAYKTH 3a JICUYCHHE Ha 3axapeH Auaber’ € mpemMuHal
npenBapuTenHa 3amura Ha Kareapen ceBer Ha Karenpa ,,@usukoxumus’’, @akynrer mno
xumus 1 Gapmanus, CY ,,Cs. Kimment Oxpuacku‘, Ha KOWTO € MPEIeHeHo, Y€ OTroBaps
Ha u3nckBanusaTa Ha CY ,,CB. Kimument OXpusicku, U € HacO4eH 3a MyOJuvHa 3aluTa.

Penensusita e cbcTaBeHa B ch0TBETCTBHE ¢ M3nckBanusaTa Ha 3PACPE u I'masa I,

Pasgen |l ot IITI3PACPBE.

2. IlpencraBsiHe HA IOKTOPaHTa

Jlopa Hackosa IletpoBa e ponena na 19.08.1996 r. Maructep no ¢apmanus ot
@akynrer no xumus u papmanus, CY ,,Cs. Knmument Oxpuacku®, 2020 r. Ot 2021 r.
pabdotu B anteka Codapmacu 23 OO/l karo maructbp (apmaneBt. Crenuaiuzant 1o

»Papmakozorus u papmanus® BB @apmarneBtuueH ¢akynrer, MY-Codust.

3. AKTYAJHOCT Ha TeMATHKATA U 11eJ1eChOOPA3HOCT HA MOCTABEHHUTE LeJH U
3ajaun
3axapHUAT Ua0ET € COIMATHO 3HAYUMO 3a00JIsiBaHE, MPU3HATO 3a €IUH OT Haii-
3HAUMMUTE 3/paBHU Npobiemu B cBeTtoBeH Mamiad. [lo manHm Ha MexayHapoaHarta
JNuabetna denepanus (IDF) mpes 2025 r. 3abossBaneTo 3acsira 589 MUIHOHA AYIIU Ha
BB3pacT Mexkay 20 u 79 rogunu (1 ot 9 BB3pacTHH), kato ce oyaksa a0 2050 r. Opoar um
na Hapacae 10 853 munmmona (1 ot 8 BB3pactHn). Hag 90 % oT manmmeHTHTEe CTpaaar ot
3axapeH auadeT T 2, KaTo TeXHHIT Opoi HapacTBa JpaMaTHYHO B CBETOBEH Marial.
3a00IBaHETO € HANHIIE KAaKTO BbB BUCOKOPA3BUTUTE, TaKa U B Pa3BUBAIIUTE CE€ CTPAHU,
karo okosio 80% oT xopara chC 3axapeH AuabeT JKUBEAT B CTPAHU C HUCKU M CPEIHU
TOXOJTH.
OcHoOBeH mpolJiieM MpH XopaTa ChC 3axapeH AuabeT ca pa3BUBAIIUTE CE€ KHCHHU

YCIIOXXHCHHUSA Ha 60J'I€CTTa, KOHUTO MOrat aa JoB€AaT A0 CCPUO3HU MOCICANIN — CIICIIOTA,



XpoHHYHA OBOpPEYHa HEAOCTATHYHOCT U HEOOXOIUMOCT OT XEMOAHAIIN3a, aMITyTalliu Ha
KpaiiHUIM, ChI0BU ychoxkHenus — MBC, muokapaeH nHpapKT, MO3bUHO-CHA0BA OOJIECT,
uHCcynT. OT apyra cTpaHa, 3axapeH AuabeT THI 2 € 9acT OT T.Hap. METabOIUTEeH CUHIPOM,
XapaKTepu3upalll ce CbC ChYETaHHWE Ha PUCKOBH (PAKTOPH 3a CHPICYHO-CHJIOBA CMBPTHOCT
(aprepuanHa XWUOEPTOHUS, JUCIUNUIEMHUS, aOJOMHHATHO 3aTIBbCTSBAHE U JIPYTH).
VYcnoxHenusitTa Ha 3axapeH auadeT BOIST JI0 TEXKKU MOCIEACTBUS KAKTO 3a MallMeHTa U
CEMEICTBOTO MY, TaKa U 3a LIJI0TO OOIIECTBO.

JloOpusT KOHTPOJI HAa KpbBHATA 3axap MpU 3axapeH AualeT TUIl 2 € HEOOXOAUM C
orjie]] IpeBeHUMs HAa pa3BUTUETO Ha yciokHeHus. lIpe3 mocnenHoTo necerunerue ce
MPOMEHHU TMOAXOABT KBbM 3axapeH nuader. B KIMHMYHATA TPaKTHKA HABIsA30Xa HOBU
KJIACOBE MEIMKAMEHTH, KOMTO OCBEH TJIIOKO30-TIOHIDKABall €(eKT MMaT U KapAuo- H
ObOpEeUHO-IPOTEKTUBEH €(EKT, BIUAAT OJArompusTHO BBPXY TEIECHOTO TErIo U
IpYTUTE ChPACYHO-CHA0BU pUCKOBU (hakTopH. JlokazarencTsa 3a Te3u egextu Ha GLP-1
peuentopuure aroHuctd W SGLT2 wuHXuOWTOpUTE ca TOMYYEeHH B pe3yaTaT Ha
IBITOCPOYHU TIPOYUBAHHUSI 3a OIICHKA HA ChPJCYHO-ChIOBaTa MM OE€30MACHOCT TP
MAalMEeHTH C BHUCOK pPUCK. MenMKaMEHTUTE 3aexa 3aclly’)KeHO BoJella MO3ULUs B
MEXIYHApOJAHUTE MPETOPHKH 32 KOHTPOJ Ha 3axapeH auader Tum 2.

