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AKTYaJIHOCT HA TeMaTa

KapruHoMbT Ha maHKpeaca € e€IHa OT HalW-TAHATOTCHHUTE HEOIJIa3MHU.
Bonpekn Hampeabka B KIMHUYHATA OHKOJIOTHSI M BKIIOUYBAHETO HA HOBHU
TEepaneBTUYHU OMIMH, Kato Jbuerepanus u HIFU, maneunute pesynraru ca
HE3aJJOBOJUTEIIHN U JIOpY OTUalBalll — BHUCOK MPOIICHT HA PEUUIUBU W/WIH
METaxpOHHU METacTa3u, KpaTka o0IIa U cBOOOJHA OT OOJECT MPEKUBIEMOCT,
HE3aJJ0BOJIMTEITHO Ka4eCTBO Ha KUBOT. BcWukm Te3n ¢akTu ca pe3ynrar oT
€lHa CTpaHa Ha arpecMBHaTa TyMOpHAa OWOJNOTHS, a OT JApyra - Ha KbCHOTO
JUarHOCTUIIMpaHe, KaTo KbM TO3M MOMEHT eaBa 20-25% ot cioydaute ca
MOOAXOMASAIIM 32 paJWKaIHA HWHTEPBEHIMSA. XHUPYPTHUHOTO JICYCHHE 3aeMa
OCHOBHO MSCTO B MYyJATHMOJanHus JiedeOeH moaxon u 6e3 RO pesexuus

JAJICHHUTC PE3YyJITaTU Ca OLIC I10-JIOIIH. HaHeraTO-I[I/IFeCTI/IBHaTa aHaCcToOMO3a



pu AyoAeHo-naHkpeatnyHute pezekuuu (II1P) npu kapumHoma Ha riaBaTa Ha
nankpeaca (KI'TI) mpombmxkaBa na e ,,AxuiecoBara Iera‘“ Ha mpoleaypara.
TbpceHeTo Ha palMOHAIHU PEIIeHHs € OWIO U IIe ObJle TeMa Ha MHOYKECTBO
MPOYYBAHUSA, BKIIOUATETHO W HAa HACTOSUIMS JUCEPTALMOHEH TPYA.
MHO0XECTBO CpaBHUTEIHH NPOYYBAHUS €A U3BBPLICHU U BHPXY ABETE OCHOBHU
TPYIH Ha MaHKpeaTH4HA PEKOHCTPYKIHS — MaHKpearo-iieronocromus (ITHC) u

nankpearto-ractpocromus (I1I'C).

O0ma ouneHka Ha [IUCEPTALMOHHHMSI TPyA U MNpoueaypara 1o
3alMTaTa

JlucepTaiioHHUAT Tpyd € B obOem 136 craHmapTHU CTpaHHIM U €
CTPYKTYypHUpaH NPABUIHO, CHOOPA3HO MPUETUTE y HAC U3UCKBAHUA 3a MOA00CH
BUJI HayyHa npoaykmus. OHarnensBanero € 6orato - 58 Tabmunu u 43 urypu.
CouchKbT Ha UTUpaHaTa JuTeparypa BkirouBa 205 3arnaBus, oT KouTo 21 Ha
kupwinna 1 184 Ha naruHuna. L{uTupaHuTe U3TOYHUIKA ca JOCTATHYHO HA
Opoi, KaTo TyK IMOMaJaT MPOYYBAHUATA U PE3YJITATUTE HA MHOXECTBO BOJCIIU
aBTOPH M IICHTPOBE B 00JIaCTTa HA MAaHKpeaTUYHaTa XUpyprus. M3kirouuTeaHo
NPUATHO BIIEYATIICHHWE TMPaBU BKIIOYBAHETO B OMOMMorpadusTa u Ha peauna
PYCKHM aBTOPU — HEIIIO, KOETO Mpe3 MOCIETHUTE 2 JCKaau JIUICBA B IMOBEYETO
POYETEHUTE OT MEH JIUCEPTALMU HA XUPYPrUYHa TEeMaTUKA, TP TOBA HE CaMO
B KaueCTBOTO MM HA WJIEH Ha HAy4yHO Xypu. CuuTaM, 4ye MOCTHKEHUATA Ha
ChBpPEMEHHATa pyCKa XUPYyprusi HE ca 3a IpeHeOperBaHe U €IMHCTBEHATa
MpeyvKa 3a M3MOJ3BAaHETO MM € €3UKOoBaTa Oapuiepa mpej mo-MiaaguTe KOJIETH B
CTpaHara.

