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1. liarHocTuKa Ta XipypriyHe JliKyBaHHS YCKIaTHEHUX (OPM XPOHIYHOTO TAHKPEATUTY 3 BUCOKUM PUBUKOM
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2. Diagnosis and surgical treatment of complicated forms of chronic pancreatitis with a high risk of pancreatic
cancer development (clinical-experimental study)

Pedepar:

1. Cyxopmons C. A. [liarHocTuKa Ta XipypriyHe JlikyBaHHS YCKJIaTHEeHUX (OPM XPOHIYHOTO TAaHKPEATUTY 3 BUCOKUM
PU3MKOM PO3BUTKY PaKy MiANIyHKOBOI 3271034 (KJIiHIKO-eKCIIepUMeHTaIbHe JOCiIkeHHs). Kpaniikaniina
HayKOBa Ipalsl Ha IpaBax pyKonucy. Jluceprauis Ha 3000yTTs1 HAYKOBOTO CTYIIEHS JOKTOPA MEIUYHUX HAyK 3a
crienianpHicTiO 14.01.03 - Xipypris (22 — OxopoHa 310poB's) — BiHHUIpKUI HAlliOHATIPHUI MEIUYHUI YHIBEpCUTET
imeni M. I. [TuporoBa MO3 Ykpainu, Binuuig, 2025. Po6oTa npucssiyeHa yLOCKOHAJIEHHIO Cy4acHUX MifX0iB 10
IiaTHOCTMKY Ta XipyprivHOTo JIiKyBaHHS MallieHTiB i3 pakoM MifNIyHKOBOI 3a71034 (PI13), a TakoX y nalieHTiB 3
yCKJIaJJHEHUMHU (pOpMaMu XpOHiuHOro naHkpeaTtuty (XI1) 3 Bucokum pusukom po3sutky PI13. lucepraris e

KJIiHIKO-€KCIIepPMMEHTaJIbHOI0 po60ToI0. EXcliepyuMeHTaspHa YacTUHA [IpoBeieHa Ha 50 6inux HesliHiMHUX Iypax-



