AHOTAILISA

Hemxosuy O.I1. Ontumizaifisi TEPUTOHEATHHO JIABAXy Y XBOPUX Ha
3arajJibHUM nepuToHIT . — KBamidikariiiina HaykoBa mpaiis Ha rpaBax pyKOIIUCY .

Huceprairisi Ha 3100yTTS HAYKOBOTO CTyIEHs JOKTopa (inocodii B ramysi
3HaHb 22 OXO0poHa 340pOB’A 3a cHemiainbHicTI0O 222 MenunuHa (HayKoBa
CHeliayIbHICTh «Xipypris»). — HarmioHansHa MeauyHa akajaemis MiCIsIUIIOMHOT
ocitu imeHi I1. JI. llynuka, Kuis, 2020.

AKTYaJILHICTD.

3araJibHUM TEPUTOHIT MPOJOBXKYE 3AJUIIATUCH OJHIEID 3 HANOUIBII
CKJIAAHUX TMpoOJieM al0JOMIHAIBHOI XIPyprii, a akTyaJbHICTh IMONIYKY Ta
BIIPOBAKEHHS] HOBUX CITIOCOOIB MOT0 JIIKYBaHHS 3aJIUIIAETHCS BIAKPUTOIO.

He3Baxaroun Ha BIPOBAHKCHHS YIOCKOHAIICHUX 1 HOBHUX METOIUK
JIKyBaHHS XBOPHUX Ha 3arajbHUIl TMEPUTOHIT Ta Cy4acCHUX aHTUOAKTEpiaJbHHUX
mpenapariB, 4YacToTa MICISONEpalliiHUX YCKIAHEHb MPOJOBXKYE 3aJIMIIATACh Ha
piBH1 60%, neranpHicTh 14-27%, a 3a ymoB momiopranHoi HegoctatHocTi (IIOH)
IIpU TPUBAJIUX TEPMIHAX 3aXBOPIOBAHHS Y TEPMIHAIBHIN CTalii JETANBHICTh CsTae
80%.

AHami3 Cy4acHUX JITEpaTypHHUX JKEpeNl CBIAUUTH MPOTE IO, PE3YJIbTaTH
JIKyBaHHs 3aJeXaTh BiJ] 0araTb0X YMHHUKIB, 30KpeMa, TEPMIHY 3aXBOPIOBAHHS,
CTajii TEepUTOHITY, aHTHOaKTepiasbHOi Tepamii Ha 15-20%, edekTuBHOCTI
IHTpaomepaliiHoi Ta MicasionepaliiHol caHallii 4YepeBHOI TMOPOKHUHHU, IO
ckianae 80-85% ycmixy JIIKyBaHHS 3arajibHOTO MEPUTOHITY.

B mepion chorogeHHss B KOMIUIEKCHOMY XIPYpriyHOMY JIIKYBaHHI TSDKKUX
dbopM 3arajbHOrO TMEPUTOHITY [JIs MICHAONEparlifHoi caHalii YepeBHOl
MOPOXKHUHU BUKOPUCTOBYIOTH JianapacTtoMito y moenHanHi 3 VAC- tepami€ro Ta
nporpamoBani penamapotomii. [1{o cripusie mokparieHHI0 pe3ynbTaTiB JTIKyBaHHS.
OnHak Taki METOIMKH MalOTh BU3HAYEHHI MOKAa3aHHs, 30KpeMa, IIpHU TepMIHAIbHIN
CTajil MMEPUTOHITY Ta CYIMPOBOKYIOTHCSI BHCOKOIO YAaCTOTOIO YCKIIQJHCHB, TAaKUX

SK KHILIKOBI HOpHI, (OPMYBaHHS BHYTPIIIHBOYEPEBHUX aOCIECIB, PO3BUTOK



HO30KOMIaJIbHOT 1H(EKIi, TimonmpoTeiHeMis, BUPaXCHUW CHAMKOBUN MpOIEC y
YEepEeBHIH MOPOXKHUHI.