HeoOxomuMocTTa OT mpeAcTaBsiHE HA CHCTEMaTHU3MpaHa WHQPOPMAIUS OTHOCHO
HOBHUTE KJIACOBE TJIFOKO30-TIOHIKABAIIM MEAMKAMEHTH, JTAHHUTE 3a TAXHATa €(hUKACHOCT
u 0e30macHOCT, pe3yATaTUTe OT TPOBEICHUTE KIWHUYHU M3MUTBAHUS C THX,
JOCTBIIHOCTTa Y HAJIMYHOCTTa UM B bbarapus onpenensT axkTyaJHOCTTa Ha
npeAcTaBeHus: qucepranronen Tpyn Ha Jlopa IlerpoBa, K0sATO cu mocTaBs 3a 1Led Ja ce
H3BBPIIN OLICHKA HAa MPUJIOKHUTE U PETryJIATOPHU ACIICKTHU IIPU INTAHUPAHE U MPOBCIKIAHE HA
KJIMHAYHA W3MUTBAHUS Ha JIEKApPCTBEHH MPOAYKTH 3a JIEYEHHE Ha 3aXapeH IuadeT B
MEXyHapOJIeH acleKT, Jla C HalpaBH OLIEHKAa Ha epUKacHOCTTa U Oe3omacHocTTa Ha GLP-1
peuentopun aronucty M SGLT2 wuHxuOuTOpH, KakTO M H3MEpBaHE HA JIEKapCTBEHA
M3M0JI3BA€MOCT Ha BCHYKM KJIACOBE TIIOKO3OMOHIKABAIY MPOAYKTH M OIpEIeNssHE Ha
HAJIMYHOCTTA M OCThITHOCTTA UM B bbarapus 3a nepuona 2019 - 2023 r. 3a peanin3upane
HA OCHOBHATA I1e71 Ha HACTOSIIIUS JUCEPTAIIMOHEH TPY ca (GopMyIrpaHu TOYHO U ICHO 6
OCHOBHH 33J]auyM: /1a C€ HalpaBU CPABHUTEJIEH aHAIN3 HA CHBPEMEHHUTE TEPareBTHYHH
MOJIXOM 3a JICYCHHWE Ha 3axapeH auaber Tum 2 Ha AMepUKaHCKaTa JUa0eTHA acOIHAaIns
(ADA) u EBpomneiickata aconuanus 3a usyuyaBaHe Ha auabeta (EASD); na ce nampaBu
aHanu3 Ha ChBpeMeHHUTE pbKoBOJCcTBa HA EMA n FDA 3a knuHM4HO n3cneaBaHe HA HOBU
TIIFOKO30TIOHIDKABAIN JISKAPCTBEHH MPOAYKTH 3a JICYCHHWE M NPOQHIAKTHKA Ha 3aXapeH

muaber Tum 2; Ja Ce MPOBENE PETPOCIEKTHBEH aHajdN3 Ha KIWHUYHA W3MUTBAHHUS Ha



JICKapCTBEHH TPOIYKTH 3a JICUCHHE Ha 3axapeH nuader upe3 aHanmmu3 Ha 6a3u manau: [CTRP
(International Clinical Trials Registry Platform), European Union Drug Regulating
Authorities Clinical Trials (EudraCT), Clinical trials Information System (CTIS),
ClinicalTrials.gov.; nma ce mpoBeae aHamu3 Ha paspemieHute 3a ymnorpeba GLP-1
peuentopau aronuctd u SGLT2 wmuxubutopm mpes nepuoma 2005-2023 roguHa; 1ga ce
HampaBH cpaBHHUTENEH, nokyMeHTaneH W PICOS anamm3 Ha naHHHMTE 3a 0€30MACHOCT U
epukacuoct Ha GLP-1 peuentopuu aronuctd u SGLT-2 uHXUOUTOPH MpH MAIMEHTH ChC
3axapeH AualeT TUIl 2; U J1a Ce aHaJIM3upa JIeKapCTBEHATa Teparus Ha MalueHTH ¢ AuadeT
TUI 2 4pe3 U3MEpBaHE Ha JIEKAPCTBEHATA M3II0JI3BAEMOCT HA MAKPOPABHUILE U ONPEIEIISIHE

Ha HAJIMYHOCT U JOCTBIIHOCT.

4. XapakTepHCTHKA H OIlEHKA HA THCEPTAIMOHHUS TPY

JlucepTallMOHHUAT TPYA € HanucaH Ha 337 CTpaHHUlU, KaTo € qo0pe odopMeH B
CIIE/IHUTe OCHOBHHU paszzuenu: 3arnaBHa crpanuna (1 crpanmia), Ceabpkanue (1
crpanuna), M3nomsanu cekpamenus (5 crpanunu), BbBemenuwe (2 crpaHuIm),
Jluteparypen 0030p (80 crpanunm), Llen u 3agaun (1 crpanuma), Marepuain U METOIU
(2 crpanunm), Pesynratu ¢ 55 Tabmuium u 90 ¢purypu (188 crpanuim), O0chKIaHe HA
pesynrarute (3 crpanuin), M3Boau u mpenopbku (3 crpanuim), [punoxkenue ¢ 18

tabmuiy u 12 ¢urypu (22 crpanuim), bubmmorpadus (29 crpanuiiu).