JlucepTalluOHHUAT TPy € OOCHACH U HACOYEH 3a MyOJIMYHA 3allluTa Ha
pasIlIMpeH KaTteIpeH ChBeT Ha ,,Karenpara mo xupyprudecku 6onectu®, M® Ha
MY - IlneBeH Ha ocHoBaHue 4i. 24, an. 6 u 4i. 30, an. 3 ot IIII3PACPB u un.
68, an. 1 ot [IpaBuiHMKA 32 pa3BUTHETO HA AKaJEMHUYHHS ChCTaB, BbB BPh3Ka C

pemenne Ha Axkagemudaus cbBeT (IIpoToxom Ne 21/27.02.2023 r.).



B cpok monayyux OT JOKOpaHTa II'bJIEH KOMIUIEKT MAaTepUail Ha XapTUEH
Y €JIEKTPOHEH HOCUTEJ, BKIIFOUYBAIL CIEAHUTE JOKYMEHTH:

- 3asgsienne 10 Pektopa Ha MY - IlneBeH 3a paskpuBaHe Ha
IpOLEAypaTa 3a 3alNUTa HA TUCEPTALIMOHEH TPY;

- ABToOuHoOTrpadus B eBporeicku popMar ¢ OANKUC HAa JOKTOPAHTA;

- HoTtapuanno 3aBepeHO Komme OT AUIIJIOMA 3a BUCIIE 00pa3oBaHuE;

- 3amoBeIn 3a 3allMCBaHE B JOKTOPAHTYpa M 3a OTUMCIISIBAHE C IIPaBO Ha
3aIluTa;

- 3amoBej] 3a IPOBEXKIAHE HA W3NUT OT HHAWBUAYAIHUS IUIAH U
CbOTBETEH IPOTOKOJ  3a  H3AbpXKaH  JOKTOPAHTCKM  MHHMMYM 11O
CIIEHIHATHOCTTA;

- 3anoBe] 3a Ha3HAYaBaHE M IPOTOKOJ OT 3aCENAHUETO HA PA3LIMPEH
Hay4yeH KOJIETUYM 3a MPEABApUTEIHO OOCHKAAHE HA JAUCEPTALlMOHHUS TPYI U
B3ETUTE PELICHHUs 3a Pa3KPUBAaHE HA MPOLEAYPA U 33 CbCTAB HAa HAYYHO XKYPH;

- JluceprannoneH Tpyx;

- ABTOpedepaT KbM AUCEPTALUOHHUSA TPY/L;

- CIuUChK HA HAyYHUTE MyOJMKAIMK 10 TEMAaTa Ha IUCEePTALUATA;

- Konust Ha HayuHHTE MyOIMKAIMK 110 TEMaTa Ha IUCEPTALUATA;

- Jlexmapanus 3a OPUTHHAJIHOCT M JOCTOBEPHOCT HA MPHUIIOKEHUTE
JNOKYMEHTH.

J-p Harmup Mena npeacraBss CIUCHK M KOIKSI HA TPU ITBJIHOTEKCTOBU

Hy6JII/IKaI_[I/II/I, CBBP3aHU C TCMATa HAa JUCCPTATMOHHHA TPYA.

ITo3naBane Ha npodIema

JIuteparypuust 0630p € B obem 41 crtp. (ctp. 8 - 48 Bki.) Toil e
JIO0CTaTbUHO OOCTOCH M IIeJICHaCOYeH — B IIBJIEH YHUCOH C Temara Ha
mucepranusaTa. [lpenctaBeHata wHpOpMAIMS € aKTyalHa M J0Ka3Ba Jgo0Opara
TEOpETUYHA MOATrOTOBKa Ha AoKTopaHTa. [locouenu ca kputepuunte Ha National

Comprehensive Cancer Network 3a pe3ekTaOWIHH, TPAaHUYHO PE3CKTAOUIHH U



HEpEe3eKTaOWITHN, KOUTO Ca KPAaWbI'BIHUAT KaMBbK MPU W300p HA MOIXOJAIIATA
ctpaterusi, kakto 1 AJCC kputepuute 3a cragupane. B pazmen 2.1.2. ca
IIOCOYECHH METOJINTE HA JICUEHHWE HA paka Ha MaHkpeaca. [[oCTOMHO MsCTO €
OTPEJEHO U HAa MMOHEPUTE HA Ta3u Xupyprusd. Onucanu ca NoIpoOHO METOIUTE
Ha MAaHKPEATUYHH PE3CKIIMU U PEKOHCTPYKIIUH.

