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Kareapa no Cneuuanua xupyprusa - Meanuuncku yuusepcutet- Codus, Knnnuka no aercka
xupyprust kKbM YMBAJICM ,H.H. [Tuporos™,ITH 7.1. Meauunna

Cwraacno 3anosen Ne 2300 ot 09.07.2026 Ha ocHoBanue un.49,an (1) u (2) or [IPACTPY #
onpejie/ied 33 peUeH3eHT BbB Bpb3Ka € OTKPHTa npolleaypa 3a npuaodusane Ha
obpazoBatesiHata 1 Hay4Ha crered  gokrop “ ot J-p COHA CTOAHOBA I'EOPTHUEBA ¢
TeMa Ha AWCePTAMOHHHA TPy ,.ChbBpPeMEeHHH KIMHUYHY [IPOYYBAHHA BBPXY AHAHOCTHKATA W
HEONEPAaTHBHOTO JICUCHHETO HA OCTPHA aneHJMUMT B JIeTCKa Bb3pacr” — IOKTOPaHT Ha
camocToaTeana gopma Ha obyueHHe, OTUMCIEHA € NMPaBO Ha 3allMTa Mo AOKTOpPCKa mporpaMa
JJlercka Xupyprus™ /03.01.52/, TMH7.1.Meauuwnna, obnact wa sucwe oOpasosanue - 7,
3apaseona3raHe ¥ CHOpT KbM Kareapa “Crieunanna Xupyprus™ Ha Meanumuceku dakyirer Ha
Tpakuiicku Yuusepcuter-Crapa 3aropa

Hay4yuu puroBOAHTEIN: Ipod. n-p Jlanuen Neoprues Buiues a.Mm.
[1pod. n-p Kpacumupa Kanauxosa ji.m.

JIMCepTAaUHOHIHAT TPY € MpPEeACTaReH 3a npejiBapuTelHa 3amuTa ¥ ogobpen npen Pasiunped
kareaped cbser na Karempa no Crneumasva Xupyprus KbM MeIMUMICKH (akynTeT Ha
Tpakuiicku Yuusepcurer-Crapa 3aropa.

1L.KpaTKu JaHHH 33 JOKTOPaHTA:

JI-p Cons CrosHosa 'eopruesa 3agbplisa BHClIe o0pa3zopanue no meauumya npes 2021 r. s
M®-Tpakuiicku Y uusepeutet - Crapa 3aropa. Or 2023r. cneunanusupa Xupyprus. [posena e
kpanudukanmonun  kypcose 10 JKapuHo-uepHompobua  xupyprua  /BMA-Codus/;
nanapockoncka xupyprus /MA-Codus/; Kypc no exorpapus — M® na Tpakuiicku
yunsepcurer - Ctapa 3aropa.llputexkasa nopa ezukosa nogroroska /Hemeku- C1, AHramicku
—-B2/, kakTo W ja00pa KOMIIOTLPHA rPaMOTHOCT. llpuTexkasa npenojaBaTe/CKH yMCEHUA,
NPHUAOOMTH upe3 BOJAEHe Ha VIIPAKHCHHMA HA CTYACHTH MO MeAMUMHA M 3ApaBHH TPHKH B
nporpaMara Ha cBodo/iHara AoKTopanTypa. [1o BpeMe Ha CIeBaHETO CH MMA AKTHBHO y4YacTHe

B HayuHara feiiHocT Ha Kaunukara 1o Jercka XUpypris,yuacTue B HayuHu (opymu M Hayyli
MPOCKTH.



1. HUI1 Ne 8/2020: ,IlporHocTnuta ponsi Ha uH(pnamaropHure mapkepu IL-6. Procalcitonin
Human ELISA/camoctosTento v B koMOMHamMs ¢ Apyru/ NpH JMardocTHKaTa Ha KopeMHata
donka npu OXK B jleTcka BL3pacT W ajJeKBaTeH U300p Ha JCUCHHE ™ .

2. HUAIT Ne 10/2023 | Knunnko-nabopaTopHi OLEHKA Ha AHArHOCTHYIIATAa TOYHOCT Ha TMUIa3MeHH
MApKepH 3a paHHa AMArHOCTHKA M JICUCHHE HA OCTBDP ameHIMIMT /HEeyClOKeH W YCIOXKeH / B
ACTCKA Bb3pacT™

[MpejcTaBeHUAT KOMIMICKT MaTCpHany Ha JOKTOPAHTYPATA HA XapTUeH ¥ eNIEKTPOHCH HOCHTEN
e B choTBercTRMe ¢ [Mpasunnuka Ha Meauuunckn ®@akyarer— Tpakuiickn Yuusepcurer —~Crapa
3aropa. JlokropanTkata ¢ npemuHana npe3z Komucusra 3a aBTeHTHYHOCT Ha MPOYYBAHETO M
NpoOBEpKa 3a AOCTOBCPHOCT HA PE3YJATATHTE, OTPA3EHH B AHKETHWTE KapTH Ha nauveHTtute .He
ChM YCTAHOBHII 1IPOIYCKH B IIPHIIOKCHHTE JOKYMEHTH.

2. AKTYAJTHOCT H 3HAYHMOCT HA TEMAaTa:

Cpen BCHUKH Bb3naiauTeIHH 3a008Bausg Ha CTOMAIIHO-UPEBHUA TPAKT OCTPHUAT ANCHAMIMT
MMa CBOWM XapaKTepHH ocobeHoctw, cnieuudHKa B MPOTHYAHETO BLB BbipacrosuTe rpyny ot 0
40 3 ¢ ot 3 go 7-roaMmua Bbapact. Toi ¢ M HaH-yecTaTa MPUYHMHA 3a CIEWHO ONCPaTHBHO
neyeHue BLB Bh3pacToBara rpyna Mexay 7 v 18 roaunu. [1poliechT Ha MarHocTHKa 1IpH AcuaTa
€ TPYACH M € B 3aBUCHMOCT OT XapaKTepHHUTe aHATOMHYHH H QH3HONOTHYHM OCODEHOCTH Ha
AeTCKMA OprauusbMm. [Topanu HERB3IMOKHOCTTA HA MAJIKMTC TIALMEHTH CaMM 1a 0DeKTHBH3HPAT
ONJaKBAHWATA CH PA3MOIOKCHHTE aHATOMMYHO ANEHJUKCH CC OMNEepHpaT B CTajud Ha
yeaoKicHuA. HeomepaTHBHOTO JedeHHWe ¢  HAYWH 1@ C€ pearupa aJeKBaTHO C MPUIOKEH
npenuied aHTHOMOTHYCH Kype W HamaneHue Ha GONNHYHHA npecToi.KbM BCCKH MALMEHT ce
pearupa HHAMBHYAIHO W ce HAa0I0IaBa 3a M3BhPLIBAHE HA HHTCPBAJIHA ANSHIMLIEKTOMMS.