camisix macor 200+10 r, siKi paHOMi30BaHO OyJM MOJiEeH] Ha 3 eKCIepUMEHTAIbHI rpynu: 1- KOHTposbHA (n=10); 2
- mypu i3 3mozenboBaHuM XII (n=20); 3 - mypu 3 XII, Ha TJ1i IKOro 6yB BUKJIMKAHUI IIyKpoBuUil Aiabet tumy 1 (L111)
(n=20). Y xyiHiyHil yacTHHI pO6OTH NTpOaHai30BaHi pe3yJIbTaTu OOCTEXXEHHS Ta JliKyBaHHS 388 naljieHTiB i3
Mop(doJIOTiYHO MiATBEPI’KEHOI0 TIATOJIOTIEI0 MiANTYHKOBOI 3ay103u: a came 197 (50,8%) mauieHTiB i3 ycKIagHeHUMHI
(opmamu XpOHIYHOTO NIaHKpeaTUTy, 136 (35%) nauieHTiB i3 MyxJaMHamMM pi3HOI J0Kaizalii niAmmIyHKoBOi 3a71031, a
Takox 55 (14,2%) nallieHTiB i3 NOrpaHUYHUMU CTaHaMU XBOPoOU cepey, skux 33 (60%) yosioBikiB Ta 22 (40%)
BiITIOBiJHO XiHOK, [i€ 10 BUKOHAHHS ONEPaTUBHOIO BTPYYaHHS Ta 3aCTOCYBaHHS 3arajJbHOIPUNHSATAX METOIUK
00CTEKEHHS He OYyJI0 3MOTH YiTKO Ta [IEPEKOHJIMBO CIIPOCTYBATH HASIBHICTb MaslirHisalii nponecy 3MiHeHO]
napenximu I13, Ta BigoBigHO 3aCTOCYBaTh HAMONTUMAJIBHIINI Ta PAIUKAIbHUNA METO/, JIIKyBaHHS IPUTAMaHHU
175 PTI3. Came 114 rpyna nauieHTiB BUKIMKaaa HalbinbIIMii iHTepec Ta cripusiia ix noraubieHoMy BUBYEHHIO i3
3aCTOCYBAaHHSM Ta BIIPOBAI’)KEHHSIM 3alIPONIOHOBAHMX HAMU METOIUK. B pe3ysbTarti NpoBeeHnx
€KCIIEPMMEHTAJIBHUX IOCIII)KEHb HA IIypax BCTAHOBJIEHO, MO PO3BUTOK XII CYyNIpOBOAKY€ETHCSI 3HAYHUM
3pOCTaHHIM BMicTy MeTasionpoTreinaz (MMP-2 ta MMP-9) y cupoBartiii KpoBi, NediHi Ta niAuIyHKOBiH 3a7103i.
Binbu BupaskeHi 3minu BMicty MMP-2 6ys10 BusiBiieHo y rpyni mypis 3 XII+11111, a BMicty MMP-9 - y rpymi TBapuH 3
XIT okpeMo. BusiBieHe Hamu 3Ha4He 3pOcTaHHs BMicTy MMP, 3okpema MMP-9, Ha 44 no6y po3sutky XI1 moxe 6yTu
HEraTMBHUM ITPOTHOCTMYHMM MapKepOM, 110 BKa3ye Ha MOTEHLIiNHY 3arpo3y BUHMKHEHHs PI13. [leBHUM
IiATBEPAKEHHSIM aKTUBi3allii IPOTEOsITUYHUX peakliil 3a narorenesy XII ciiyrye BCTaHOBJIEHE Y XOZi po60TU
3HIDKEHHS BMICTY 3arajibHOro 6is1ka Ha (OHi 3pOCTaHHS BMICTY IENTUAHOTO IyJy. OCKiJIBKY NEeNTUIN € CKIIAJ0BOIO
(dpakuii MOIeKys cepeHbOi MacH, iX HAKONMYEHHSI J03BOJISIE TOBOPUTHU TIPO HasIBHICTb y TBapuH 3 XI1 ta XTT+1I/11
CTaHy €HJOT€HHOI iHTOKCHKalil. 3HaYyHe 3pOCTaHH4 PiBHS MENTUIHOIO IyJly € He JIMIIe MapPKePOM €HIOTOKCUKALli,
asie 1 YNHHUKOM, SIKMH yCKJIQAHIOE NIepebir 3aXBopioBaHHS. ['icTonarosioriyHa oliHKa [1oKasasa [aToJIoriuHi 3MiHK B