5. Ilo3naBaHe Ha npodemMa

JIutepaTtypHUAT 0030p € MHOro J00pe CTpYKTYpHpaH M IpeICTaBsl aKTyajHa
uHpOpMaNUs 3a OIpeNelieHHe, EeNMHIEMHOJIOTHS, pPa3MpoCTpaHeHne, Kiacudukanus,
€THOJIOTHS, PUCKOBH (DAaKTOPH, MaTareHesa, JAUarHo3a, CKpUHHUHT, TEPAaNeBTHYHH IEJH,
MHUKPOCHIOBH M MAaKPOCHIOBHU YCIOKHEHUS NIpU 3axapeH auader. CrienuaiHo BHUIMaHHE
€ OTJEJICHO Ha TepalneBTUYHHUTE BB3MOXKHOCTHU IPH 3axapeH Jaber, KaTo MoapoOHO ca
aHAJTM3UPAHU KJIACOBETE TIUIIOKO30-TIOHIDKABAIlM MEIUMKaMEHTH — MEXaHU3bM Ha
JeiicTBUe, HaJIWYHU JaHHU 32 e(UKacHOCT W 0e30macHOCT. AHaIM3UpaHU ca
W3MCKBaHUATA TIPH MPOBEXKIaHE HA KIMHWUYHHU M3MATBAHMS C MEAMKAMEHTH 3a JICYCHUE
Ha 3axapeH nuaber. IlpencraBeH e cucTeMaTWdeH IMperpes Ha edukacHocTTa |
0€30I1acCHOCTTa Ha JBET€ HOBU TPYIHU IUIIOKO30-TIOHM)XKaBalM meaukameHntu — GLP-1
peuentopan aroHucty W SGLT2  mHXMOWMTOpPH, KAaro € BKIIOYEHA KOHKPETHA
UHPOpPMAIUS 32 BCEKH MPEICTABUTEN HA T€3H TPYIIH.

Hutupanu ca 300 nturepaTypHH U3TOUHHUKA, KaTo 35% OT TAX ca OT MOCIeIHUTE 5
TOJIMHU; T€ €A OT YYXKAECTPaHHU CIMCAHMS, KaTO ca MMOCOYEHH U aBTOPH OT CTpaHaTa C

HY6HI/IKaHHI/I B HAIMOHAJIHU U MECKAYHAPOJIHU U3OaHUA.



JlokTopaHTKaTa TIO3HaBa MHOTO J00pe CBhCTOSHHETO Ha TpobiemMa ©u €

IpeCcTaBuiIa 3aJbJI00UYEeHA TBOPUECKA OIICHKA HA aHATM3UPAHUS TUTEPATypeH MaTepral.

6. Meroauka Ha U3CJIEABAHETO

MeroauTe Ha U3cieBaHe ca MPEJCTaBEHU MMOOTAEIHO 3a BCAKA IIOCTABEHA 3a/1a4ya
B IUCEPTALMOHHUS TPYA.

HanpaseH e cpaBHUTENEeH TOKyMEHTaleH aHalM3 Ha ChbBPEMEHHUTE TepareBTUYHU
MOJIXO/TN 32 JIedeHHne Ha 3axapeH auader tum 2 Ha ADA u EASD, nybnukyBanu mipe3 2022
I., KAKTO ¥ Ha HallMOHAJHOTO (papMako-TepameBTHYHO PHKOBOJCTBO MO €HIOKPUHOJIOTHUS U
Oosect Ha OOMSHATA B YacTTa, Kacaella TepanusaTa Ha 3aXapeH auadeT.

[TpoBesaeH e 3aap1004€H aHANKU3 HA ChBpeMeHHUTE phKoBoAcTBa HAa EMA u FDA 3a
KJIMHUYHO U3CJIe[IBAaHE HA HOBHU INIIOKO30IOHMKaBAIlY JIEKAPCTBEHHU IPOIYKTH 3a JICUEHUE U
npoduiIakTHKa Ha 3axapeH auaber Ttunm 2. IlpoBeneH e cpaBHHUTENEH aHalU3 Ha
HOPMATHUBHUTE JOKYMEHTH, a WMCEHHO pbKoBojacTBO Ha EMA (Guideline on clinical
investigation of medicinal products in the treatment or prevention of diabetes mellitus) u Ha
FDA (Diabetes Mellitus: Efficacy Endpoints for Clinical Trials Investigating Antidiabetic
Drugs and Biological Products - Guidance for Industry).

[IpoBenen e ananu3 Ha 6a3u nanuu 3a KMHUYHKA u3nuTBanus [CTRP (International
Clinical Trials Registry Platform), EudraCT (European Union Drug Regulating Authorities
Clinical Trials Database), CTIS (Clinical Trials Information System) u ClinicalTrials.gov,
Kacaelly IMPOBEICHUTE KIMHWUYHU WM3MUTBAHHUSA C JICKAPCTBEHU TMPOIYKTH 3a JICYCHHE Ha
3axapeH auaber tui 2.

HampaBen e nmokymeHTaneH aHaian3 Ha paspemieHuara 3a ynorpeba na GLP-1
peuentopau aroHuctd 1 SGLT2 uHXMOMTOpPH, KaKTO M Ha KOMOMHMPAHU JIEKAPCTBEHU
NPOAYKTH, ChIbpXKAIIM (PUKCHpPaHU JO30BH KOMOMHAIMM, M3AaneHu mpe3 mnepuoxa 2005-
2023 r. IlpoBeneH e aHanM3 Ha CHIBPKAHUETO, U KATO HM3TOYHHK Ha HMH(poOpMalus e
u3non3BadH EBpormeiickusi mybnuuen onenbueH gokman (EPAR) 3a Bcekm eaun ot
nekapctBeHure npoayktu ot kinac GLP-1 penentopuu aronunctd m SGLT2 unxuburopw.
OcBeH TOBa € HalpaBeH M JJOKYMEHTAJIEH aHAJIM3 Ha peructpute Ha HarmmonaseH chBeT 1o
LHEHU U peuMOypcHpaHE OTHOCHO MEPUOAUTE Ha BKJIOYBaHEe B [103UTHBHHS JE€KapCTBEH
CIUCHK Ha aHAIM3UPAHUTE KJIACOBE JIEKAPCTBEHU MPOIYKTH.