Bukopucranus s iHTpa Ta  IICHAOIEpaliiHOi  caHamii 4epeBHOI
MOPOXKHUHU  KJIACMYHOTO  TEPUTOHEATLHOTO JIaBaXy 3 aHTHUCENTHYHUMU
po3uMHaMHM Ha BOAHIA OCHOBI TakuMU sK XJjoprekceauH OirmtokoHatr 0,02%,
nekametokcuH 0,02% Ta i3otoHiunuii pozuna NaCl 0,9% e edekruBHUME JHIIIE
nepuri 12-24 roauHM, OCKIIBKKA Y 3B’SI3Ky 3 MpOLIECOM ajresii y 4YepeBHid
NOPOXKHUHI (DOPMYIOTHCSI OKpEMI KaHaIM IO SKUM IMPOTIKAE AHTUCENITUYHUMN
pO34uH. 3pONTyBaHHS Mapl€TANbHOI Ta BICHEPAIbHOI OUEPEBUHU HE BiJI0OYBAETHCH,
bopmyrOThCs a0CIIeCH YEPEBHOT MTOPOKHUHH.

TakuM 4YMHOM HE3aJOBUIbHI PE3yJIbTaTH KOMILUIEKCHOTO XIpypriyHOTO
JIKyBaHHS 3arajlbHOr0 MEPUTOHITY B TMEpPEBaXKHIA OUIBIIOCTI MOB’s3aHl 3
Hee(DEKTUBHOIO TICISONEPallIfHOI0 CAHAIEI0 YEpPEeBHOI, M0 OOIPYHTOBYE
JOIUTBHICTH 11 YIOCKOHAJICHHS Ta MiABUIICHHS €()eKTUBHOCTI.

3 IbOro BUIUIMBAE OCHOBHA METa JUCEPTALINHOI poOOTH - MOKpAILECHHS
pE3yNbTaTIiB KOMILJIEKCHOTO XIPYPri4HOTO JIIKYBaHHsS XBOPHUX Ha 3arajlbHUN
NEPUTOHIT INUIAXOM OOIPYHTYBAaHHS, PO3POOKM Ta BIPOBAHKEHHS CIOCOOY
NEPUTOHEAIHOTO JIABAXKY.

JJist TOCSATHEHHS TIOCTABJICHOT METH OyJIM BU3HAYECH] HACTYITHI 3aBJaHHS:

1. BuBuMTH pe3ynbTaTH BHUKOPUCTAHHS IIEPUTOHEAIBHOTO JIABAXKY 3
KJIACHYHUMHU aHTUCENTUYHUMH PO3YMHAMHU Yy KOMIUIEKCHOMY XIpypridHOMY
JIKyBaHHI 3araJIbHOTO MEPUTOHITY.

2.  EkcmepumeHTambHO  OOTPpYHTYBAaTH  BUKOPHCTAHHS  TEJIEBOTO
AHTHCETITUYHOTO PO3UMHY ISl CaHallli YepeBHOT MOPOKHUHH.

3. [Hocmigutu MiKpoOIOJOTIYHUI CHEKTp YEpeBHOI MOPONKHUHU Ta
MOP(QOJIOTIYHI ~ 3MIHM  Tapi€TaJbHOI  Ta  BICHEpPAJIbHOI  OYEPEBUH Y
EKCIIEPUMEHTAJIbHUX TBAapUH 13 3arajlbHUM TIEPUTOHITOM TP BHUKOPUCTAHHI

reJeBOro aHTUCCIITUYHOIO PO3UHUHY.



4. Po3pobutu crocid NepuTOHEaTbHOTO JIaBaXKy 3 BUKOPUCTAHHSM I'eJIeBOTO
AHTUCENITUYHOTO PO3YMHY Ta AJITOPUTM KOMIUIEKCHOTO XIPYPTi4HOTO JIIKYBaHHS
IIPHU 3arajlbHOMY TIEPUTOHITI.

5. OuiHUTH pe3yabTaTH KOMIUIEKCHOTO Xipypri4HOTO JIIKyBaHs 3arajbHOTO
NEPUTOHITY 32 PO3POOJICHUM AJITOPUTMOM Ta MOPIBHATH iX 3 TPAAUIIHHUMU.

OG’€eKT nOCHIHKEHHS: 3arajlbHUN TTEPUTOHIT.

[IpeameT mAOCHiPKEHHS. TEPUTOHCATBHWA JIaBaK, CaHAIlS YEepEeBHOI
NOPOKHUHU ~ AHTUCENITMYHMMU pPO3UYMHAMM HA BOJIHIM OCHOBI  TEJEBOTO
AHTUCENTUYHOIO PO3YMHY, CITIOCOOU JIKYBaHHS EPUTOHITIB.