MHTOKCHKAIIMOHHUAT 1IPOLEC CC Pa3sBHBA ObP30, CHMITOMHTE ¢a pPa3HOOOpa3Hu H HCTHMHUHU.
KJMHMUHHTE TIPOSIBH B Pa3siMYHMUTE [JETCKM Bb3PaCTOBH TPYNH Chb3jaBa AHArHOCTHYHH
npobaemu. CKIOHHOCTTa KbM OBP30TO Pa3sBHTHE HA BLNANMTICACH MPOIEC NpH AcUaTa M
TEHAEHLMATA MY KBbM reHepanusupaHe e 0co0eHO BaKpH npobiieM.

[Mo-BUCOKATA YECTOTAa Ha YC/IOKHCHHE Ha aneH/MUHTA NpH Jcua ce CBbp3Ba C aHaToMo-
DUINOIOrHHHOTO PA3BUTHE W HE3PANOCTTA A HMYHHaTa cucTeMa. MHOro yecTo JMarHocTukara
¢ 3aTpyiHeHa u ce 3abaBA eUEHHETO ,YC/IOMKHABA MPOTrHO3aTa Ha 3a00NABAHETO M YBEIIMYABa
DOJIHHYHNIA NPCCTORM.

Bup30T0 pasBUTHE, MPOTPECHATA U YECTOTO YCIOXKHeHWe Ha 3a00IABAHETO MpH jlela rocTaBss
HeOBXOMMOCTTa OT ThPCEHE HAa HOBM OOEKTHBIH NOKa3aTeau M KOMOMHALMA OT METO/M 3a
QMArHOCTHKA, M3NOI3BAHK B IIOCIEA0BATENIHOCT, KOATO MaKCMManHo OBp30 M ¢ HaH-ronsma
TOUHOCT Ad J0BeAE A0 lIpaBujHaTa AuarHosa.



B neTcka Bb3pacT BbIMOKHOCTHTE 33 H3MBIHABAHE Ha MbIHUA Habop 0T 00pa3HH M3C/IeIBaAHHSA
ca orpaiu4edu. TepeeHeTo Ha nabopaTtopHu NpeIUKTOPH 32 PAHHO oTaueperuMpane Ha OCTHP
ANCHIMLIMT M MOCTAaBAHETO HA TOYHA AMArH03a € Le/ NPe/i ChBPEMEHHHTE ICTCKU XUPYP3H.

C  w3n013BaHETO HA PA3NUUHK  alopatopHy, MHKPOOHONOTHYHHM, HWMYHOINOTHYIH H
WHCTPYMEHTAMIH METOIM HA M3Cie/lBaHe He BUHArH € Bb3MOKHO /12 Ce NOCTaBH KaTeropHiHa
ZIMarHo3a OCThP ANeHMUHT, OCOGCHO KOTaTo TOM € YCI0WHEH H PasNoI0KEHUETO € aTHITHYHO.
[Tpu nMarHoCTUYHO TPYAHM CIyYau Ce W3MO3BA W JIANIAPOCKOTIHA, KOSTO MOXKe j1a ce NPCBBPHE
OT AMArHOCTHYCH B TEPANeRTHYEH METOL.

BBNpeKkH pa3RMTHETO HA MEAMLHHATA HAa ChBPEMEHHUA €TAll AUArHOCTULMPAHETO H JICYCHHCTO
Ha OCTPHA ANCHAMIIAT NMPH Jeua OCTaBa aKTyaleH npodiem B KOPCMHATa XHpYprua W €
NPe/IM3BHKATENICTBO KBM ChBPEMEHHHMTE XHPYP3H.

Temara Ha QuCepTaLMA € yaauHo uzbpana K ¢ aKTyanHa W 3HaunMa.

Jlureparyphust 0630p ¢ 0dem 48 cTpaHnum OCTEBA 100p0 BNEHATICHHE C OTIHYHO MO3HABAHE
Ha MarepusTd, BellMHA HAa M310KESHHETO, YMEHHMETO 13 CE& AQHANM3MpAT W MPCACTABAT JaHHHTE
CTerHaTO, KOHKpeTHo, aanuruyno. Toii obxmama okono 1/S OT aucepTauMOHHHA TPYI.
Hanucan ¢ Ha 6azata Ha 149 nyGaukammu, ot kouto Hay 50% ca ot nocaeanurte 10 ~ npeaumHo
OT mocaeoHUTe 5 roauuu. [MoxpanHo ¢, 4e ca uuTHpanu OBATAPCKH aBTopH, paboTHAM MO
npodJ/iema rnpeau AMCepTaHTa.

M3nokeHH ca CLBPEMEHHMTE JI@HHW 110 BCHYKH acmekTH Ha npobleMa — pemieHd H
nAucKycHoHHNU. JluTepaTypHuaT 0630p 3aBbpuisa ¢ 0600UICHHE HA HAKOW HEPCHICHH BBLIPOCH Y
HAC, KOMTO MOTHBHMPAT 1IE/1TA HA [IPOYYBAHETO:

JUpes aHanu3 HA CHBPEMEHHMTE KIMHWYHM TPOYYBAHWA Ja Ce OUEHM MIACTOTO Ha
HEOMEPATHBHOTO JICYCHHE TPH OCTPHUA ANCHAMIMT B /STCKA BB3PAcT, Ja ce aHanusupar
JMArHOCTHYHHUTE KPUTEPUH 3a& CESKIWA M ChBPCMCHHMTE MPOWH(IAMATOPHH MapKepH H CC
MPeANokH  ONTUMM3MPAH  AMArHOCTHUHO-TEPAIICBTHYCH  anropuTbM,  OCHOBaH 1A
J0KasaTecTBeHa MeAMUHHA, ™

[pH M3TTBAHEHHE HA CIACANNUTE 3a1a4ul

|. Jla ce HanpaBu PEeTPOCMEKTHBHO M IPOCNCKTHRHO KIMHHYHO MPOYYBAHE HA IMArHOCTHYHHA
npouec ¥ ce ananusupar pesyaratute ot HOJI na aena ¢ OA 3a nepuoza ot 01 mapr 2020
rogauna 10 01 Anpun 2026 roauna. 8 YMBAJT “TIpod. a-p Crosu Kupkosuy®- Ctapa 3aropa i
MKK- Kliniken, Gelnhausen, l'epmanus.

2. Jla ce aWanuaMpaT WTEPATYPHMTE H3TOYHMUM 33  W3MONA3BAHUTE  ChLBPEMCHHH
npoundamMaTtopHy npeaMKropd B auarHoszara Ha OA npu neua - CAMOCTORTENHO WIH B
KOMOMHALMSA ¢ MPUAAraHHTe AHArHOCTHYHU METOMUH.




Ja c¢ HMACHTHDHLMPAT EBEHTYANHH MPONYCKH B ChUECTBYBALIATa JHTEpaTypa M ce
NPEOCTaRAT NPenopbku 3a Obelly WicneABaHuA B Tasu obaacT.