HanpaBen e cpaBHHUTENEH aHalIW3 Ha JaHHUTE 3a 0€30MacHOCT M €(PHUKACHOCT Ha
GLP-1 peuentopau aronuctd u SGLT-2 MHXHOUTOPU NpH MAUMEHTH ChC 3axapeH Auader
tun 2. [Iposeaen e nokymenrtaneHn u PICOS (Patient, Intervention, Comparison, Outcomes,
Study design) aHanu3 Ha NpOBEJCHWTE KIWHUYHM W3MUTBAaHMA C TE3W JiBa Kiaca

TJIFOKO30IIOHM>KAaBalllH JICKAPCTBCHHU ITPOAYKTH.



N30panara MeToarKka Ha M3CIEBaHE MO3BOJISBA MMOCTUTAHE HA TMOCTAaBeHATa Iell

Y TIOJIy4aBaHe Ha a/ICKBATEH OTIOBOP Ha 3aJjayKTe, peliaBaHu B JUCEPTALMOHHUS TPY/I.

7. IlpuHOCH M 3HAYHMOCT HA Pa3padoTKATA 32 HAYKATA M IPAKTUKATA

B HacTosAmms nucepranyoHeH Tpya ca popMysupaHu 16 OCHOBHU M3BOJA, KOUTO
ca n00pe apryMEHTHpaHU W TOYHO OTpa3sBaT M3IBIHEHHETO Ha IOCTaBeHaTa el |
3aJauu.

B pesynTar Ha npoBeNEHUS CPABHUTEIEH aHAIN3 € YCTAHOBEHO, Y€ MPENOPBKUTE
3a n300p Ha MOAXOJAIL TEpaleBTUUYEH MOAXO[ 3a JICUCHHE Ha 3axapeH aualdeT Tl 2 B
HAIIMOHATHOTO (papMaKo-TepaneBTUYHO PHKOBOJICTBO IO €HJOKPUHOJIOTHA U 00JIeCTH Ha
oOMsiHaTa, ca HAIBJIHO CBIJIACYBAaHH C IPEHNOPBKHUTE 3a JICYCHHWE Ha 3a00JIIBaHETO Ha
ADA u EASD, ny6nukyBanu npe3 2022 r. B te3n Hacoku € moco4eHo, 4ye u300pbT Ha
(dapMakosoTU4Ha Tepanusi MpH BB3PACTHU ChC 3axapeH auaber Tun 2 TpsbBa aa ce
PBKOBOM OT MHJIMBUIYaJU3UpaH MOJAXO[, B LIEHThpPa HAa KOMTO € MAlUEeHThT, KaTo Ce
B3€MAaT MpeABHJ HE CaMO LEIUTE Ha IJIMKEMMYEH KOHTPOJ, HO M KOHTPOIBT Ha
CBIIBTCTBALIUTE ChPACYHO-CHJOBU U OBOpeuHH 3a00JIiBaHUS, PUCKBT OT Pa3BUTHE Ha
XUIOTTIMKEMHUs, KAKTO U €(PEeKTUBHOCTTA Ha JICUEHHUETO.

[locoueno e, ye B bbiarapus ca HaaM4YHU OCHOBHHUTE & Kjaca IJIHOKO30-
MOHMIKaBall MEIMKAMEHTH, KOETO € B ChOTBETCTBHE ¢ Ipenopbkure Ha ADA u EASD.

3aciykaBaT ceprMO3HO BHUMaHue nposenenute cepuosznu PICOS ananusu, Kourto
Joka3BaT BHcokaTa eduxacHoct Ha GLP-1 penentopuute aronuctn u SGLT2
MHXUOUTOpUTE IO OTHOUIeHHe cHuxkeHue Ha HbAlc u TenmecHOTO Teryo, KakTo M
CBBP3aHUTE C TAX KapAUO-pEHAJHU MOJ3U. Te3u aHHU ca B TOJKpena Ha Te3ara, ue
TE€3U JIBa HOBU Kjlaca MEeIMKaMEHTH Tps0Ba Jla ce MPeBbpHAT BbB BOJEIL TE€PANEBTHYEH
U300p 3a MAIMEeHTH ChC 3aXapeH AUA0eT TUM 2 U CHITBTCTBALIM 3a00JIBaHUS.

[IpoBeneH e cpaBHUTENEH aHAU3 Ha JBaTa Kjaca MEIMKaMEHTH U € YCTaHOBEHO,
ye GLP-1 penenrtopaute aronuctd mnpeBb3xoxnar SGLT2 wuaxubutopure 110
OTHOIIIEHHE Ha MOHWXaBaHe Ha HUBOTO Ha HbA 1c u TenecHoTo Terio.