OOcCTeKeHHST XBOPUX BHMKOHAHO 3 BHUKOPUCTAHHSIM 3arajbHOKJIIHIYHHX,
7a00paTOpHUX, I1HCTPYMEHTAJIbHUX, MIKPOOIOJIOTIYHUX, EKCIEPUMEHTAIbHHUX,
MOP(OIOTIYHUX, CTATUCTUYHUX Ta MATEMATUYHUX METOIB TOCIIIKEHHS.

HucepraiiiiiHe  JOCHIIPKEHHS CKIIQJA€ThCS 3 EKCIEPUMEHTAIbHOI Ta
KJIIHIYHOT YaCTHH.

3 MeTOr BUBYEHHS €()EKTHBHOCTI TEJIEBEBOTO AHTHCENTHYHOTO PO3YHHY
JUIsT  caHaiii dYepeBHOI TOPOXKHUHU OyJI0 BHUKOHAHO EKCIEPUMEHTAJIbHE
nociipkenHs Ha 80 crateBo 3pinmx Oumux mrypax (camisix) macoro 200-250 rp.
TBapunu yrpumyBanuchk y BiBapii HMAIIO imeni I1JI. [llynuka 3 motpumansm
BUMOT Yy BIJAMOBIAHOCTI 10 €BpOMNENWCHhKOi KOHBEHII MPO 3aXHUCT XPeOEeTHUX
tBapuH: CtpacOypr 1986 Ta ['enbcincbka aekiapartis 1975 poky, sika neperisHyTa
y 2000 pomi, nupextuBu €C€C Ne 609 ot 24.11.1986, GCP (1996), Konsenrtii Paau
€pporn npo mpaBa JgoauHU Ta Olomeauruuu (Bim 04.04.1997), nakaz MO3
Vkpainu Ne 281 Bim 01.11.2000. B 3ajexHOCTI BiJI BHKOPUCTAHHS
AHTUCENTUYHOTO PO3YMHY JUIs CaHallli YepeBHOI MOPOXHUHU IMypi Oynm
posnoaiieni Ha 4 rpymnu: I rpyma (n=20) - canaiis YepeBHOI MOPOKHUHH
NPOBOMIIACH PO3YMHOM XJIoprekcuauny oOirmokoHary 0,02%, II rpyna (n=20) —
CaHallll0 YepEeBHOI MOPONKHUHU BUKOHYBAJIM pO3YHMHOM JiekameTokcuny 0,02%, 111
rpyna (n=20) — caHalis 4YEpPEeBHOI TOPOKHUHU BUKOHYBAJIACh T'EJICBUM

AHTUCENTUYHUM DPO3YMHOM (JI€KAMETOKCHH Yy TIOEHAaHHI 3 Ha TialypOHOBOIO



kucnororo), IV rpyma (N=20) KOHTpOJbHA - caHallisl YEepPeBHOI MOPOKHUHU
BUKOHYBaJIaCh (H1310JIOTIYHUM PO3UUHOM.

B kmiHIYHIN YacTHHI AMCEPTAIIHHOIO JOCHTIIKEHHS IPOBEJACHO aHali3
pe3yNbTaTIB JIKyBaHHS 3arajlbHOTO MEPUTOHITY ¥ 96 XxBopux BikoM Bin 23 10 76
pokiB (cepenuii Bik 54,3+2.1), cepen HUX 40JIOBIKIB Oyi10 63 (65,6%), *KiHOK — 33
(34,4%). BigmoBigHO 10 Ou3aiiHy JUCEpTaliiHOI poOOTH XBOPI OYyIIM pO3MOIiICHI
Ha 2 rpynu: | rpyna (ocHoBHa) - 47 (48,96%) XBOpUX, Y AKUX B KOMIUIEKCHOMY
XIpypriyHoMy JIIKyBaHH1 3arajbHOTO TEPHUTOHITY TIEPUTOHEATBLHUNM JaBax
BUKOHYBaBCS 3 BHUKOPHUCTAaHHSM TelIEBOTO AHTHCENTUYHOTO pPO3UMHY 3a
po3pobieHnM criocoboM (aeknapariitauii nateHT Ykpainu Ne 123924 na xopucHy
mozens Bim 12.03.18). B II rpynmi (nopiBusaust) - 49 (51,04%) xBopux — B
KOMIUIEKCHOMY JIIKyBaHHI 3arajJlbHOr0 IEPUTOHITY MPOBOJIWIN TpaAULIHUN
NEePUTOHCALHUN JIaBaXX 3 BUKOPUCTAHHSM aHTUCENTUYHOTO PO3YMHY Ha BOHIM
OCHOBI.