3. Jla cc mpoyyaT KaMHMKo-naGopatopuu aannu Ha QA B ABete MM GoOpMH, C aHann3 Ha
M3MOJI3BAHHTE HA ChBPEMEHHHS CTAM BBL3NATHTENHHTE MPEANKTOPH /IMTOKMHM, NPOKATUHTOHHH
W (EepUTHH - CAMOCTOATENHO M B KOMOMHaums/, kakro u 3Hadenuero uM npu HOJL Jla ce
CBLIOCTABAT CCPYMHHTE MM HHBA M CE OLIEHH posTa UM NpH audeperurpane Ha OA npu jaeua.

4, Jla ce OUEGHM Bpbh3Kata Mexay Ha 7a00paTOPHHTE M MMYHOJIOTMYHH MapKCpH Ha
BbilaleHuero, obpasuute wuzcaensanus  /Y3JL, KAT, SAMP/ wu pesyararure [1pH
HeonepaTHBHOTO Jleyenue na OA.

5. Jla ce onpenean Buga Ha anTuOMoTHYHaTa Tepanus npu HOJI u KIMHUYHHTE XapakTepHCTHKH
npu aeta.

6. Jla ce OUEHAT YCNOXKHEHUATA, CBBP3aHH € HEOIIEPATHBHOTO JICUCHHE CTIPAMO XHPYPIrUYHOTO
npu geua ¢ OA, npoawmkuTesHocTTa Ha OOJHMYHMA NPECTO. KaKTo H H3BBPUIBAHE HA
MHTEPRATHATA AleHICKTOMHSA

7. TlosnyucHuTe pe3yiTaTi Ja OCLBPEMCHAT PallHOHAJIEH AJIIOPHTHM 32 MO-100p0  oBJladABane
1a CUMNTOMaTHKaTa M pujarane Ha agexsatio HOJL

Temara ¢ akTyanHa W € uzbpana yaadno. [lpoyyBaHeTo uMa peTPOCTIEKTHBEH XapaKTep, KaTo
MaTepHanLT € J0CTaThueH no obem u penpeseHTaTHBHOCT. [TpoyysaneTo BKao4Ba 645 Jeua 3a
6 roaMileH nepuod ¢ rOPEnocOMeHHTe CHELINH aWarHosu, [lauuenTuTe ca pasjesieH 1a /1se
rpynH, @ ABETE TPYMH - Ha 1o J1Be noarpyniu: ['pynara ¢ KONCEpPBATHRHO JIEYCHHC, CA NAUMEHTH,
KOMTO Ca [eKyBalW KOHCepBaTuBHO ©O¢3 HeoOXOAMMOCT OT Onepauus B MCPHOAA Ha
npocacasBaHe U npueTH ¢ paboTHa auarHosa MesenTepuanen TUMQaneHHT.ClIel NPUIOKEHD
V3J1. Mpynara Ha Heycnex (MAUKCHTH, KOWTO Ca IeKYBAaHH KOHCEPBATHBHO, HO Ca ce HyXJacau
OT OnepauMs B MepHoja Ha Tpocaeassaxe). Jlpyrata rpyna, KOATO € XWpypruumata rpyna, €
venemHa (onepauus 6¢3 yCI0KHEHNA).

[lpocnenenn ca 645 mena ¢ pasnvuynd GopmMH Ha OCTBP ANEHMUMT 3@ NEPHON OT 6 roauHH
/2020-2026/, noaGpaiy Mo CTPOro ONpEAeieHn OT AMCEpTanTKara kpuTepuH. llopnoxeny Ha
OMEPaTHRHO JieYeHHE B H3caeaBaHuA nepron ca 281 aeua( 43,57%) - 144 aena ¢ yenokuen 0A,
137 ¢ neputouutd M abeuecu. 364  nema ¢ Heycaokden OA M NpHeMHA JwMariosa
Me3eHTepHasieH TUMDaSeHHT ca JIeKyBaHH Heoneparusio, Kakto v 100 aeua mpueTH ¢ auariosa
OA. Ho He ca onepupann. Ot 645 nena B npoy4saHcTo ca onepupanu 281/43,57%/ u
HeonepaTHeHO 364 aeua /56,43 %/,

Manoazeany ca ChBPEMEHHHM H AICKBATHH 3a [POBE/ICIHTE W3CIe/BAHHA MCTOMHM NO OTIPCICIeH
npotokon. PaspaboTeHa € OueHKa Ha MPHIOKEHOTO HEOMEPATHBHO NICUEHHC H XUPYPIUHeCKHTE
PE3YNTATH, BKIIOYBAINA cTporo Aeduimpany nokasareay. CTaTHCTHYECKUAT aHANH3 € NPOBEACH



na Oazara HA CLBPEMEHHHM CTATHCTHYECKM METO/a, KOETO MpaBH pPe3yITaTHTe yOeauTenHw.
[MpocneaaBaHeTo Ha OCHOBHATA ¥acT OT JIeNATa, BKIIOYCHH B MPOYYBAHETO, € JMYHO jI€/10 Ha
aBTOpA.

C nactosmus Tpya JI-p Cons leopruesa npeacTass UAIOCTHA OlEHKA HA PEAIIHOTO CHCTOAHHE
Ha npodeMa npu NAUMEHTH ¢ YCIOKHCHH M HEYCIOKHEHH aleHIMUHTH TIPH JICLa 3a Nepro oT
6 rojuuu. TToaoGHH KOMMNICKCHMW MPOYYUBAHMA JMICBAT Y Hac. JlucepTaHTKara oueprasa M
HAKOM MBTHIIA 3@ MOJOOpARAHE HA MPOrHO3aTa MpH Tas| MaToNOrHA. AKUEHTHT € BLPXY
paHHaTa KAHHWYHA JIMArHO3a, ¢ M3M0/3BaHE B JIMarHOCTHKATA HA NAUMEHTHTC Ha KOMTUIEKC OT
1abopaTtopHy, HMYHOJIOTHYHI H MHCTPYMEHTAIHM MeToau HMHTepec npeiM3BHKRA KOMILIEKCA OT
npenoKeHnTe 1ad0paToPHN H HMYHOIOTHUHH TTPOOH.

Yecrorara He C¢ pa3lHyara ChINECTBEHO OT JIMTEPaTYPHHTE JaHHH. AHAIH3®LT OT HPOBCACHUTE
NPOYYBaHUs HACOYBA IMCEPTAHTKATA /1a Cb3/lad¢ ANrOPHTHM 32 JIMAarHo3a M MOBEACHHE, KOUTO
ouxa noj00pHiIK IPOrHO3aTa ¥ HMAaT Hay4HO-TIPHIIOJKCH XapaKTep.

3. o crpykTypaTa Ha AHCepTalHATA.