B pesynrar Ha npoenenute PICOS ananu3u 1o oTHouieHne 6e30macHOCTTa Ha
JBaTa Kjaca MEJUKaMEeHTH € ycTaHoBeHo, ue 3a GLP-1 penenropuute aronuctu ca
XapaKTepHU CTOMAIIHO-4YpeBHU cTpaHW4HM edektH, nokaro SGLT2 muaxuburtopute ca
CBBP3aHH ChC CTPAHUYHH €PEKTU OT CTpaHa Ha OBOpENUTe ¥ MUKOYHUTE IIHTHUIIIA.

Wutepec mpezicraBisiBa UM3BOABT, Y€ MHpBH u300p 3a Tepamus ca
MoHomnpenapature, kato B Hag 50% ot cioydautre ToBa e wMmerdopmuH. Haii-

MPEANUCBAHNUTE JIEKAPCTBEHU MNPOAYKTH IpE3 aHAJIU3UPAHUA S-TOAUIIEH IEPUOJ OT



BpeMe, ca OWrBaHuauTe, ¢ TnpeacTaBuTea Metformin, cyndoHuTypeHUTE TpenapaTu
Gliclazide u Glimepiride, u anda-riaroxo3una3HuaT UHXHOUTOP Acarbose.

[Tpu mpernen Ha peructpute Ha HanmoHaaHMUs CHBET MO IIEHU U peuMOypcHpaHe
Ha JIEKapCTBEHHUTE MPOAYKTH € YCTAaHOBEHO, Y€ IO-TOJIIMa YacT OT pa3pelieHuTe 3a
ynotpeba JiekapcTBeHH Mpoayktu oT kiacoBe GLP-1 penentopuu aronuctu m SGLT2
UHXUOUTOpU ca BKItOYeHH B [lO3UTHBHMSA JEKapCTBEH CHUCHK M B CHCTEMaTa 3a
penMOypcupane, KOeTo rapaHTHpa HATMYHOCT M JJOCTBITHOCT 32 MAallMeHTHTE Y Hac.

[IpoBenen e aHanu3 Ha M3MOJI3BAEMOCTTA HA Pa3IMYHUTE MEAUKAMEHTH MpU
MAIMEHTUTE ChC 3axapeH AuadeT Tul 2 B crpaHaTa. Hali-npennucBanuTe KOMOMHUPAHU
JeKapCcTBeHH NpoAykTH, peumOypcupanu ot H3OK, ca d¢ukcupanure mp030BU
komOuHarmun Ha SGLT2 waxuburop c Metformin (Empagliflozin/Metformin wu
Dapagliflozin/Metformin) u na DPP-4 unxu6urop ¢ Metformin (Vildagliptin/Metformin
u Linagliptin/Metformin). HaGnronaBa ce yBennuaBane Ha ynorpebara Ha KOMOHWHAUATA
Insulin degludec/Liraglutide, kosto cnopen HacokuTe Ha (hapMaKO-TEpPAreBTUYHHUTE
PBKOBOICTBA € MPEANOYUTAH U300p MPEar BbBEKIAHETO HA MHCYJIMHOBA TEPAITHSI.

B npoBenenus cpaBHuTENEH aHanu3 Ha pbKoBojcTBaTa HAa EMA um FDA 3a
KIMHUYHO M3CJe/IBaHe HA HOBH TJIFOKO30TOHWKABAIM JICKAPCTBEHHU MPOIYKTH 3a
JeYeHHe Ha 3axapeH aMaber TUN 2 ca YCTaHOBEHW HAIBIHO XapMOHU3UPAHU
W3UCKBaHM, IOCTUTHATH 1101 eruaara Ha ICH.

B nactosmus nucepTanmoHeH TPy € MPOBEJEH aHaiu3 Ha MbpBUs aBoeH GLP-
1/GIP peuenropen aronuct - Tirzepatide 15 mg, u e yctaHOBeHO, Y€ TOM MPOSIBSIBA Haii-
BHCOKa e()MKACHOCT KaKTO IO OTHOILICHHE cHIbkeHne Ha HDALC, Taka ¥ 1O OTHOLICHHE
PEAYKIHS Ha TEIECHOTO TETJIO.

[Ipn ananu3upane Ha Oa3ara ganHM 3a kinHW4YHM u3nutBanuss EUDRACT e
YCTAaHOBEHO, Y€ B NpOIEC Ha KIMHUYHO M3MMTBAaHE € TpPOWHA Tepamus C WHCYIHUH,
Semaglutide u Dapagliflozin npu manueHTH cbc 3axapeH auaber Tum 1, KakTo U
BBBEXK/IaHE B TepanusTa Ha HazaiHa (popma Ha GLP-1 penentopeH aroHUCT.

AHaM3BT Ha JAaHHUTE IOKa3Ba, 4e BKIOYCHHUTE B [lO3UTHBHHS IJleKapCTBEH
CIHCBHK IpernapaTy ca OT BCUYKHU KJIACOBE 3a JieueHHe Ha 3axapeH nuaber Tum 2 y Hac,
BKJIIIOUMTENHO HOBUTe KiacoBe GLP-1 peuentopuu aronuctu u SGLT2 uHXuOUTOpH.
Haii-Bucokure pasxomu wHa H3OK 3a mepmoma 2019-2023 rommna ca 3a GLP-1
penentopante aroHucTH Semaglutide, Dulaglutide, Liraglutide, kakto u 3a Gliclazide
KaTo MPEeJCTaBUTEI Ha CyI(OHUITYPEHHUTE TPOTYKTH.