rictosoriunux cTpykrypax I13 rpyn XIT Ta XTI+ 11, V rpymi XIT 3minu [13 xapakTepusyloThCsl HasiBHICTIO (ibpo3y y
BCiX TBapuH Ljiei rpynu. Onucani 3MiHM Ky1acu@ikyoTbCs 32 piBHEM I1aTOriCTOJIOTIYHOI mKanu Kk PanIN1. I13 mypis
rpynu XIT+1/I1 masna 6inbi BUpakeHi naToJioriyHi 3minu. Crioctepirasack NpOTOKOBA JUCILIA3is 3 BUPAXKEHOIO
alMHapHOIO MeTanasiero. Li Ta iHii 3MiHY BiANOBINAIOTh BUCOKIN i MOMIPHIN AMUCIIIa3ii IPOTOKM 3a piBHEM
naroricrosioriyHoi mkanu gk PanIN2 i PanIN3. Lli 3MiHM € IpAMUMU Ta [IEPEKOHIMBUMU NPESUKTOPAMU PO3BUTKY Yy
PI13 i 6e3rocepeiHbO MPOTOKOBOI aIeHOKAPIIMHOMU. BUsIBI€HI 0COGIMBOCTI MPOTEOTITUYHUX MPOILIECIB, [0 MAIOTh
Miclle B KpOBi i NaHKpeaTUyHill TkaHuHi 3a ymoB XI1 i PI13. BcranossieHi 3MiHM OyJ/1M NIOB’s13aHi 3 aKyMyJIsILi€lo
HU3bKO- i CEpeIHbOMOJIEKYIISIPHUX Oi/IKiB 1 MeNTUiB, CEpe IKMX 3Ha4UHA KiJIbKICTh XapaKTEPU3Y€EThCSl BUPA)KEHUMU
perynsaTopHUMU PYHKILISIMU Ta TOKCUYHUMU BIIJIMBaMu. Po3po6iieHa maTemMaTuyHa MOZENb 4iarHOCTUKA
3J105IKiCcHO] naToJIorii MifMIYHKOBOI 3371031 HAa OCHOBI HasIBHOI IPYyIY peabHUX CTAaTUCTUYHUX JaHUX Y POpMi
CHAMIITOMIB TUIYy IPUCYTHOCTI (HasiBHOCTI) [ajio 3MOTy ONTHMMi3yBaTH BUOip 00’eMy OIepaTUBHOrO BTPY4aHHS IIpU
ycknanHeHux ¢popmax XI1 y nanieHTis i3 BUCOKMM PU3UKOM po3BUTKY PI13. OTpuMaHi HaMu pe3ysibTaTu HaJAl0Th
MO>KJIMBICTD B IIOJAJIbIIOMY ITOKPAIIMTH SIKiCTh Ta PaJiMKaJli3M BUKOHaHMX ONEPaTUBHUX BTPy4aHb. bepydn 1o
yBary BUILEONNUCAaHi METOY AOCIiI)KEHHS Ta NialrHOCTUKY, MU CTAaBUJIY OibIll paHHI ITOKa3U [0 ONepaTUBHOIO
BTPYy4YaHHSI, Ta BUKOHYBAJIM 0T0 y 6i7bLIIOMY Pe3eKLifHOMY 00’eMi, IPUTAMAHHOMY J1JIs1 3710SIKiCHOI naTosiorii, y
NaIiEHTIB i3 OCHOBHOI I'PYIM IOCTIiIKEHHS. B pe3ysibTaTi 3a1IporIoHOBaHOrO JOOOCTEXKEeHHS - iHTpaoIepaniiiHo B
OCHOBHIll rpymni y 6 natieHTiB (26,1%) piarHocToBaHa allMHapHa MeTaruiasis, y 8 (34,7%) - PanIN Bucokoro cTyneHo,
y pewrtu 9 (39,2%) inTpaonepatjiiiHo niaTsepauau HasBHiCTb PI13 3 sokanisaniero B ii rososuiy 5 (55,5%) iy 4
nanieHTiB (44,5%) i3 nokanizanieo B AinsgHIi J1iBoro anaromivHoro cermeHTy. OTxe 6ys0 BukoHaso 13 (56,5%)
onepauiit Whipple i 10 (43,5%) ob6mupHuX J1iBOGIYHUX AUCTANIbHUX pe3ekliil [13 i3 crieHekToMiero Ta
JiMQoanCceKLielo.