CrpykrypaTa Ha JIMCEpPTallMOHHMA TPYA € ChOOpaseHa € M3INCKBAHHATA 34 CTaHIapTHO
oopmsive Ha auceprauronen Tpya, chraacko 3PAC u [lpaBuaHHKa 3a NPHIAOKEHHCTO MY.
Hanucan ¢ ua 160 cTpaHnim, BKIKOYBALL ChIBPAKAHHUE /1 CTP./, 4eCTO U3IOI3BAHN ChKPaIlleH!s
/1 cp./, BbBEseHUe /1cTp./, auTeparypen o030p /48 cTp./, uen u 3agauu /1 cTp./, NauMeHTH H
MCTOAM Ha W3crenBaHe /9 CTp./, pe3ynraTn u obewikaate /66 cTp./, n3soam /2 CTp./, 3aKmMOYeHHE
/2 cp./. npuHocH /2 cTp./, nayunu nybaukauwmn /2 crp./, nurepatypa /6 ctp./. TpyasT ¢ Horato
omarnesen ¢ 31 tabauum, 31 ¢urypu u 3 amarpamu. Llurupanata autepatypa skioysa 149
3arnasus, o1 Kouto 9 Ha kupuauua u 140 na natuHMIE.

4. JlureparypHa 0CBeIOMEHOCT.

Hanpasesa ¢ CbBpPeMEHHA KIMHHKO-AHArHOCTHYHA XapakTepUCTHKA Ha 641 jeua ¢ mpueMHa
MarHo3a OCTLP aNCHAWUAT B Hai-u3ABCHATA 3a 3a00/14BANCTO NIETCKA BL3PACT 3a Mepuoa 2020
-2026 r., NPHAPYKEHA C OLEHKA HA HAKOW ACMEKTH OT THIA HA MPOTHYAHE H HEONEpaTHBHO
feueHHe Ha HeyclokHeHwuTe cnydad.  [IpesonepaTHBHO Cily4aHTe ca mMpoy4eHH 4pes
uncTpymentanua auardoctika /Y3J, KAT/; MHKpOGHONOTHYHO, CHYETAHO C MMYHOIOIrHHYHO
W3CIICABAHE JIela M Ca CLIOCTABEHH Pe3y/ITaTHTE OT HEONEepPaTHBHOTO € Te3H OT ONCPATHBHOTO
NedeHne NPH Pa3THYHUTE J0KATH3AUME W XHCTOJIOTHYIHM nipeniaparti. [IpHHOC B NPOY4BAHCTO ¢
MISCHABANC HA CEHIMTMBHITC MapKEpH Ha BL3NancHHeTo /reskountosa, CRP, 11-6, 1gG u IgM/
W TAXHATA ACOlMAlMS KATO MPEAMKTHBHM 3a M3XOM oT Jedenuero. [lpoysena e
MUKPOGHOIOrHYHaTa W3ABa Ha 3a00/ABAHETO /MOHO- M MONHHH(EKUHA/ THTIA Bhinanexue Ha
OCTPHA arleH INLAT W HETORATA JOKA/IM3ALINAS, CHIIOCTABEHH €A KPHTEPHU HA YCIIOKHEHH GOpMA.
AHanuiLT Ha  TIPOSBMTE W NPHUIOKEHWA  [EPHONCPAaTHBEH  TEPAlCBTHYCH  MOAXOA
/MepHONEPATHBHA aHTMOMOTHYHA TepanWs/ C Uen HaMmangBaHe Ha OOJHMYHMA TPECTOH Ha
OTEPUPAHUTE € aNCKBATEH M C NPAKTHYCCKAa HACOMEHOCT. AHANA3HPAHW B PEe3yATATHTC ca H
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BPEMETPACHETO Ha GOJIHMYHMA NPECTOH, NPH HEOIIEPATUBHO JICYEHHE HA OCTPHA ANCHIMLMT H
THIA Ha OTIEPATHRHA Hameca.

HeonepaTHrHOTO nevenue e Ge30naced M OCHILECTBUM BapHAHT KaKTO 3a HCYC/IOKHEH, Taka
3a ycnoieHn ancHauuut. llauuentute Tpabsa na Obaar uHQopmupanu, 4e HeONEpaTHBIIOTO
neyeHHe Moke na Obae Oe3onacHa anTepHaTMBa Ha XMPYpruyHorto acyenue. llaumenture
noanoxkedn Ha HOJI uzucxksar auHaMuyeHn MOHMTOPHMHI 3a MPH3HAUM Ha BJOIIABAHE HA

CbCTOSHMETO, NPOBAl B TepaneBTHYHHA MOIXOA M OTKPHBAHE M [ICYEHHE HA EBEHTYAIHa
[(IPOrpeCcHs UAH PCLHIMB.

HeonepaTHBHOTO JeUEHHE NP BHUMATEIHO CeJIeKTHPaHU rnaunenTy ¢ GesomacHa u edexTusHa
crparerusn. Murerpanusata Ha chBpeMeHHH OMOMapKepH I0400psBa KAMHWUYHOTO B3eMaHe Ha
PelleHNs M HAMansBa HEHYXKHWTE XHPYPrU4HH MHTEpBeHLWH. JlMarHocTMKaTa Ha  OCTBP
ane’auumt TpaGBa Ja OvAc OanaHcHpaHa MEK/lY KJAMHHMYHA MPELUCHKA, HW3MOA3RAHE Ha
BaJMAMPAHA CKOPWHT CHCTEMH M paLMOHATHA obpasHa aAuarHocTuka. [laumedTHTe. KOMTO
MONVHABAT HEOMEPATHBHO Je4eHue, CLOOLIABAT 32 MO-BHCOKM KPaTKOCPO4HHM I[I0KasaTenH 3a
KA4YeCTBO Ha JKHROT, HYKIAST C& OT [10-MAJIKO aHAJTEe3HA M CE BPBILAT KbM HOPMAIHH ACHHOCTH
110-0BP30 OT TE3H, KOUTO C& NOANATAT HA ONEPaLMA .

CTaTHHTE,MPOM3NIE3 M OT [JHCCPTALHOHHHA TPY/IL.CHOJACNAT PC3YATATHTE B PEHOMHPANHTE
cnucanus :Xupyprus, Trakia Journa of Sience , Journal IMAB- IF -0.2.

JIMCEPTAILIMOHHUAT TPY/J 3aBLPIUBA C ABAHajeceT KOHKPCTHM, n00pe AeduHMPaHH H3BOIM,
NPOU3THYALLH OT MPOBE/ICHUTE NPOYYBAHHS, Ch3/1aBallM NPECTABa 3a AJOCTHOTO CHCTOAHHE
Ha npoOaema B nocacanuTe roantn. OTpasely ca peansHuTe NPUHOCH HA padoTaTa ¢ aHAIM3 Ha
MPOSBHTE HA IIPHJIOKCHHUA NEPUONMEPATHBEH  TEPANeBTHYEH [OAXOL, € Ul HamaisBalie Ha
GONIHMYHKA MPCCTON HAa ONEPUPAHNTE W THNA HA ONCPATHBHA Haveca /KOHBCHLMOHANEH WiH
NIanapocKoNcKH/.