MHoro TO4YHO € oco4eHo, ye BKitouBaHeTo Ha GLP-1 pernientopHuTe aroHUCT! U

SGLT2 uaxuOutopuTe B TEpaNUaTa Ha 3aXapeH IUadeT TUIl 2, BBIIPEKU M0-BUCOKATa UM



[[EHa, OCHUIypsiBa JOMBJIHUTETHH TOJ3M 32 BHUCOKOPHUCKOBH  TAIlMEHTH C
aTepPOCKIEPOTUYHO CHPJACYHO-CHIOBO 3a00JIIBaHE, CHhpACYHA HEIOCTATHUHOCT WIIH
XpOHUYHO OBOpEUHO 3200 sIBaHE.

Crnen npoBezeHHs] aHAJIM3 Ha JIEKapCTBEHATa M3IMOJI3BAEMOCT Ha JICKAPCTBEHUTE
MIPOJIYKTH 3a 3axapeH auader Tun 2 mo gaHHu ot peructpute Ha H30K n mapkeTuHroB
aHaJU3 Ha Ta3apa € YCTaHOBEHO HAJIMYHME HA HepaloHaJIHA JIEKapCcTBEeHa ynmoTpeba Ha
Semaglutide 3a monkoxxHo mpumioxkenue. [IpenopryaHo € BbBEKAAHE HA KPUTEPHU 32
palroHa Ha JeKapcTBeHa ynorpeda B KIMHUYHATA PAKTHKA.

B HacrosmuAT JucepTalMOHEH TPYA Ca HalpaBEeHU NPErnopbKU OTHOCHO
JICYEHUETO Ha MAIMEHTUTE ChC 3axapeH auaber Tum 2. [IpenopbhuyaHo € MpoBEKIaHE HA
CKpUHUHT 3a paHHO JWArHOCTHPAHE HAa MHKPO- W MAaKPOCHIOBUTE YCIOXKHCHHS Ha
3abomnsBaneTo. [locoueHa e HEOOXOAMMOCTTa OT 3aCHJIBAHE HAa KOHTpOJA OT CTpaHa Ha
KOMIIETEHTHUTE 3[paBHU OPTaHU 3a MPEeJOTBpaTsIBaHE HAa HEMpaBOMEpHATa JIEKapCTBEHA
ymorpeba Ha Semaglutide, mpuiaraH TOIKOXHO W3BBH TEPANICBTUYHUTE ITOKA3AHUS,
0100peHN B KpaTKaTa XapaKTepHCTHKa Ha mpoaykra. OTbens3aHo e, ye Ha3HAYaBaHETO
Ha SGLT2 nHxubuTopy ¢ moka3aHus ChpJiedHa HEJOCTATBYHOCT U XPOHUYHO OBOpEUHO
3a0onsBane He ce peumOypcupa 100% u e mnpenopb4aHO IO-BUCOKO HHUBO Ha
peuMmOypcupane. TpsOBa na ce mma mpenBuj, obade, 4Ye IO-HUCKOTO HHUBO Ha
penMOypcanus € CBbP3aHO C MO-YJISCHEHHUS JOCTHII Ha MAIMEHTHTE JI0 TepamusTa, 0e3
W3/1aBaHe Ha MPOTOKOJIM U HEOOXOJUMOCT OT 0/100peHue oT komucus Ha HuBo P30OK.

B nuceprammonHus TpyA ca M3THKHATH 5 MpUHOCA, ONMPEAENeHH KaTo Hay4dHO-
TEOPETUYHU, METOJUYHU U HAYYHO-TIPUIIOKHU.

HayuHo-TeopeTHYHHTE TPUHOCH CE€ OTHACAT JIO IPOBEICHUS 3a HbPBU BT
CPaBHHTEIICH aHAIM3 HA JAHHMW OT peajiHaTa KIMHUYHA MPAKTHKa OTHOCHO ChOTBETCTBHE
MEKTy OBJITapCKUTE M MEKIYHAPOIHH CTAHIAPTH 3a JICUYCHUE HA 3axXapeH auadeT Tum 2 mpe3
nociennure 10 rogMHM, B KOMTO € MOJYEPTAHO HMHIMBUAYAIM3HPAHETO Ha
q)apMaKOHOFI/ILIHaTa TCpalmrd, KaTo €€ B3eMaT NpeaABuJ HC CaMO IIMKEMHUYHHUTE LCJIUM, HO U
KOHTpPOJIa Ha CbBIOBTCTBAIIMTE CHPACYHO-CHAOBHU H 6’B6pe‘{HI/I 336OHHBaHI/I$I, PUCKBT OT
XHIOTJIUKeMHUsI U e(EKTUBHOCTTA HA JICUCHHETO, KATO BCHYKH TEPANCBTUYHU pEIICHHS
TpssOBa Ja ce B3eMaT CHBMECTHO C IAMEHTa W Ja ca ChOOpPa3eHW C HETOBUTE
MMpeAnOYnNTaHuA, HY>KAU U IEHHOCTU.

3a mbpBU THT B bhirapus e mpoBeleH JOKYMEHTAICH aHAIW3 HAa ChBPEMCHHHUTE
pbroBoacTBa Ha EMA u FDA 3a KIMHUYHO W3cNe/BaHE HA HOBHU IIIFOKO30MOHMKABAIIH
JIEKapCTBEHH MPOAYKTH 3a JICUCHUE WK MPO(UIAKTHKA Ha 3aXapeH quader Tum 2.