OCHOBHO MSCTO B Iperjiea Ha JuTeparypara 3aeMarT JaHHUTE OT
crenuain3vpaHaTa JMuTeparypa OTHOCHO omnepauusta Ha Whipple wu
paznuyHuTe ¥ Moaudukanuu, nanuatuHuTe Hamecu nipu KI'TI, cneuuduunure
CJIeIONEpaTUBHU YCJIOKHEHHUS U TOBEICHHETO TMpU BB3HUKBAHETO WM.
AKIICHTUpAaHO € BBPXY ONTHUMH3UPAHUTE HA XUPYPrUYHH TMPOIEAYPH W
ONTHUMHU3UPAHETO Ha aHACTOMO3UPAIIUTE TEXHUKH.

M3KI104nTENHO BUCOKA OLICHKA J1aBaM Ha 3aKJIOYEHUETO Ha o03opa -
1.2.3. ,Kputnuecka oreHka Ha JurepaTypara mo npooneMHus kpbre (crtp.46-
48). Tyk n-p Mena o0o0maBa IUTepaTypHUTE JMJaHHU W JUCKYTHUpA
npeauMCTBaTa M HEIOCTAaThLUUTE HAa PA3IUYHUTE METOAM HA MAaHKPEacHO
aHactomo3upane. ToBa OT eHa cTpaHa 00OCHOBaBa aKTyaJHOCTTa Ha TeMaTa, a
OT JIpyra 3aTBbpX/JaBa BIIEYATICHUETO B YUTATENs 32 ACTAIIHOTO BHUKBAHE B

Hp06HeMaTI/IKaTa OT CTpaHa Ha JOKTOpPaHTa.

MeTono0J10rMs HA U3CJIECABAHETO

[lenTa Ha nUCcepTAIMOHHUS TPY/l € TOUYHO U SICHO (hopMyTupaHa, KaKTo U
3agaunte (5 Ha Opoit) 3a mocturaneto i (ctp. 49).

JIn3aliHbT Ha NMPOYYBAHETO € PETPOCIEKTUBHO, a U3IMOJI3BAHUTE METOAU
ca MpaBWJIHUTE U MOAXOASIIM MHCTPYMEHTH 3a MOJIydaBaHE HAa MAaKCUMAJHO
TOYHM JAaHHM M JOCTUTaHE 1O CTaTHCTHMYECKH JOCTOBEPHU 3aKIHOUYECHUS.
[IpeamnocraBka 3a TOBa € WU MaTepualbT, BKIOYBAI] cepus oT 120 marmeHTu ¢
MaHKPEATHYHU aHACTOMO3U (ChC CTOMAIICH OCTAThK M C MCIOHYM) — HAITBJIHO
JOCTaThYHU KaTo Opoi U MH(POPMATUBHOCT 3a HyAuTe Ha aHamm3a. OT Tax 40

ca npeThprsi oneparuBHa uHTepBeHuss B MBAJT ,,CB. Anna* A/l, Bapha, a
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apyrute Oomnu (koHTpoiHa rpyna, N=80) ca ciydailHa wu3BagKa OT
aucrnancepusupanuTe o0mo 710 manueHTH ¢ KapnuHOM Ha maHkpeaca (371
MBxe U 339 sxenn) B OHKOJIOTUYHUS JUCTIaHCEp Ha obiacT BapHa.
XUpPYypruYHUTE U CTATUCTHYECKUTE METOIU ca IMOAPOOHO OMHCAaHU B
obem 10 ctp. (cTp.50-59 BKI.) M OoraTo OHarjieJieHW, BKJIIOUUTEIIHO JEBET
WHTPAOITIEpAaTUBHU CHUMKH W €IHAa peHTreHorpadwus (mocTtorepaTuBHA TOpHA

racCTPOMHTECTUHATHA Cepus).

OueHnka Ha qMCePTALMOHHUS TPYJA, M3BOAUTE U MPUHOCHUTE

Penien3upaneTo Ha nurepatypHust 0030p, LIeNTa, 3aJa4ynuTe, MaTepuaia u
MeToauTe Oelle H3BBPIICHO Mo-rope. Tyk Ie ce chpa Ha NOCTUTHATUTE
pe3ynTaTtu, 00ChKIAHETO UM, U3BOJUTE U IPUHOCHTE.