2. Dissertation for the degree of Doctor of Medical Sciences in the specialty 14.01.03 - surgery (22 - Healthcare). -
National Pirogov Memorial Medical University, Vinnytsya, Vinnytsya, 2025. The work is devoted to improving
modern approaches to the diagnosis and surgical treatment of patients with pancreatic cancer (PC), as well as in
patients with complicated forms of chronic pancreatitis (CP) with a high risk of PC. The dissertation is a clinical
and experimental work. The experimental part was performed on 50 white nonlinear rats with a weighing 200 + 10
g, which were randomized by 3 experimental groups: 1- control (n = 10); 2 - rats with modeled CP (n = 20); 3 - rats



with CP, on the background of which was caused by diabetes type 1 (DM1) (N = 20). The clinical part of the work
analyzes the results of the examination and treatment of 388 patients with morphologically confirmed pathology of
the pancreas: namely 197 (50.8%) patients with complicated forms of chronic pancreatitis, 136 (35%) patients with
tumors of different localization of the pancreas, as well as 55. (60%) men and 22 (40%) of women, where before
surgery and the use of conventional survey methods was not able to clearly and convincingly refute the presence
of malignancy of the process of altered parenchyma of the pancreas, and accordingly apply the most optimal and
radical method of treatment inherent in the PC. As a result of experimental studies on rats, it was found that the
development of CP is accompanied by a significant increase in the content of metalproteinases (MMR-2 and MMR-
9) in serum, liver and pancreas. More pronounced changes in the content of MMR-2 were found in a group of rats
with CP+DM], and the content of MMR-9-in the group of animals with CP separately. We have identified a
significant increase in the content of MMP, in particular MMP-9, for 44 days the development of CP can be a
negative prognostic marker, which indicates the potential threat of the PC. A certain confirmation of the activation
of proteolytic reactions for the pathogenesis of CP serves as a decrease in the content of the total protein on the
background of the growth of the content of the peptide pool. Since peptides are part of the fraction of medium
mass molecules, their accumulation suggests the presence of endogenous intoxication in animals with CP and
CP+DML1. A significant increase in the level of peptide pool is not only a marker of endotoxicity, but also a factor
that complicates the course of the disease. Histopathological assessment showed pathological changes in
histological structures of pancreas of groups of CP and CP+DM1. In the CP group, pancreas changes are
characterized by the presence of fibrosis in all animals in this group. The described changes are classified by the
level of pathohistological scale as Paninl. The pancreas of the rats of the CP+DM1 group had more pronounced
pathological changes. There was a pronounced acinaric metaplasia of duct dysplasia. These and other changes
correspond to the high and moderate dysplasia of the duct by the level of pathohistological scale as PaNin2 and
PaNin3. These changes are direct and convincing development predictors in the PC and directly the ductal
adenocarcinoma. Features of proteolytic processes that occur in the blood and pancreatic tissue under the
conditions of CP and PC have been identified. The established changes have been associated with the
accumulation of low- and medium-molecular weight proteins and peptides. A mathematical model of diagnosis of
malignant pancreatic pathology on the basis of an existing group of real statistics in the form of symptoms of the
type of presence (presence) made it possible to optimize the choice of volume of surgery in complicated forms of
CP in patients at high risk of development of PC. The main advantage of the use of a mathematical model in the
diagnosis of malignant pathology of the pancreas is its early diagnosis at the preclinical stage and at an early stage
of the disease. The results we obtained provide an opportunity to further improve the quality and radicalism of
surgical interventions. Considering the above methods of research and diagnostics, we put faster shows for
surgery and performed it in a more resection volume inherent in malignant pathology, in patios from the main
study group. As a result of the proposed examination - intraoperatively in the main group in 6 patients (26.1%)
diagnosed acinar metaplasia, in 8 (34.7%) - PaNin high degree, in the remaining 9 (39.2%) intraoperatively
confirmed the presence with localization in the left anatomical segment area. Therefore, 13 (56.5%) of Whipple
operations and 10 (43.5%) of extensive left -sided distal resections of pancreas with splenectomy and
lymphodisection.
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HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiasiIbHO-€KOHOMIYHA CIIPSIMOBAHICTh:

OxopoHHi gJokymeHTH Ha OIIIB:

BrnpoBaaKeHHS pe3yJIbTaTiB AHCEPTalii: BuposamkeHo

3B'130K 3 HAYKOBHMH TEMaMH:

VI. BizomocCTi Ipo HayKOBOr0 KepPiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

VII. BizomocTi npo odiliiHUX OTIOHEHTIB Ta pelleH3€eHTiB
OdiuiiiHi OTIOHEHTH
Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. TTnnTiok OsiekcaHpp BosmoguMuposuy

2. Oleksandr V. Pyptiuk

KBasigikamnis: 1. men. u., npodecop, 14.01.03

InenTudikarop ORCID ID: 0000-0003-0147-645X

JoparkoBa indpopmamnist:

IloBHe HaliMEeHYBaHHSI IOPHUAHUYHOI 0COOH: [BaHO- DPaHKIiBCHKMII HALIOHATIBHUI MEIVMYHUI yHIBEPCUTET
Kopg 3a €IPIIOY: 02010758

MicneSHaXO;pKeHHﬂ: ByJL. ['asnnubka, 6yg. 2, IBano-®pankiseek, 76018, Ykpaina

dopma BracHOCTI: JlepxasHa

Cdepa praBJIiHHﬂZ MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:



Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. Iponos Osekcint IBaHOBUY

2. Oleksiy Dronov

KBasidikamis: 1. men. v, npodecop, 14.01.03
Imentudikarop ORCID ID: He zacrocoyerbcs
JoparkoBa iHdopmamist:

IloBHe HaﬁMeHyBaHHﬂ IOPUOHUYHOL 0CO0M: HanjonanbHuit MeguuHmii yaisepcutert imeni O. O.