3a mppBU BT B bbirapus e mpoBeeHO MPOyYBaHE HA MEXKIYHAPOTHH 0a3U JaHHU

ICTRP, EudraCT wu ClinicalTrials.gov OTHOCHO 3aAb/DKUTETHHTE W3UCKBAHHUS 32



pEerucTpanys Ha KIMHUYHYA U3MUTBAHMS U Ca aHAIM3UPAHU PETPOCIIEKTUBHO IO OIPENEICHH
MOKA3aTeJIM PETUCTPUPAHUTE B TAX KIMHUYHU M3IUTBAHUS Ha JIEKAPCTBEHH NPOIYKTH 3a
JedeHue Ha 3axapeH auabet tum 2 3a nepuoaa 1999-2024r. u 2005-2024r.

Karo merommueH mpuHOC € mocoueHa paszpaboTeHaTa KOMIUIEKCHA METOJIMKa 3a
MPOBEX/IaHe Ha CUCTEMaTHUEeH Mperie]l Ha MyOJuKalud OTHOCHO TaHHUTE 3a €(PUKAaCHOCT U
6e3omacHoct Ha GLP-1 peuentopuu aronuctd U SGLT-2 uHXUOUTOpH NpU MALUEHTH CHC
3axapeH awaber T 2 4Ype3 u3noisBaHe Ha Mmetononorusita PRISMA, u 3a omnenka Ha
Oe3omacHocTTa U eprikacHOCTTa MM upe3 poBexaane Ha PICOS ananuzw.

C meToauueH npuHOC € U pa3paboTeHaTa KOMIUIEKCHa METOJUKA 3a MPOBEXKIaHE Ha
CUCTEMaTH4YeH TMperjie] Ha  NyONMKalmMM  3a  JIeKapcTBeHaTa  ymoTpeba  Ha
TIFOKO30TOHMKABAIIM MEJUKAMEHTH 4pe3 u3nojizBaHe Ha meronposorusita PRISMA u 3a
aHaJIM3 Ha JIEKapCTBEHATa M3IMOJI3BAEMOCT Ha TIIOKO30MOHMKABAIIN JIEKAPCTBEHH MPOILYKTH
3a 3axapeH auabeT TUN 2 Ha MakpOpaBHUILE Ype3 M3IOJI3BAaHE HAa HATYypaTHU U CTOWHOCTHH
nokazatenu u ATC/DDD merononorusra Ha C30.

Cpc cepuo3eH HayYHO-IIPUJIOKEH IIPUHOCEH XapaKTep ca MPOBEACHUTE 3a II'bPBU
npT B bbarapus PICOS ananusm 3a nokasBaHe Ha epukacHocT Ha GLP-1 penentophu
aronuctr u SGLT2 naXuOUTOpPUTE 1O OTHOIIIEHWE HA HaMajsBaHe Ha HuWBata Ha HbAlc u
TEJIECHOTO TETJI0, KAKTO U TAXHATa ChPACYHO-ChA0BA 0€30MaCHOCT M KapAHO-PEHATHH MOJI3U
IpU NallMEeHTHUTE Che 3axapeH auader tun 2. Ha 6a3zarta Ha Te3u naHHu ce npenopbusa GLP-
1 peuentopuute aronuctd W SGLT2 wuHXHOMTOpUTE 1A Ce MNPEBbPHAT BBHB BOJEII
TepaneBTHYeH U300p 3a MAUEHTUTE C TUA0ET TUT 2 ¥ ChC CHITHTCTBAIIM 3a00JIIBaHUs y HAC.

C Hay4YHO-TIPUJIOKEH MPUHOCEH XapaKTep € W MPOYYBAHETO HA M3IMOJI3BAEMOCTTA Ha
TJIFOKO30-TIOHKABAIIM MeuKkaMeHTH 3a nepuoaa 2019-2023 romuna, KOETO JAEMOHCTpUpa
BaXHOCTTA OT WHAMBHyaTU3NPAHETO HA TEPANHITa HA TAIIMEHTUTE ChC 3aXapeH AuadeT THIT
2 ¥ MpWIIaraHeTo B peaiHaTa KJIMHUYHA MPAKTUKA Ha YTBBPACHHUTE (apMaKo-TEPareBTUIHH
PBKOBOJICTBA 32 JIeueHHE Ha 3a00JIIBAaHETO C LIeJI MOCTUIaHE Ha pallMOHaJHA JIEKapCTBEHA
ynotpeoa.

C noTBBpIUTENEH XapakTep € ycraHoBeHaTa ymorpeba Ha Semaglutide wu3sbH
0/100peHUTE TepaneBTUYHU IOKa3aHHsl, KOETO € B MPOTUBOPEYUE C TNPENOpPHKUTE Ha
MEXIYHAPOIHUTE M HAIIMOHAIHU PHKOBOACTBA. HeoOX0auMO € BBBEKIAHETO Ha KPUTEPHH
3a palMoHaliHaTa JeKapcTBeHa ynorpeba B KIMHMYHATA MPAKTHKA, OCOOEHO 3a COLMAIHO-
3HAUYMMU 3a00JsIBaHUS, KAaTO 3aJb/DKUTENICH €JEeMEHT OT HalMOHAJHATa JeKapcTBEeHaTa

IIOJIMTHUKA.

8. IlpemeHka Ha MyOJMKAIMUTE MO TUCEPTANMOHHUS TPYA
BeB BpB3Ka ¢ Temara Ha gucepranmmonHums Tpya Jlopa Ilerpoa mma 9

HY6J'II/IK8.I_II/II/I, 6 OT KOUTO pe(pepnpaHI/I U UHACKCHUPAHU B CBETOBHOMU3BCCTHU 0asu JaHHHU



¢ Hay4Ha uHpopmanus, kato 1 cratus ¢ B cnimcanue Pharmacia ¢ ummnakr dakrtop 1.1.