HOJI BkawouBa MHTPaBEeHO3Ha aHTMOMOTHYHA Tepallud, TOCTENBaHa OT TicpopaiHa dasza
AKTHBHO npocieasBane. PaHIOMHUIMPAHHTE KOHTPOJIMPAHH TPOYYBAHWUA  ACMOHCTPHpAT
bpBOHayaneH ycnex mexay 70-90%. Peuumusute ce HaOMOIABaT Npe/IMMHO MPE3 Mbpeata
roqmua.lTspsonauantoro HOJI Npu 1eCTPYKTHBHHTE W yCnoxHeHH GOPMH € NpelopbyuTeIeH
MOAIX0J1, HO € aKTHBHO HabJIIOACHUC H aJIeKBATHA MPCLEHKA 32 NPeMHUHABaHE KbM OlICPATHBHO
neyenve, Bcee owe ca HEOOXOAMMH BMCOKOKAUECTBEHM JOKa3aTe/CTBA IPH CPABHCHHETO HA
nspeHyHaTa  nanapockonicka anenaektomus u HOJL  Tlaumentite, KoMTO momyuasar
HEOMNEPATHBIO JCYEHHE Ce HYKIAAT OT MO-MAIKO aHaIre3us M Ce BPBUIAT KbM HOPMATHH
ACHOCTH 110-0BP30 OT TE3H, KOMTO CC MOANAraT Ha ONCpaLms.

KoMOHHAIMATA OT BL3NATUTEAHNTE NpeAUKTOpH, GeputhH u npokanumtonus, [L-6, 1L-10 u
TNF-alfa umar craTHCTHYECKA 3HAYMMOCT 3@ MO-roNsMa YYBCTBHTETHOCT B MPCIONEPATHBHHA
NepHoIL.



34BUIICHHTE CTOMHOCTH HA UWTOKMHMUTE MPH YCIOKHEHHTE BB3NaTWTeNHH aA0LOMHHAIHH
MArHO3K ONpejielaT TePaneBTHHHATA CTPATErUs M Ca BaXHH MPOTHOCTHYHM (AKTOPH, HMALILM
possi 3a H300pa Ha JieueHMe.

[MPUHOCH HA IUCEPTAITMOHHHWA TPY ][

HanpaBena e chBpeMeHHa KIMHMKO-IMarHOCTHYHA XapaktepucThka Ha OA B Hal-u3fBeHaTa
JeTcka sb3pacT 3a mepwosia Mapt 2020 — Mai 2026 r., npuapyxeHa ¢ OLCHKa Ha THMA Ha
npotuuane M nokamusaums. [lpoBeZeHo e 3aabaGodeHO MpoyusaHe upes naGoparopHo M
MMYHOJIOIHYHO M3C-71€/IBAHE Ha JICLATa, KaKTO M HMHCTPYMCHTAAHA AMarHOCTHKA /V3]1, KAT,
AMP/, B chbueTaHue ¢ MHKPOOMOJOrHS W CLIIOCTABAHE PE3Y/NTATUTC TMpH ONEPATHBHOTO Jie-
yerie. TTPOYHCHH €2 CEHIMTHBHWTC MapKepH Ha BEL3MAICHHETO: NeBKOUMTH, CRP, wnro-Kuiw,
deputun, [lpokasuuronuu, 11-6, 1gG u I1gM ¥ TaxHara acouMalns Karo NPC-IMKTHBHH B
nmarsocTukara u aodpus usxon ot HOJI wa OA.

[1puHOCH € OpPUIHHANICH XapakTep

Mac/ieBaki ca 1 € HH3BBPIEHO CPABHUTCIHO NMPOYy4BaHe HA UMTOKMHUTE- MHTCpreBKHM (IL-
6. IL-10. TNFa),Kakto ¥ NPOKaNlWTOHMH U (QCPHTHH B AMArHOCTHYHHMA NAHCH Ha OA npu
eUa.KaKTO W clieflonepaTuBHa WHTepseHuus.Hanpasena e KIMHMYHA M HICTPYMEHTAIHA
XapaKTepPHCTHKA H ¢ OChBPEMEHEH anropHThma 3a JeycHue Ha jeua ¢ OA.

[IpHHOCH ¢ HAY4YHO - MPHIOKEH XapaKTep

VCTaHoBeHO €, Ye KAMHHKO-HMYHOOTHYHOTO NpoyyBaHe Ha UHTOKUHOBKS npodun (I1.-6, TL-
10, TNF-a) noupuHacs 3a nporsocTMyna ouenka npu audepenimpane na HOJI Hva OA n
vackure ua OXK. TMpoysena ¢ MuxkpoGuolornynata usssa Ha ycaoksenus OA /MoHO- |
NONMMHGMEKIMA/ U HA YCIOKHEHHS ME3CHTEPHATHNSA TUM(aneHHT NPH U3BBPLICHH ONCpa-HBHU
HamecH. AHaausupanu ca mposeute Ha OA B JIeTCKA BB3PACT W NPHIOKCHHA HEONCPaTHBREH
TepanesTHYCH NOJAXO0A ¢ HAMANABAHE Ha GONHMYHHA NPECTOH.APryMEHTHPAHH Ca NPUHLMNUTE
Ha XUpPYPru4HoTO neveHue Ha OA B IeTCKa BB3pacT.

Mpu neyennero Ha OA ce mpusara AudepeHUMPaH NOAX0], OCHOBAH HAa KIWHHYHATA (opma,
NOKanM3auuaTa, pasnpoCTPAHEHHCTO Ha MOPAKEHHETO W COMATHYHOTO ChCTOAHME Ha aeuara,
M3MO3BAMKH MAPKCPHTE Ha BL3NANCHHE- CAMOCTOATEIHO W B KOMOMHALMA .

Ch31aeH € OChBPEMEHEH AHarHOCTHYHO-TeuedeH aJropuTBM 33  AMArHoCTHKa M
HeoniepaTHBHO ncucHme Ha OA B ICTCKa Bh3PACcT ¢ HAYYHO-TIPHIIOKEH XapakTep Ha Da3ata Ha
BKJIOUEHHS MATEPHAN H THYEH NPAKTHYCCKH ONUT.

Cob3gaZeH € axTyalH3HpaH [MarHoCTHYIo-nevebeH ajaropuTbM 33 OCTBD aMEHANLMT,
HeYCIIOKHEH M YCIOIKHEH B JIETCKA Bh3PACT C HAYYHO-MPHIOXKEH XapakTep Ha Gasata Ha audel
NPaKTUYECKH OMHT.




KPUTUYHHU BENEXKA KbM JUCEPTALIMOHHWA TPY /1

Bhnpekn MOCTHKEHMA HA TPY/a, BCC MaK MOraT Aa ObJar OTOCIA3AHN M KPUTH'HM DENEKKH |
CBBP3AHH © AM3aiina na TabauuMTe W marpamute. Tosa, pa30upa ce, L€ MOMOTHE 3a 1O -
106pOTO OHArIeAABaHE HA Pe3yaTaTuTe,6e3 /1a OMANOBAXKARA Pe3yNTaTHTE H IPHHOCHTE.