Boromonbus

Kopg 3a €IPIIOY: 02010787

Micue3HaxoaKeHHS: oysbBap Tapaca llleByenka, 6yz. 13, Kuis, 01601, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa praBJIiHHﬂ: MiHicTepCTBO OXOPOHHU 3/10POB 51 YKpaiHu

InenTudikarop ROR:

Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. I3to6aHoBCHKUI Irop SIkoBud

2. Thor Y. Dzubanovskii

KBasigikamis: n.men.n., npodecop, 14.01.03
ImenTudikarop ORCID ID: He zactocoyerbcs
JonmaTkoBa iHdopmarist:

IloBHe HafIMeHyBaHHﬂ IOpI/I,uH‘IHO'l' 0CoO0M: TepHOIINbCbKMI HALIOHATIbHUN MEOUYHUI YHIBEPCUTET IMEHI

I. 4. TopbayeBcbkOro MiHicTepcTBa OXOPOHU 37I0POB'st YKpaiHu

Kopg 3a €IPIIOY: 02010830

MicneSHaxo,erCHHﬂ: Martigan Boui, 6yz. 1, Tepromnine, TepHomninbcbKuii p-H., 46001, Ykpaina
dopma BiracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:

Penensentu

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
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JoparkoBa iHdpopmamuist:



IIoBHe HaﬁMeHyBaHHﬂ IOpPI,uH‘{HOi OCOOM: BiHHMIbKUIT HAI[iOHATbHUI MEeIUIHUI yHiBepcuTeT iMeHi M. .

[Tuporosa

Kopg 3a €IPIIOY: 02010669

Micue3HaxoaKeHHS: ByJ. [luporosa, 6yz. 56, Binnuns, Binaunpkuit p-H., 21018, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 3/10POB 51 YKpaiHu

InenTudikarop ROR:

Baacue IlpizBumie Im's I1o-6aTbKOBI:
1. Boposcbkuii Osier Oserosuy

2. Oleh O. Vorovskyi

KBasidikanis: . men. u., npodecop, 14.01.03
Inentudikarop ORCID ID: 0000-0002-8933-3965
JoparkoBa indopmamnist:

IloBHe HaﬁMeHyBaHHﬂ IOpI/I,I[H‘{HOi OCOOM: BiHHMIbKMIT HAI[IOHATbHUIA MEeIUIHUI yHiBepcuTeT iMeHi M. .

[Tnporosa

Koz, 3a €IPITIOY: 02010669

Micue3HaxoaKeHHS: ByJL. [Iuporosa, 6yz. 56, Binnuig, Binaunpkuit p-H., 21018, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:

BiacHe IIpisBuie Im'sa I1o-6aThKOBI:

1. Ximiy Ceprii1 JMUTpOBUY

2. Serhii D. Khimich

KBasigikamis: n.men.n., npodecop, 14.01.03
Inentudikarop ORCID ID: 0000-0002-8643-2140
JoparkoBa indpopmamist:

IloBHe HaﬁMeHyBaHHﬂ IOpI/I,I[I/I‘{HOi OCOOM: BiHHMIbKUIT HAI[IOHATbHUIA MEeIUIHUI yHiBepcuTeT iMeHi M. .

[Tnporosa

Kog, 3a €IPITIOY: 02010669

Micue3HaxoaKeHHS: ByJL. [luporosa, 6yz. 56, Binnuis, Binaunpkuit p-H., 21018, Ykpaina
dopma BiracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 3/10POB sl YKpaiHu

InenTudikarop ROR:



VIII. 3akr04Hi BimoMocTi

BaacHe IlpizBuie Im's [10-6aTbKOBI Hazapuyk Onexcanap AnamoBuy
rOJIOBH pagu

BaacHe Ilpi3Bume Im'st ITo-6aTbKOBI Hazapuyk Osnexkcannp AnamoBuy
rOJIOBYIOYOTO Ha 3acCifiaHHi

BignoBigasibHUI 3a MiATOTOBKY 'pebentok [Imutpo Iroposird

00JIIKOBHX JOKYMEHTIB

PeecTtpartop YkpIHTEI

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 3a PEECTpalLilo HayKoBOi IOpuenko TeTsHa AHaToiiBHA

OisIJIbHOCTI