Pesynrarure ca mpencraBeHu OCHOBHO B TaOiauueH U rpaguueH Bui. [o
OTHOLIEHUE Ha TAX MpaBs CJIEAHUTE KOMEHTapHu. PaHHUAT mocTonepaTtuBeH
mopramuteT oT 2.5% cnen III'C e nmpuemMimB M CpaBHUM C JAHHUTE OT
NUTepaTypara, Ho cToiHocT! 0T 15.0% cien ITUC u 10.8% 3a usnara cepus ca
MpEKaJeHO BUCOKH. BHcCOKa € M yecToTrara Ha HSIKOM PAaHHU MOCTONEPATHUBHU
ycnoxHenns, ocobero cien ITHAC - o6mo 47.5% MOpPOHANTET H B Y4aCTHOCT
17.5% xemoparuu, 18.8% mnocTonepaTuBHU NaHKpEaTUYHH (PUCTYJIU CTENEH
B¢ ,,C% 13.8% Owmmparuu B pe3yaTaT Ha aHaCTOMO3HA UHCY(PUITUEHITUS U
T.H. OT eaHa cTpaHa Te€3W JJaHHU Ca ,,IPUTECHUTEIHU, HO OT Apyra JI0Ka3BaT
JOCTOBEPHOCT U OOEKTUBHOCT MPHU OTPA3SIBAHETO UM OT JOKTOpaHTa. Moxe na
C€ MOTHPCU W APYT NMO3WTHUB B PETMCTPUPAHUTE M aHAJU3UPAHU PE3YJITATH.
Uucnara noTBbpKAaBaT MNpaBwioTo, 4de xupyprusta npu KITI e MHoro
cnenudUyHa U TpEIU3BUKATENIHA U € MPENOPBUYUTENIHO J1a C€ NMPAKTUKYBa B
LIEHTPOBE C ToysiM 00eM Ha jaeitHocT. Kato TakuBa ce nmpuemMaH MHCTUTYLIMU C
noseue oT 32 ciydas Ha JIIP rogumso.

[TogoGen aHanmu3 u pascwHkaeHUs A-p MeHa mpaBu U B OOCHKIAHETO,

KbJIETO CpaBHsSIBA COOCTBEHUTE PE3yJTATH M TE€3U OT pabpabOTKUTE HA JIPYTU



aBTopu. Peauia mpoydBaHuUs, BKJI. M HACTOSIIOTO CE€ CTPEMST Ja YCTAHOBST
CHIIIECTBYBAHETO HA JOCTOBEPHU PHUCKOBH M TMPOTHOCTUYHHU (HAKTOPH TIO
OTHOIIIEHWE HAa PAHHUTE CIEAONEPATUBHA MOPTAIUTET W cCHeuupuuuH
MOpPOMANTET, KAaKTO W HAYMHU, METOAM U CpEACTBAa 3a MOAOOpsiBaHE Ha
pesynrarure. B TO3M acmekT MOKTOPAHTHT MPEACTaBd peauua JeMorpadceku,
KJIIMHAYHU W UHTPAOIIEPAaTUBHU XapaKTepUCKTUKH. [locneaHuTe ce oTHacAT 110
NaHKPEATUYHUSI OCTAThK (THUIl MATOJOTHUS, IUTBTHOCT HA MAapeHXHMa, TUAMETHP
Ha TJIABHUSI TAHKPEaTHUUEH KaHall) U UHTpaoliepaTUBHATa KpbhBO3aryoa.

C He mo-Majika TEXECT € M TUIla Ha PEeKOHCTPYKIHUs Ha MaHKpeaca.
Kopenanmonen ananu3 B coOCTBEHaTa CepUsl YCTAHOBSIBA CTATUCTHUYECKU
JIOCTOBEpHA TMPUYMHHO-CIEJACTBEHAa Bpb3Ka MEXKIYy THUIIA Ha XUPypruyHarta
npouenypa (ITMC wm III'C) oT emHa cTpaHa, ¥ 4eCTOTaTa M TEKECTTa HA
IIPOsIBa HA PAHHUTE CIICIONIEPATUBHU YCIIOKHEHHUS OT Apyra CTpaHa.