Brepiie excneprMeHTaIbHO BCTAaHOBIEHO, IO BHUKOPHUCTAHHS TEJIEBOTO
AHTHCENITUYHOTO PO3YMHY ISl CaHAlll YepeBHOI MOPOKHUHU MpU 3arajJbHOMY
nepuToHiTi y TBapuH Il rpynu mae cyTTeBi nepeBaru Ta BUCOKY €(EKTHBHICTh Y
MOPIBHSHHI 3 AHTUCENITUYHUMHU PO3YMHAMH HA BOJHIN OCHOBI.

VY excrnepuMEeHTaIbHUX TBapHH MIKPOOIOJIOTIYHO MIATBEPKEHO,IO0 TIICTs
caHalli 4YepeBHOI MOPOKHUHU PO3YMHOM XJIOprekcuauHy oOirmokxoHaty 0,02% y
nypiB | rpynu KUIBKICTH IITaMiB MIKpOOpraHizmiB 3MeHmuiack 3 39 mo 30,
KUTBKICTh MiKpoOHUX KouoHi# 3 9,50 Ig KYO/mn no 3,10 Ig KYO/mi. ¥V 11 rpymi
HIypiB MICJS caHallll 4YepeBHOI MOPOKHUHU PO3YMHOM jAekamerokcuny 0,02%
KUIBKICTh IITaMiB MIKpooprani3miB 3MeHmuiack 3 40 mo 11, a KUIBKICTh
MikpoOHuX kojonii 3 9,30 Ig KYO/mn go 0,65 Ig KYO/mn. V III rpyni mypis
IiCJIsl caHallll YepeBHOI MOPOKHUHU aHTUCENITUYHUM PO3UUHOM JIEKAaMETOKCHHY Y
MOETHAHHI 3 TIAlypOHOBOI KHUCJIOTOK KUIBKICTh IITaMiB MIKPOOpPTaHi3MiB
3MeHImmIach 3 40 10 6 Ta KiJIbKIiCTh MIKpOOHHX KoJIoHiH 3 9,35 Ig KYO/mi n0 0,40

lg KYO/Mn. ¥V IV rpym mypiB micias caHamidi dYepeBHOI IMOPOKHUHU



(1310J7I0TTYHUM PO3UYMHOM KIIBKICTh IITaMIB MIKPOOpPraHi3MiB 3MeHIIuIach 3 40 10
34, a KUTBKICTh MIKpOOHHX KOJIOHIH 3 9,65 Ig KYO/mut no 3,85 Ig KYO/™mi.

OtpumaHi pe3ynbTaT BUKOPUCTAHHS T'EJIEBOTO AHTUCENTUYHOTO PO3YUHY
(exkaMeTOKCUH Yy TO€JIHAaHHI 3 TiaTypOHOBOIO KHCIIOTOI0), IMOKAa3alH CYTTEBY
nepeBary y nopiBHSIHHI 3 po3unHoM xJyioprekcuauny 0,02% Ha BOJIHIM OCHOBI IS
caHallli Y4epeBHOI MOPOKHUHU TIPH 3araAIbHOMY MEPUTOHITI.

Takuil pe3ynpTar JdOCATAETBCA 3a PAXyHOK TOro, WI0 TEJIEBUU
AHTUCENTUYHUM PO3YMH OXOIUTIOE MaKCHMAaJIbHy IUIONIY BICLEpaldbHOI Ta
napieTaqbHOI OYEPEBHH MHUISXOM 3MEHIIEHHS ajres3ii, MPOXOJIUTh PIBHOMIpPHE
pPO3NOAUICHHS aHTUCENTHKAa B YEPEBHIM MOPOKHUHI, 3MEHUIYETbCSI HMOBIPHICTh
BUHUKHEHHS MDKITCTIICBUX BOTHHII 1H(EKITIi.