Jlopa IlerpoBa € mbpBH aBTOP BHB BCUUKHU MyOIMKALIUH.

9. Jlu4Ho yyacTue HA JOKTOPAHTKATA
Ot npenocraBeHara JOKYMEHTAIUS € BUHO JIMYHOTO y4acTHE HA JOKTOpaHTKATa
Jlopa IlerpoBa B mpoOBEAEHOTO AMCEPTALIMOHHO M3cieABaHe. [lonydeHuTe pe3yiratu u

dbopMyITUpaHUTE TPUHOCHU Ca HEWHA JIMYHA 3aCIIyTa.

10. ABTopedepar
ABTopedepaTbT KbM AucepTauonHus Tpya Ha Jlopa Hackosa Ilerpona otpassiBa
OCHOBHHUTC pPC3YJTAaTH, IMOCTUIHATU B JUCCPTALUMOHHUA TPYAd W OTroBapsi Ha BCHYKU

oOuronpueT U3McKkBanus 3a u3rorssinero my B [III3PACPB.

11. KpuTnunm 3a0e/iesKKU U PeNOPbKH

KbM aucepraniioHHus Tpy X HAMaM 3a0€JIEKKHU.

12. CporBeTcTBHE ¢ H3UCKBaHUsATa B [IpaBuiIHMK 32 mpuiiaraHe Ha 3akoHa
3a pa3sBUTHETO Ha akajJeMH4YHHusi chbcTaB B PenmyOumka bbarapus, BajauaHu 3a
Co¢muiicku yausepcurer ,,Cs. KiimmenT OXpuacku®.

Cnopen uzuckBanusita B [IpaBUiIHUK 3a mpujarase Ha 3aKoHa 3a Pa3BUTHUETO Ha
aKaJeMU4Hus chcTaB B Pemybnuka bwarapus, 3a nmpupoouBane nHa OHC , goktop” B
O6nact 7. 3apaBeona3Bane u cnopt, [Ipodecrnonanno namnpasnenue 7.3. @apmanus B
I'pyna I' ce u3uckBar 30 TOUKM, KaTo JOKTOpAHTKaTa MPEACTaBsl MyOJUKALUM, KOUTO
HOCAT o0mo 122 Toukw.

Taxka ¢ npencrasenute gannu Jlopa Hackosa [leTpoBa M3mbiIHsIBAa MUHUMATHHUTE
HallMOHATHU M3HMCKBaHMs, KakTo M u3nuckBanusta Ha CY ,,CB. Knmument Oxpujacku® 3a

npuaoousane Ha OHC ,,moxTop®.

3AKVIIOYEHUE

B 3akntouenue, cunram, ye aucepTaumoHHUAT Tpya Ha Jlopa Hackosa IletpoBa e
HAI'bJIHO 3aBBPILIEH, CbBPEMEHEH, 3a/1bJI00UEH, 100pe CTPYKTypUpaH U 0()OpMEH, C SICHU
U TOYHO (HOPMYJHpAHH W M3MBIHEHUM 3a7aud, C ONpPEJeNIeHH H3BOAM U CEPHO3HU
pe3yaTaTH, KOUTO MPEACTABIsABAT OPUTMHAJIEH NPUHOC B HAayKaTa B €JHAa HMHTEPECHA
o0yacT — conuanHa MeUIMHA U OpraHMu3allksl Ha 3/IpaBeolia3BaHeTo U (papMalusra.

JlucepTaliluoOHHUAT TPy OTrOBaps HAa BCUUKHM M3MCKBAaHUS Ha 3aKOHA 3a pa3BUTHE
Ha akaJeMu4Hus cbetaB B PenyOnuka benrapus (3PACPB), IlpaBunnuka 3a npusarate

Ha 3PACPB.
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JucepTallMOHHUAT TpyA MOKa3Ba, ye nokropaHTkara Jlopa Hackosa IlerpoBa
MPUTEkKABA 331bJI00UYCHN TCOPETUYHH 3HAHUS W TPOPECUOHATHN YMEHHUS B 00JIacTTa Ha
dapmanuara u (HapMakoIOTHATa, KaTO JIEMOHCTpHUpA KadecTBa W YMEHHUS 3a
CaMOCTOSITEIIHO NMPOBEXKIAHE HA HAYYHO U3CIICIBAHE.

C ornen Ha TOPEU3NIOKEHOTO, YOEIEHO JaBaM CBOSTA IMOJIOXKHUTENHA OLEHKA 3a
IIPOBEJCHOTO M3CJE/ABAHE, IPEACTABEHO OT PELEH3UPAHUTE IMO-TOpPE AMCEPTALMOHEH
TPYH, aBTOpedepar, MOCTUTHATA PE3yJTaTH M MPUHOCH, U TIpeajiaraM Ha 4JICHOBETE Ha
YBa)Ka€MOTO HAYYHO KYPH J1a IPUCHAAT 00pa3oBaTe/IHATA U HAyYHA CTEIEH ‘JOKTOp’ Ha
maructsp (apmanent Jlopa HackoBa IletpoBa B oOnact Ha Buciie oOpazoBaHue 7.
3npaBeomnasBane u cnoptT, [Ipodecuonanno manpasnenue: 7.3. @apmanwms, JlokTopcka

nporpama: ,,ColnraiaHa MeIUIIMHA U OpTaHU3aIys Ha 3paBeorna3BaHeTo u hpapmanusira”

C yBaxeHue:

21.05.2025r. Perienzenr:

Codus Un. xop. npod. A-p LBeranuna TankoBa, AMH
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