Bceudku coOCTBeHM NaHHHM ca 0OpaOOTEHU CTATUCTUYECKHM U KPUTUYHO
CpPaBHEHM C PE3yJITATUTE, IOKJIA/IBAHU B CIICIIMAIN3UpaHATA JINTEPATYpA.

Ha ctp. 109 n-p Harmup Mena popmynupa 3 u3Boaa, KOUTO ca JOTUYEH
3aBBPIICK HA JUCEPTALMOHHUS TPpyd. PeamHo uzBoaute ca 5, Thid KaTO MbPBUSAT
OT TSIX ChABPXKA TPU CAMOCTOSITEIIHO (POPMYIIUPAHU U C PA3IIUYHO ChAbPKAHUE
,,TIO-MAJIKK* U3BOJIM, KOUTO ce Oa3upaT Ha LSIIOCTHUS aHAIU3 Ha MOJYYCHUTE
coOCTBEHM pe3yJTaTH.

[lo oTHOLIEHHE Ha IIECTTE MPUHOCA, TOCOUYEHU B Kpas Ha aBTOpedepara
KbM JUCEPTALMOHHUS TPYJ IpHEMaM JiBa OT TPUTE C OPUTHMHAJIEH U TPUTE C

MOTBBPAUTEIIEH XapaKTep.

HpeueHKa Ha nyﬁ.nmcaumne H JJUYHHUS MIPUHOC HA TOKTOPAHTA
HpCI[CTaBeH ¢ CIIMCBbK M IIbJIHM KOIIMA HA TPH 3arjlaBuid, CBbP3dHU C
TEMATa Ha AUCCPTALMMOHHUSA TPY. 141 TPUTEC Ca IIBIIHOTCKCTOBH HY6.HI/IK8_I_[I/II/I B

CITMCaHMHAI.



ABTOpedepar

ABropedepaTbT KbM JucCEpTalMOHHMS TpyA Ha 1-p Hatmup Mena
OTrOoBapsl Ha U3MCKBAHUATA KAaTO 00EM M ChABPKAHUE U JaBa JIOCTAThYHO SICHA
IPEJCTaBa 3a CHIIHOCTTAa Ha pa3paboTKaTa, OTpa3sBa JOCTaTbYHO JETailNIHO

MOCTUTHATUTE Pe3yJITaTh U (POPMYITUPAHUTE U3BOAU U MPUHOCH.

Kputnynm 0eJie’kKu U NpenopbKu

Ha BpTpemnara 3ammra, NpoBeAcHa peJl pa3IMpEeHNs] HAYYeH KOJIETHYM
Ha Karenparta, KbM KOATO € 3auuCl€H JOKTOPAHTHT MNPEICTABUX KPUTUYHU
oenexku, popmynupanu B 11 TOUkH, HAKOM OT KOUTO C MO 3-4 MOATOYKH.
Yernpu OT TIX Kacaexa CEpHO3HM MpOOJEMHU, CBBP3aHH C METOAOJIOTHATA,
MIPEJACTABEHUTE JAaHHU (IECKPUIITUBHO, TAOJIMYHO U TpaduyuHo), 00paboTKaTa 1
aHAJIM3UPAHETO UM, KAKTO U coOCTBeHMTE pe3yiaTatu. [loBedero oT Oenexkure
0s1xa ,,JI0-MAJOBAXKHU M HMMaxa I0-CKOpPO MpPENoOpbUYUTENCH Xxapakrtep. B
KpailHa CMETKa, JOKTOPAHTBHT U HAYYHUTE MY PBKOBOJUTENIN Ca CE ChbOOpa3uiu

C BCUYKHU TE€3U MOU KOMCHTApH, 3a KOCTO UM 6J1ar01:[ap;1.