Briepiie MopdomnorivHo y eKCHepUMEHTANbHUX TBAPUH BHSIBICHO,IIO TPU
BUKOPHCTAHHI TE€JEBOTO aHTUCENTHUYHOIO PO3UYMHY U1 caHalili 4YepeBHOI
MOPOKHUHU BIMIYAETHCS 3MEHILEHHS 1IHTEPCTEIIHHOTO HAOPSKY MapieTanbHOI Ta
BICIIEpaJIbHOI OYEPEBUH, CEpO3HA OOOJIOHKA KHIIKIBHHKA 31 CJa00 BHUPAKEHOIO
BOTHUINEBOIO  JiMdouuTapHOorO  1HGUIBTPAI€I0, TMOBHOKPOB’SIM  CY/IHWH.
BigmiuaeTbcst 3arajibHe  3MEHILICHHS  3alalibHOI  KIITHUHHOT  1HGUIbTpalii,
BIJICYTHICTh BHPAXEHOTO CIIAWKOBOTO TMPOIECy, MPO IO CBiAYaTh BUSBIIEHI
MOOJIMHOKI, IMTyXKI MaByTUHO-MOAI0HI HEBACKYJISIPU30BaH1 3POIICHHS (CIaK1) MIXK
OpMKOIO Ta OUYEPEBUHOIO 31 €1a00 Ta MOMIPHO BUPAXKEHOIO TIM(PO-TICTIOLUTAPHOIO
3 JIOMIIIKOIO IJIa3MAaTHUYHUX KIITUH 1HOUIBTpAIi€lo, CHOpUsS€ pereHepartii
Me30TeNit0, OcKiIbkH y TBapuH III rpynu OyB BifICYTHIN Ha HEBEIMKUX IUIONIAX B
JJISHII KUIIIKOBOT'O IIIBa.

Pe3ynbrat  eKCNEpUMEHTAJIbHOIO  JOCHI[DKEHHS  TOKa3ajJd  BHCOKY
e(eKTUBHICTh CaHalli YepeBHOI MOPOKHUHU MpPU 3arajlbHOMy TEPUTOHITI Yy
EKCIIEPUMEHTAJILHUX TBAPUH 1 OyJIM BUKOPUCTaH1 y KIIHIYHIN MPaKTHIL.

VY xJiHIYHIA YacTHHI JOucepTaIiiiHoi poOoTH Oynu BUBYEHI PE3YNIbTATH
BUKOPHUCTAHHA TPAAULIIHHOT METOIMKH MTEPUTOHEATHHOTO JIABAXKY Y KOMIUIEKCHOMY
XIpypriYHOMY JIIKyBaHHI XBOPUX Ha 3araibHui nepuToHIT y 49 xBopux Il rpyma

(mopiBHsiHHs). B KOMIUIEKCHOMY JIIKyBaHHI 3arajbHOTO TMEPHUTOHITY IICHsS



JmikBigamii mokepena iHGeEKmi Ta caHamii YepeBHOI TOPOXHUHM PO3UHMHOM
xJyioprekcuauny oOirmokoHary 0,02%, y micasonepariiiHoMy nepioi BUKOHYBaBCs
NEePUTOHEATLHUMN JaBaX pO3UYMHOM XJloprekcuiyHy oirmokoHaty 0.02%.

Pesynbrat mokazamu, mo II rpym xBopux y 4 (8,16%) Ha 4-5 noOy micis
OTIEPATUBHOIO JIIKYBaHHS OyJIO J1arHOCTOBAHO BUHHMKHEHHS aOCIIECIB YEpPEBHOI
NopoXKHUHM (miamiadparMaibHuid 37iBa y 1, MDK MNETVISIMH KUIIKIBHUKA Y 2,
Ta3oBui 1), siki OynM JIIKBiOBaHI MaJIOIHBa3MBHUMHU METOAaMH (IPEHYBaHHSI i
koHTposieM Y3]I). Kpim mporo y 4 (8,16%) xBopux croctepirajgach paHHs
CHaiikoBa KMILIKOBA HEMPOXIAHICTh. Cepel HUX y OJHOr0 XBOPOro Oyja BUKOHAHA
penanapoToMmis 3 JIIKBIAAIIE€I0 TOCTPOI CMIAMKOBOT TOHKO KUIITKOBOI HEMPOX1THOCTI.
[ndikyBanHs micnsionepaiiiiHoi panu croctepiragock y S (10,2%) xBopux.
3aranpHa KUIBKICTh YCKJIAJHEHb YCKJIagHEHb Yy XBopux Il rpynu (mOpiBHSHHS)
ckana 13(26,5%).