3aKkaYeHue

Cnejl 3anosHaBaHe ¢ NPeoCTaBeHHTe AOKYMEHTH M [yOaukaiuu Mora yOeaeno aa Hanpass
W3BOAa, Ye Te OTroBapAT HAa HOPMATHBHO TIOCTABEHUTC H3HCKBaHHMA 3a npuaoduBaHe Ha
ofpasoBaTenHa W  HayyHa CTCMeH  ,,AOKTOp™. HUscncnoparenckara, nNpuiaokKHaTa H
ny6AMKALMOHHATA JeHHOCT OTroBapAT Ha KPUTEPHHTE M M3MCKBAHHATA, [IOCOHUCHH B 3akoHa 3a
Pa3BHTHETO HA akajeMuyia cherag B PermyGnuka bearapus u B [IparniHMKa 38 HEroBOTO
npuiaraxe.

JIHCEPTAUMOHIMAT TPYA € AKTYaTHO U HayuHO 00OCHOBAHO W3C/CABAHE C ACHO dopmynpaHu
11e/14, aIeKBaTHa MCTOIONOMMS | 3HAUMMH HAYYHH M NPHIIOKHH NPHHOCH.

JlucepraHTKaTa JEMOHCTpHpA 3a7bn0O4eHH TEOPETHUYHH  MO3HAHHA H criocobHocT 34
CaAMOCTOSTE/IHA Hay4HO-H3CIeIoBaTeNICKa paboTa.

[OpHOTO MH JaBa OCHOBAHMC J1a MPENOPBYaM Ha YBAXKACMMTE 4/ICHOBE Ha HAYHYHOTO JKypH 1a
raacyBat TIOA0KUTENNO 32 NpUchKaane Ha A-p Cows Crosnona ['eopruesa wa OHC “Jlokrop™
no Hayuna cneumanuoct Jletcka Xupyprua /03.01.52/ TTH 7.1 MeauunHa, obaacT Ha BUCUIC
obpazosanue 7. 31paseona3spaHe H CropT.

26.07.2026 ron Harorsun

Codusa [Mpod. a-p Xpue‘t—'o U-Iuaaqe{ aM.
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by Prof. D-r Hristo Ivanov Shivachev, MD, PhD

Department of Special Surgery, Medical University — Sofia, Department of Pediatric Surgery,
University Multi-Profile Hospital for Active Treatment and Emergency Medicine "N. L.
Pirogov", Professional Field 7.1 - Medicine

Pursuant to Order No. 2300 dated 9 July 2026, and on the basis of Article 49, paragraphs (1)
and (2) of the Regulations for the Academic Staff Development of Trakia University
(PRASTRU). | was appointed as a reviewer in the procedure for the award of the educational
and scientific degree of Doctor (PhD) to Dr. Sonya Stoyanova Georgieva for her dissertation
entitled:

"Contemporary Clinical Studies on the Diagnosis and Non-Operative Treatment of
Acute Appendicitis in Childhood."

The candidate is a PhD student enrolled in the independent form of doctoral training and has
been granted the right to public defensc under the doctoral program "Pediatric Surgery”
(03.01.52), Professional Field 7.1 — Medicine, Field of Higher Education 7 — Health Care and
Sports, at the Department of Special Surgery, Faculty of Medicine, Trakia University — Stara
Zagora.

Scientific Supervisors:
o Prof. Daniel Georgiev Valchev, MD, PhD
e Prof. Krasimira Kalinova, MD, PhD

The dissertation was presented for a preliminary defensc and approved by the Extended
Departmental Council of the Department of Special Surgery, Faculty of Medicine, Trakia
University — Stara Zagora.

1. Brief Information about the PhD Candidate

Dr. Sonya Stoyanova Georgieva graduated in Medicine from the Faculty of Medicine, Trakia
University — Stara Zagora in 2021. Since 2023, she has been a resident in General Surgery.
She has completed postgraduate training courses in Hepatobiliary Surgery (Military Medical
Academy. Sofia). Laparoscopic Surgery (Medical Academy. Sofia), and Diagnostic
Ultrasound at the Faculty of Medicine, Trakia University — Stara Zagora.

She possesses excellent language proficiency (German — C1: English — B2) and strong
computer skills. She has also developed teaching experience by conducting practical classes
for medical and healthcare students as part of her independent doctoral training program.

During her medical studies. she actively participated in the scientific activities of the
Department of Pediatric Surgery. taking part in numerous scientific meetings and research
projects, including:




1. Research Project No. 8/2020: "Prognostic Role of the Inflammatory Markers IL-6 and
Procalcitonin Human ELISA (Individually and in Combination with Other Markers)
in the Diagnosis of Acute Abdominal Pain in Children and the Selection of
Appropriate Treatment."

2. Research Project No. 10/2023: "Clinical and Laboratory Evaluation of the Diagnostic
Accuracy of Plasma Biomarkers for the Early Diagnosis and Management of Acute
Appendicitis (Uncomplicated and Complicated) in Children."

The submitted set of doctoral materials, provided in both printed and electronic formats,
complies with the Regulations of the Faculty of Medicine, Trakia University — Stara Zagora.
The doctoral candidate has successfully undergone evaluation by the Committee for the
Verification of Research Authenticity and the Validation of the Results documented in the
patients' questionnaires. 1 have identified no omissions or deficiencies in the submitted
documentation.

2. Relevance and Significance of the Research Topic

Among all inflammatory diseases of the gastrointestinal tract, acute appendicitis possesses
distinctive clinical characteristics, particularly with respect to its presentation in children aged
0—3 years and 3—7 years. It is also the most common indication for emergency surgical
intervention in the pediatric population between 7 and 18 years of age.

The diagnostic process in children remains particularly challenging due to the unique
anatomical and physiological characteristics of the pediatric organism. Because young
children are often unable to accurately describe or localize their symptoms, acute appendicitis
is frequently diagnosed only after the discase has progressed to a complicated stage. In
carefully selected patients, non-operative management provides an appropriate therapeutic
alternative through the administration of a well-structured antibiotic regimen, contributing to
a reduction in hospital stay. Each patient requires an individualized therapeutic approach and
close follow-up to determine the need for an interval appendectomy.

The inflammatory process progresses rapidly in children, while the symptoms are often
diverse and atypical. The variability of clinical manifestations across different pediatric age
groups creates significant diagnostic challenges. Furthermore, the tendency toward rapid
progression and early generalization of inflammation in children represents a major clinical
concem.

The higher incidence of complicated appendicitis in pediatric patients is associated with the
anatomical and physiological characteristics of childhood, as well as the immaturity of the
immune system. Consequently, diagnosis is frequently delayed, resulting in postponed
treatment, a poorer prognosis, and prolonged hospitalization.

The rapid progression and high complication rate of acute appendicitis in children highlight
the need to identify new objective diagnostic markers and to develop optimal combinations of
diagnostic methods applied in a logical sequence that enables the fastest and most accurate
diagnosis.

In pediatric patients, the use of the full spectrum of imaging modalities is often limited.



Therefore. the identification of reliable laboratory predictors capable of distinguishing acute
appendicitis at an carly stage and facilitating accurate diagnosis remains a major objective of
contemporary pediatric surgery. Despite the application of modern laboratory,
microbiological, immunological, and imaging techniques, establishing a definitive diagnosis
of acute appendicitis is not always possible, particularly in complicated cases or when the
appendix is atypically located. In diagnostically challenging situations, laparoscopy may be
employed, serving not only as a diagnostic procedure but also as a therapeutic intervention.