3akiouenue

JlucepraunoHHUAT Tpya Ha 1-p Hatmup Mena Ha tema ,,OntuMusnupase
Ha [IaHKpeaTo-AUTreCTHBHATa aHAacTOMO3a IIpM MALMEHTH C IaHKpeaTo-
NyOJEHAIHA PE3EKUMs’ ChAbpPXKA HAYYHU W HAYYHO-TIPUJIOKHU MOCTHKEHUS,
KOWUTO MPEJCTABISABAT OPUTMHAJIEH NIPUHOC B HayKaTa M OTrOBapsT HA BCUYKH
m3uckBanuss Ha 3PACPD, IlpaBunnuka 3a mnpuwiarane Ha 3PACPH wu
[IpaBunnuka Ha MY-IIneBen 3a npuaoOMBaHe Ha HAYYHHU CTENEHU W 3aE€MaHE
Ha aKaJeMUYHHU JJIIBKHOCTU. [IpencraBeHuTe Mmarepuand W IUCEPTALMOHHU
pe3yNTaTH HAmbJIHO CHOTBETCTBAT Ha CHEUU(UYHUTE HW3UCKBAHUS, HMAaT
OPUTMHAJIEH XapaKTep U HE CE€ YCTaHOBSBA ILUIaruaTCTBO.

Hucepranmsita € e€mHO 3aababo4yeHO mpoyuBane. Paborata mo Hero,

IMOJIYYCHUTEC PC3yJITaTh, aHAJINU3bBT HM, HAIIPABCHUTC HW3BOAU W IIPHUHOCHU



JIOKa3BaT JIMYHUTE 3aCIyrd Ha JOKTOpaHTa U IOKa3BaT, Y€ TOW MPUTEKaBa
3a1bJ00YEHN TEOPETHYHM TO3HAHUA U MNPO(EeCUOHATHH YMEHHUs, Karo
JEMOHCTpHpA KAa4eCTBAa M YMEHHUS 32 CaMOCTOATENHO MPOBEXKIAHE HA HAYYHO
U3CIIE/IBAHE.

[Topanu ropensnoxeHoTo, yOeaeHO JaBaM CBOSATA IMOJOXKUTEIHA OLIEHKa
3a MPOBEACHOTO M3CJENBAaHE M MpeajiaraM Ha MOYUTAEMOTO HAYYHO KypH Aa
PUCHIIM HA'BJIHO 3aCIYKEHO 0Opa3oBaTeliHaTa U Hay4YHa CTEIEH ,,JOKTOp®* Ha
n-p Harmup Mena B gokTopcka mporpama mo ,,0011a Xupyprus, 3a KoeTo a3

yOeaeHo riacyBam ,,3A.

W3roTBUII PELIEH3UATA! Ha ocHoBaHue un. 59 ot 33/17

/mpod. n-p Kupun [dparanos, qmu/

22.05.2023
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Translation from Bulgarian

REVIEW

by Prof. Kiril Vasilev Draganov, MD, PhD, DSc

Department of Hepatobiliary, Pancreatic and General Surgery, “Acibadem City Clinic Tokuda
Hospital” — Sofia

Dissertation work for the award of the scientific and educational degree "Doctor"
Field of higher education: 7. Health care and sports

Direction: 7.1. Medicine

Scientific specialty: "General surgery"

Author: Dr. Natmir Mena

Form of doctoral study: independent form of study

Scientific organization: "Department of Surgery", Faculty of Medicine, Medical University -
Pleven

Topic: "Optimizing the pancreatic-digestive anastomosis in patients with
pancreaticoduodenal resection "

Supervisor: Prof. Dimitar Zhivkov Stoykov, MD, PhD, DSc

Second supervisor: Assoc. Prof. Kiril Georgiev Kirov, MD,PhD

Relevance of the topic

Pancreatic cancer is one of the most thanatogenic neoplasms. Despite advances in
clinical oncology and the inclusion of new therapeutic options, such as radiotherapy and HIFU,
the long-term results are unsatisfactory and even despairing — high rates of recurrence and/or
metachronous metastases, short overall and disease-free survival, unsatisfactory quality of life.

All these facts are

the result, on the one hand, of the aggressive tumor biology and, on the other hand, of the late
diagnosis, and at this moment only 20-25% of cases are suitable for radical intervention.

Surgical treatment is main to the multimodal treatment approach, and without RO resection,
1



long-term outcomes are even worse. Pancreatic-digestive anastomosis in pancreaticoduodenal
resection (PDR) for Pancreatic head carcinoma (PHC) continues to be the "Achilles heel” of the
procedure. The search for rational solutions has been and will be the subject of many studies,
including the present dissertation. Numerous comparative studies have been performed on the
two main groups of pancreatic reconstruction — Pancreaticojejunostomy (PJS) and pancreatico-

gastrostomy (PGS).