Taki pe3ynbTaTd MOXIJIMBO TMOSCHUTH HEAOCTAaTHHOIO €(EKTUBHICTIO
TPaIUIIHHOTO TIEPUTOHEATHHOTO JIABAXY 3 BHUKOPUCTAHHSAM aHTHCEITUYHHUX
pPO3YHMHIB Ha BOJHIA OCHOBI, OCKIIBKM BiJIOYBA€THCS HEMOBHOIIIHHE OPOIICHHS
napleTaJbHOI Ta BICUEPAIBbHOI OYEPEBUHH, a BIJOKPEMJIEHI PIAMHHI CKYIMYEeHHS,
II0 BHHHMKAIOTh 3a PaxXyHOK ajaresii CIyryloTb JKEpeJIOM BUHUKHEHHS
iHTpaabmomMiHaIbHUX abcieciB, (opMyBaHHS CMaoOK, IO MPU3BOIUTH [0
CIaKOBOT KUIIIKOBOT HEMTPOX1THOCTI.

OtpumaHi HE3aJOBUIbHI pe3yJbTaTH BHUKOPUCTAHHSI Y KOMIUIEKCHOMY
XIpypriuHOMY JIIKyBaHHI 3arajbHOT0 NEPUTOHITY TPAAMULIIITHOTO EPUTOHEATLHOTO
JaBaxy 3 AQHTUCENTUYHUMHU pO3YMHAMU Ha BOJHIA OCHOBI Ta pE3yJbTaTiB
CKCIIEPUMEHTATbHUX  JIOCHIDKeHb  SKI  TIATBEPKYIOTh  €(EKTHUBHICTH
BUKOPHUCTAHHS /I CaHallii YepeBHOI MOPOXHUHH TeEIEBOTO AHTHUCENTUYHOTO
pO3UMHY OOTpYHTYBaliM pO3pOOKY Ta BHUKOPUCTAHHI B  KOMILJICKCHOMY
XIpypriyHOMY JIIKyBaHHI 3arajbHOrO MEPUTOHITY CHOCO0Y MEepPUTOHEATbHOIO
JaBaXKy T€JICBUM aHTUCETITUYHUM PO3UYUHOM.

Po3pobneno cmoci6 mepuTOHEAaTbHOTO JaBaxy Ha SKUH OTPUMAaHO

neknapaiiiiauii nareHt Ykpainu Ne 123924 na xopucny monens Big 12.03.18, skuii



MOJISiTa€ y TOMY IO MICHs JIKBIIAIii Jkepena 1HeKli, IHTpaonepamiifHoi caHarii
YepeBHOI TIOPOKHWHHM, IHTPAOTEPAIIHO BBOJWUTHCS TEIEBUNM AHTHUCEHTHYHHMA
PO34MH, BUKOHYETHCS JPEHYBAHHSI YEPEBHOI MOPOKHUHH MOJIBIHIIXJIOPUAHUMHU
JIpeHaKaMH 3 YOTHPHOX TOYOK: MPABOTO Ta JIBOTO MigmiadparMagbHUX TIISHOK,
IpaBoro OOKOBOIO KaHaly Ta Majoro Tasy, AJ MOAAJBIIOrO JaBaXy 4YEpEeBHOI
HOPOKHUHU 3 BUKOPHUCTAHHSAM TE€JIEBOT0 aHTUCENTUYHOIO poO3uMHy. l'eneBuit
AHTHCETITUYHUIA PO3YMH BBOJUTHCS Y BEPXHI JpeHaxi (pakiiiiHO KOXHI 8 TOAUH
1o 250-500 M ipoTtsiroM 3-4 JTHIB, BIATIK 3IIMCHIOETHCS Yepe3 HUKHI IPEHAXKI.

Po3po0nena Meroauka aajia 3MOry BOPOBAaJUTU Ta OOPYHTYBAaTH ajJrOpPHUTM
KOMILUIEKCHOTO XIPYPri4HOTO JIIKYBaHHS XBOpPUX Ha 3arajJlbHU TEPUTOHIT 3
BUKOPUCTAHHSAM IEPUTOHEATBHOIO JIABAXKY 3 T€JIEBUM aHTUCENTUYHUM PO3YMHOM,
AKUWA BKJIIOYAE JIIKBIJAIII0 BOTHUINA 1H(EKIII, caHallil0 YEePEeBHOI MOPOKHUHU
reJICeBUM aHTHCENITUYHUM PO3UYNHOM Ta JPEHYBAHHS.