Despite the remarkable advances in modern medicine, the diagnosis and treatment of acute
appendicitis in children remain a significant challenge in abdominal surgery. Consequently,
the dissertation addresses a highly relevant and clinically important topic.

The 48-page literature review demonstrates the candidate’s excellent command of the subject
matter. clear scientific reasoning, and ability to present and critically analyze the available
evidence in a concise and systematic manner. It comprises approximately one-fifth of the
dissertation and is based on 149 scientific publications, more than half of which were
published within the last ten years, predominantly during the past five years. It is particularly
commendable that the candidate has also cited the work of Bulgarian researchers who have
previously contributed to this field.

The review comprehensively presents the current state of knowledge. including both
established findings and controversial aspects of the subject. It concludes by identifying
several unresolved issues in Bulgaria that justify the aim of the present research:

"To evaluate, through an analysis of contemporary clinical studies, the role ol non-operative
management in the treatment of acute appendicitis in children: to analyze the diagnostic
criteria for patient selection and the current pro-inflammatory biomarkers; and to propose an
optimized evidence-based diagnostic and therapeutic algorithm.”

To achieve this objective, the following specific aims were defined:

1. To conduct a retrospective and prospective clinical study of the diagnostic process and
to analyze the outcomes of non-operative management (NOM) in children with acute
appendicitis during the period from 1 March 2020 to 1 April 2026 at University
Hospital "Prof. Dr. Stoyan Kirkovich" — Stara Zagora, Bulgaria, and MKK Kliniken,
Gelnhausen, Germany.

(§e]

To review the current literature concerning contemporary pro-inflammatory
biomarkers used in the diagnosis of acute appendicitis in children, both individually
and in combination with established diagnostic methods; to identify gaps in the
existing evidence; and to provide recommendations for future research.

(V8]

To investigate the clinical and laboratory characteristics of both uncomplicated and
complicated acute appendicitis by analyzing contemporary inflammatory
biomarkers—including cytokines, procalcitonin, and ferritin, individually and in
combination—and to evaluate their significance in non-operative management.
Furthermore, to compare their serum concentrations and determine their value in
differentiating the various forms of acute appendicitis in children.



4. To evaluate the relationship between laboratory and immunological inflammatory
markers, imaging modalities (ultrasonography, computed tomography, and magnetic
resonance imaging), and the outcomes of non-operative management of acute
appendicitis.

5. To determine the optimal antibiotic regimen for non-operative management and to
assess the associated clinical characteristics in pediatric patients.

6. To evaluate the complications associated with non-operative versus surgical treatment
of acute appendicitis in children, including the duration of hospitalization and the role
of interval appendectomy.

7. To use the obtained results to develop an updated, evidence-based diagnostic and
therapeutic algorithm for improved symptom management and the appropriate
application of non-operative management.

The topic is highly relevant and appropriately selected. The study is predominantly
retrospective, with a sufficiently large and representative patient cohort. The investigation
included 645 children treated over a six-year period with the above-mentioned emergency
diagnoses.

The patients were divided into two principal groups, each further subdivided into two
subgroups. The conservative treatment group consisted of patients who were successfully
managed non-operatively without requiring surgery during the follow-up period and who had
initially been admitted with a working diagnosis of mesenteric lymphadenitis based on
ultrasonographic findings. The treatment failure subgroup included patients who initially
reccived conservative treatment but subsequently required surgical intervention during
follow-up. The second principal group comprised the surgical treatment group, consisting of
patients who underwent successful surgery without postoperative complications.

A total of 645 children with various forms of acute appendicitis were followed over a six-year
period (2020-2026), selected according to clearly defined inclusion criteria established by the
doctoral candidate. During the study period, 281 children (43.57%) underwent surgical
trcatment, including 144 children with complicated acute appendicitis and 137 children
presenting with peritonitis or intra-abdominal abscesses. Three hundred and sixty-four
children with uncomplicated acute appendicitis or an admission diagnosis of mesenteric
lymphadenitis were managed non-operatively, while 100 additional children admitted with a
diagnosis of acute appendicitis did not require surgical intervention. Of the 6435 patients
included in the final analysis, 281 (43.57%) were treated surgically and 364 (56.43%)
received non-operative management.

The study employed contemporary and appropriate investigative methods according to a
predefined protocol. A comprehensive assessment system for evaluating both non-operative
management and surgical outcomes was developed using clearly defined outcome measures.
Statistical analysis was performed using modern statistical methods, providing convincing
and reliable results. Follow-up of the majority of the children included in the study was
carried out personally by the author.




With this dissertation, Dr. Sonya Georgicva presents a comprehensive evaluation of the
current status of both complicated and uncomplicated acute appendicitis in children over a
six-year period. To the best of my knowledge, no similarly comprehensive investigation has
previously been conducted in Bulgaria.

The doctoral candidate also identifics several approaches that may improve the prognosis of
this disease. Particular emphasis is placed on early clinical diagnosis through the combined
use of laboratory, immunological, and imaging methods. The proposed panel of laboratory
and immunological biomarkers is of particular scientific and clinical interest.

The reported incidence does not differ substantially from that described in the international
literature. Based on the results of the study, the candidate proposes a diagnostic and
therapeutic algorithm that has the potential to improve patient outcomes and possesses clear
scientific and practical value.

3. Structure of the Dissertation

The dissertation is organized in accordance with the standard requirements for doctoral theses
as stipulated by the Academic Staff Development Act (ASDA) and its implementing
regulations.

The thesis comprises 160 pages and includes:

Table of Contents (1 page), List of Frequently Used Abbreviations (1 page), Introduction (1
page), Literature Review (48 pages), Aim and Objectives (1 page). Patients and Methods (9
pages), Results and Discussion (66 pages), Conclusions (2 pages). General Conclusion (2
pages), Scientific Contributions (2 pages), Scientific Publications (2 pages). References (6
pages)

The dissertation is comprehensively illustrated with 31 tables, 31 figures, and 3 diagrams.
The bibliography contains 149 references, including 9 publications in Cyrillic and 140
publications in Latin script.

4. Review of the Scientific Literature

The dissertation provides a contemporary clinical and diagnostic characterization of 645
children admitted with a diagnosis of acute appendicitis during the age period in which the
disease is most prevalent (2020-2026). The analysis is accompanied by an evaluation of
disease presentation and the outcomes of non-operative management in uncomplicated cases.

Before treatment, the patients underwent comprehensive assessment using imaging
techniques (ultrasonography and computed tomography), microbiological investigations, and
immunological analyses. The outcomes of non-operative management werce compared with
those of surgical treatment according to the anatomical localization of the appendix and the
histopathological findings.

An important contribution of the study is the evaluation of sensitive inflammatory
biomarkers—including leukocyte count, C-reactive protein (CRP), interleukin-6 (IL-6).
immunoglobulin G (IgG), and immunoglobulin M (IgM)—and their predictive value for
treatment outcomes.