General evaluation of the dissertation work and the defense procedure

The dissertation has a volume of 136 standard pages and has been structured correctly,
according to the requirements accepted in our country for a similar type of scientific work. The
presentation is abundant - 58 tables and 43 figures. The list of cited literature includes 205 titles,
of which 21 are in Cyrillic and 184 are in Latin. The cited sources are sufficient in number,
including the studies and results of numerous leading authors and centers in the field of
pancreatic surgery. The inclusion of a number of Russian authors in the bibliography makes an
extremely pleasant impression - something that in the last 2 decades has been missing in most of
the dissertations on surgical topics that | have read, and not only in my capacity as a member of
a scientific jury. | believe that the achievements of modern Russian surgery are not to be
neglected, and the only obstacle to their use is the language barrier in front of younger
colleagues in the country.

The dissertation work has been discussed and referred for public defense to the extended

departmental council of the "Department of Surgical Diseases",

Faculty of Medicine of the Medical University - Pleven pursuant to art. 24, para. 6 and Art. 30,
para. 3 of the Regulations for the implementation of. The Law on the Development of the
Academic Staff in the Republic of Bulgaria and Art. 68, para. 1 of the Regulations for the
development of the academic staff, in connection with the decision of the Academic Council
(Protocol No. 21/27.02.2023).

| received from the doctoral student a complete set of materials in paper and electronic
media in the required term, including the following documents:

- Application to the Rector of the Medical University - Pleven for opening the procedure
for the defense of a dissertation work;

- Curriculum vitae in European format with the doctoral student's signature;

- Notarized copy of higher education diploma;

- Orders for enrollment in doctoral studies and for registration with right of defense;



- An order for conducting an exam from the individual plan and a corresponding protocol
for passing the doctoral minimum in the specialty;

- Appointment order and protocol of the meeting of an extended scientific collegium for
preliminary discussion of the dissertation work and the decisions taken for the opening the
procedure and for the composition of a scientific jury;

- Dissertation work;

- Abstract for the dissertation work;

- List of scientific publications on the topic of the dissertation;

- Copies of scientific publications on the subject of the dissertation;

- Declaration of originality and authenticity of the attached documents.

Dr. Natmir Mena submits a list and copies of three full-text publications related to the

topic of the dissertation.

Knowledge of the subject

The literature review is 41 pages long (page 8 - 48 incl.) It is sufficiently comprehensive
and purposeful - in full harmony with the topic of the dissertation. The presented information is
up-to-date and proves the good theoretical preparation of the doctoral student. The National
Comprehensive Cancer Network criteria for resectable, borderline resectable, and unresectable
are indicated, which are the cornerstone in choosing the appropriate strategy, as well as the
AJCC staging criteria. In section 2.1.2. pancreatic cancer treatment methods are indicated. A
worthy place is also given to the pioneers of this surgery. Methods of pancreatic resections and
reconstructions have been described in detail.

The main place in the review of the literature is taken by the data from the specialized
literature regarding the Whipple operation and its various modifications, palliative interventions
in PHC, specific postoperative complications and behavior when they occur. Emphasis is placed
on optimized surgical procedures and optimization of anastomotic techniques.

| give an extremely high grade to the conclusion of the review - item 2.3. "Critical
evaluation of the literature on the problem circle™ (page 46-48). Here, Dr. Mena summarizes the
literature and discusses the advantages and disadvantages of various methods of pancreatic
anastomosis. This, on the one hand, substantiates the relevance of the topic, and on the other,

strengthens the reader's impression of the doctoral student's detailed insight into the issues.



Research methodology

The purpose of the dissertation is precisely and clearly formulated, as well as the tasks (5
in number) for its achievement (p. 49).

The study design is retrospective, and the methods used are the correct and appropriate
tools to obtain the most accurate data and reach statistically reliable conclusions. A prerequisite
for this is the material including a series of 120 patients with pancreatic anastomoses (with
gastric remnant and with jejunum) - completely sufficient in terms of number and
informativeness for the needs of the analysis. Of these, 40 underwent operative intervention at
Sveta Anna AD Hospital, Varna, and the other patients (control group, n=80) are a random
sample of the total of 710 patients with pancreatic carcinoma (371 men and 339 women) who
were diagnosed in the Oncology Dispensary of the District of Varna.

The surgical and statistical methods are detailed in a volume of 10 pages (page 50-59
incl.) and well-off illustrated, including nine intraoperative photographs and one radiograph

(postoperative upper gastrointestinal series).