3a po3po0JCHUM aJrOpuTMOM Oyiio mpostikoBaHo - 47 (48,96%) xBopux I
rpyna (OCHOBHA), IKMM MICJIs JIKBLAALI] JUKepesa MEPUTOHITY Ta CaHallll YepeBHOI
MNOPOKHUHU NMEPUTOHEAIbHUIN JlaBaXk MPOBOAMBCS 32 PO3pPOOJIEHOI0 METOAMKOIO 3
BUKOPUCTAHHSIM aHTHCENITUYHOTO T€JIEBOTO PO3YUHY.

Buxopucrtanus y 1i€i rpynu XBOPUX TaKOro aJrOPUTMY KOMILIEKCHOTO
XIpypriuHoro  JIKyBaHHS  JO3BOJIJIO  3MEHIIMTH  KUIBKICTH  IITamiB
Mikpooprasi3mie 3 94 1o 49 (p<0,01), kimbKicTh MIKpOOHUX KOJIOHIN 3 43,69 Ig
KYO/mn mo 20,08 Ig KYO/Ma, A=23,61 Ig KYO/mn (p<0,01). TIlokpamutu
MOKA3HUKH JIa0OPaTOPHUX MapKepiB 3amajieHHs nokazHuku. Ha 5 no0y jikyBaHHs
piBeHb JeiKomUTIB y XBopux csras 7,2+0,9 x10° / 1, a piBeHb MPOKAIBLHUTOHIHY Yy
XxBopux Ha 5 100y cknanas 1,1+0,1 Hr/mi.

AHani3 micasionepaliiHUX YCKIAJHEHb I[I0Ka3aB, L0 cepen XBopux [
(ocHOBHOT) Tpynu (N=47), y paHbOMY TMicIsONepaniiHoMy mnepiozi Ha 4 o0y y 1
(2.13%) xBoporo jgiarHOoCcTOBaHO MimmiadparManbHuii adciec, SKAHA OyIo
JIKBIAOBAHO HUISAXOM IMYHKIIT miJ KoHTpojieM Y3JI. fBuia paHHBOI CHailKkoBOi

KUIIKOBOT HEMPOXiAHOCTI Biamivaimch Takok y 1 (2.13%) xBoporo Ha 6 mo0y



micis onepartii. [HdikyBaHHS micisonepamniiiHoi paHu crioctepiranock y 3 (6,38%)
nartieHTiB. Beworo yekmamuens 5/47 (10,6%).

VY xBopux Il rpynu (mopiBastHHs) (N=49) micis MEPUTOHEATHHOTO JIaBaXy
YepeBHOI MOPOKHUHU 32 TPAJULIAHOI METOAUKOI PO3YMHOM XJIOPTEeKCUIUHY
oirmokonary 0,02% KiIbKICTh IITaMiB MIKpPOOPTaHi3MiB 3MEHIIMIACh 3 93 110 68
(p<0,01), a ximbKicTh MiKpoOHUX KoJIOHIH 3 42,68 Ig KYO/™mn no 30,87 Ig KYO/mn
A=11,81 lg KYO/mxa (p<0,01).

[Ipu BUKOpUCTaHHI aHTUCENTHUYHOIO PO3YHHY JACKAMETOKCUHY Yy MOEIHAHHI
3 TIaJypOHOBOIO KHCJOTOK JJisi TMEPUTOHEATBHOTO JaBaXy Yy MOPIBHSAHHI 3
pPO34MHOM XJioprekcuauny oirmokoHaty 0,02% mgocsraeTbecs Kpaluil pe3yibTar.

AHami3 oTpuMax J1IaOpaTOPHHUX JAHMX TAaKOX CBIIYUTH MPO OLIBIIY
e(peKTUBHICT  BHKOPHCTAHHS  TENEBOTO  AHTUCENTHYHOTO  PO3YHHY Y
KOMILJIEKCHOMY ~ XIpypriYHOMY JIiKyBaHHI. [lOKa3HMKH JEHMKOIMTIB y X0l
KOMIUIEKCHOTI'O JIIKyBaHHS 3a po3p00JIEHOI0 HAMU METOAMKOIO | rpymnu XBopux Ha 5
100y 6ymu mauoxunmu 7,2+0,9 x10° / m mpotm 10,5+1,2 x10° / 1 y xBopux 1I rpymm.
[TpocmigKOBY€ETBCS CTAaTHUCTHYHA JIOCTOBIPHICTH TOKpAIIEHHS J1abopaTOpPHHUX
NOKa3HUKIB y Tpymnu | B mopiBHsHHI 3 rpynoto 1I( pi-;i<0,05).