The microbiological profile of the disease, including mono- and polymicrobial infections, the
inflammatory patterns of acute appendicitis, and the anatomical localization of the disease
were thoroughly investigated. Criteria distinguishing complicated forms of acute appendicitis
were also cstablished.

The analysis of the clinical manifestations and the perioperative therapeutic approach,
particularly perioperative antibiotic therapy, aimed at reducing postoperative hospital stay, is
appropriate and clinically relevant. The study also evaluates the duration of hospitalization
following non-operative management and compares different surgical techniques.

The dissertation demonstrates that non-operative management (NOM) represents a safe and
feasible treatment option for both uncomplicated and selected complicated cases of acute
appendicitis. Patients should be informed that non-operative treatment may constitute a safe
alternative to surgery. Nevertheless, patients managed conservatively require close clinical
monitoring for signs of deterioration, treatment failure, disease progression, or recurrence.

The findings further indicate that. in carefully selected patients, non-operative management is
both safe and effective. The incorporation of modern biomarkers into clinical practice
improves decision-making and reduces unnecessary surgical interventions. T he diagnosis of
acute appendicitis should be based on a balanced approach that combines clinical judgment,
validated clinical scoring systems, and appropriate imaging studies. Paticnts treated non-
operatively report better short-term quality-of-life outcomes, require less analgesia, and
return to normal daily activities more rapidly than those undergoing surgery.

The scientific papers arising from the dissertation have disseminated these findings through
reputable peer-reviewed journals. including Surgery. Trakia Journal of Sciences, and Journal
of IMAB (Impact Factor 0.2).

The dissertation concludes with twelve clearly formulated conclusions, directly supported by
the conducted investigations, which provide a comprehensive overview of the current state of
knowledge in this field. The scientific contributions are clearly presented and include an
evaluation of perioperative therapeutic strategies aimed at reducing hospital stay, together
with an analysis of the choice of operative technique (conventional versus laparoscopic
surgery).

The proposed non-operative management protocol consists of intravenous antibiotic therapy
followed by oral antibiotic treatment and structured clinical follow-up. Evidence from
randomized controlled trials demonstrates an initial treatment success rate of 70-90%, while
recurrences occur predominantly during the first year after treatment. Initial non-operative
management appears to be an appropriate strategy even for selected destructive and
complicated forms of acute appendicitis, provided that patients are carefully monitored and
promptly converted to surgical treatment when clinically indicated. Nevertheless, further
high-quality evidence is still required to compare primary laparoscopic appendectomy with
non-operative management. Patients receiving conservative treatment generally require less
analgesia and return to their normal activities more rapidly than those treated surgically.

The dissertation also demonstrates that the combined assessment of inflammatory
biomarkers—including ferritin, procalcitonin, I1.-6, 1L-10, and tumor necrosis factor-alpha
(TNF-u)—provides significantly greater diagnostic sensitivity during the preoperative period.
Elevated cytokine levels in complicated inflammatory abdominal conditions contribute to

6



therapeutic decision-making and represent important prognostic factors influencing the
choice of treatment.

SCIENTIFIC CONTRIBUTIONS OF THE DISSERTATION

A contemporary clinical and diagnostic characterization of acute appendicitis (AA) in the
pediatric population during the period March 2020 - May 2026 has been performed,
accompanied by an evaluation of disease presentation and anatomical localization. A
comprehensive investigation was conducted using laboratory and immunological analyses,
together with imaging modalities (ultrasonography, computed tomography, and magnetic
resonance imaging), combined with microbiological assessment and comparison of the
outcomes of operative treatment.

The study evaluated sensitive inflammatory biomarkers, including white blood cell count, C-
reactive protein(CRP), cytokines, ferritin, procalcitonin, interleukin-6(1L-6), immunoglobulin
G (IgG). and immunoglobulin M (IgM), as well as their predictive value in the diagnosis of
acute appendicitis and the successful outcome of non-operative management (NOM).

Original Scientific Contributions

A comparative evaluation of cytokines (IL-6, IL-10, and TNF-a), together with procalcitonin
and ferritin, was performed as part of the diagnostic panel for acute appendicitis in children,
including their role during the postoperative period. The study provides a comprehensive
clinical and imaging-based characterization of pediatric acute appendicitis and presents an
updated treatment algorithm for affected children.

Scientific and Practical Contributions

The study demonstrates that clinical and immunological assessment of the cytokine profile
(1L.-6. 1L-10, and TNF-a) contributes to prognostic evaluation when differentiating patients
suitable for non-operative management of acute appendicitis from other conditions presenting
as an acute surgical abdomen. The microbiological characteristics of complicated acute
appendicitis, including mono- and polymicrobial infections, as well as complicated
mesenteric lymphadenitis requiring surgical intervention, were investigated.

The clinical manifestations of pediatric acute appendicitis and the application of a non-
operative therapeutic strategy aimed at reducing hospital stay were thoroughly analyzed. The
principles of surgical treatment for acute appendicitis in children are well substantiated.

The treatment strategy for acute appendicitis is based on an individualized approach, taking
into account the clinical form of the discase, anatomical localization, extent of pathological
involvement, and the child's general clinical condition, while utilizing inflammatory
biomarkers both individually and in combination.

Based on the analyzed clinical material and the author's personal practical experience, an
updated diagnostic and therapeutic algorithm for the diagnosis and non-operative
management of pediatric acute appendicitis has been developed, possessing significant
scientific and practical value.

Furthermore, an updated diagnostic and therapeutic algorithm for both uncomplicated and
complicated acute appendicitis in children has been proposed, representing a valuable
scientific and clinical contribution grounded in extensive personal clinical experience.




Critical Remarks

Despite the considerable scientific merits of the dissertation, a few minor critical remarks
may be made regarding the design and presentation of certain tables and figures. These
observations relate solely to improving the visual presentation of the results and in no way
diminish the scientific value, validity, or contributions of the study.

Conclusion

After carefully reviewing the submitted dissertation, supporting documentation, and the
associated scientific publications, I am convinced that they fully comply with the statutory
requirements for the award of the educational and scientific degree of Doctor (PhD).

The candidate’s research, scientific, and publication activities satisfy the criteria established
by the Academic Stafl’ Development Act of the Republic of Bulgaria and its implementing
regulations.

The dissertation represents a timely, scientifically sound, and methodologically rigorous
investigation with clearly defined objectives, an appropriate research design, and significant
scientific as well as practical contributions.

The doctoral candidate demonstrates profound theoretical knowledge together with the ability
to conduct independent scientific research.

For the reasons stated above, I confidently recommend that the distinguished members of the
Scientific Jury vote in favor of awarding Dr. Sonya Stoyanova Georgieva the educational and
scientific degree of Doctor (PhD) in the doctoral program Pediatric Surgery (03.01.52),
Professional Field 7.1 — Medicine, Field of Higher Education 7 — Health Care and Sports.

Date: 26 July 2026

Sofiu Prof. Hristo Shivachev, MD, PhD
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