Evaluation of the dissertation work, conclusions and contributions

The literature review, purpose, tasks, material and methods were reviewed above. | will
focus on the achieved results here, their discussion, conclusions and contributions.

The results are mainly presented in tabular and graphical form. Regarding them, | am
making the following comments. Early postoperative mortality of 2.5% after PGS is acceptable
and comparable to literature data, but values of 15.0% after PJS and 10.8% for the entire series
are too high. The frequency of some early postoperative complications is also high, especially
after PJS - a total of 47.5% morbidity and in particular 17.5% hemorrhages, 18.8% postoperative
pancreatic fistulas "B" and "C", 13.8% bilirrhagia as a result of anastomotic insufficiency, etc.
On the one hand, these data are "worrying", but on the other hand, they prove credibility and
objectivity in their reflection by the doctoral student. One can look for another positive in the
registered and analyzed results. The numbers confirm the rule that surgery for PHC is very
specific and challenging and is recommended to be practiced in high volume centers. Institutions
with more than 32 cases of PDR per year are accepted as such.

Dr. Mena makes a similar analysis and reasoning in the discussion, where he compares
his own results and those from the work of other authors. A number of studies, incl. the present
one, seek to establish the existence of reliable risk and prognostic factors regarding early
postoperative mortality and specific morbidity, as well as ways, methods and means to improve

outcomes. In this aspect, the PhD student presents a range of demographic, clinical and
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intraoperative characteristics. The latter relate to the pancreatic remnant (type of pathology,
parenchymal density, diameter of the main pancreatic duct) and intraoperative blood loss.

The type of pancreas reconstruction is no less serious. Correlational analysis in our own
series established a statistically reliable cause-effect relationship between the type of surgical
procedure (PJS or PGS) on the one hand, and the frequency and severity of early postoperative
complications on the other hand.

All own data were processed statistically and critically compared with results reported in
the specialized literature.

On page 109, Dr. Natmir Mena formulates 3 conclusions, which are a logical conclusion
of the dissertation work. In reality, there are 5 conclusions, since the first of them contains three
independently formulated and with different content "smaller” conclusions, which are based on
the overall analysis of the obtained own results.

Regarding the six contributions indicated at the end of the abstract to the dissertation

work, I accept two of the three of original and the three of them of confirmatory character.

Assessment of the PhD student’s publications and personal contributions
A list and complete copies of three titles related to the topic of the dissertation are

presented. All three are full-text journal publications.

Abstract
The abstract to the dissertation work of Dr. Natmir Mena meets the requirements in terms
of volume and content and gives a sufficiently clear idea of the essence of the development,

reflects in sufficient detail the results achieved and the formulated conclusions and contributions.

Critical notes and recommendations

At the internal defense held before the extended scientific collegium of the Department
to which the doctoral student was enrolled, | presented critical notes formulated in 11 points,
some of which have 3-4 subpoints. Four of them concerned serious problems related to the
methodology, the presented data (descriptive, tabular and graphical), their processing and
analysis, as well as the own results. Most of the notes were "minor" and more advisory in nature.
After all, the PhD student and his supervisors have taken all these comments of mine into
account, for which | thank them.



Conclusion

The dissertation work of Dr. Natmir Mena on the topic "Optimizing the pancreatic-
digestive anastomosis in patients with pancreaticoduodenal resection " contains scientific and
scientific-applied achievements that represent an original contribution to science and meet all the
requirements of the Law on the development of the academic staff in the Republic of Bulgaria,
the Implementation Regulations of the Law on the development of the academic staff in the
Republic of Bulgaria and the Regulations of the Medical University-Pleven for acquiring
scientific degrees and occupying academic positions. The presented materials and dissertation
results fully correspond to the specific requirements, they are original in nature and no
plagiarism has been detected.

The dissertation is an in-depth study. The work on it, the obtained results, their analysis,
the conclusions and contributions made prove the personal merits of the doctoral student and
show that he has in-depth theoretical knowledge and professional skills, demonstrating qualities
and skills for independent conduct of scientific research.

Due to the above, | confidently give my positive assessment of the conducted research
and propose to the honorable scientific jury to award the fully deserved educational and
scientific degree "Doctor" to Dr. Natmir Mena in the doctoral program in "General Surgery"”, for

which | confidently vote "FOR".

The review was prepared by: ...........co..c....
[Prof. Kiril Draganov, MD, PhD, DSc/
22.05.2023
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