JluHamika KOHIEHTpAIil MPOKAIBIIUTOHIHY 1O 1 MICIS MEPUTOHEATHHOTO
JaBaxy 3 BHUKOPUCTAHHSIM PI3HUX AHTUCENTHYHUX PO3YMHIB Oysia PI3HOIO.
JlocToBipHE 3MEHILEHHS NPOKAIBLUTOHIHY CIIOCTEPIrajioch y MamieHTiB I rpymu,
SKUM TIPOBOJIUBCS MEPUTOHEATbHHUN JIABAK aHTUCENITUYHUM TEJIEBUM PO3YHUHOM 3
5,740,4 ur/mn go 1,1£0,1 ur/mn, tomi sk y marientiB Il rpynu Oyna aemio
MEHIIIOI0, ajleé TEK CTATHCTHYHO 3HauMMoro 3 5,9+0,5 ur/mi mo 3,54+0,4 Hr/mi.
Tax, MOKa3HUKY MPOKAJIBIUTOHIHY NPU NOCTYIUIEHH] Ta Ha 5 100y y namieHTiB I Ta
IT rpym, siK 1 O4IKyBajJOCh TaKOK Majd CTATUCTHMYHO JOCTOBIPHI BIAMIHHOCTI ( Pi-
|1<O,05).

AHami3 4YacToTH YCKJIAJHEHb KOMIUIEKCHOTO JIKyBaHHS XBOPHUX Ha
3arajibHUI TIEPUTOHIT TOKa3alu, 10 cepen xBopux | rpymm (N=47) 3aranabHa
yacTtoTa yckiagHeHb ckimanana 10,6%,a y xBopux II rpynu (n=49) 3aranbna

4acToTa yCKJIaaHeHb ckiana 26,5%. Y xBopux I rpynu (ocHoBHil) y 1 (2.13%)



J1arHOCTOBAHO TiamiagparManbHuil abcriec, sIBUIa paHHbO1 CAHKOBOI KUIITKOBOT
HerpoxigHocTi BiaMivamuce y 1 (2.13%) xBoporo, iH}iKyBaHHS MmicasonepariiHoi
panu crioctepiraiocs y 3 (6,38%) xBopux, a y xBopux Il rpynu y 4 (8,16%) Oyino
J1arHOCTOBAHO BMHUKHEHHS a0CIeCiB 4YepeBHOI MOPOKHUHU (TiiamiadparManbHuAi
3miBa y 1, MK memisiMU KHUIIKIBHHKa y 2, TazoBuil 1), y 4 (8,16%) xBopux
CIiocTepirajach paHHs CIaliKOBa KWIIKOBA HEMPOXIAHICTh. Pi3HHII MK rpynamMu
32 4aCTOTOIO0 YCKJIQJHEHb B IIJIOMY CTAaTUCTUYHO 3HaunMma (p=0,046) i cBIMUUTH
PO 3HUKEHHS BIPOTiIHOCTI BUHUKHEHHsS YyckinanHenb B | rpymi Ha 67% vy
nopiBasHHI 3 rpymoro II — OR,.;=0,33 (0,11-1,0), a mpu OIHII CEepPeIHHOIO
TEepMiHy nepeOdyBaHHs XBOPUX B KJIHILI MOKa3HUK y | rpymi ckiagas 9+1,4 noow,
o 3HayHo MeHie (P<0,01) y mopiBHSHHI 3 CepeaHIM TEPMIHOM MepeOyBaHHIM
nauienTiB Il rpynum - 1442,2 mi6.

Takum  yuHOM, OTpUMaHi  pe3yjbTaTH  BUKOPUCTaHHS  CIOCOOY
MEPUTOHEATLHOTO JIaBaXy 3 TEJIEBUM aHTUCENITUYHUM PO3YHMHOM Y KOMIUIEKCHOMY
XIpypriuHOMY JIIKyBaHHI XBOPUX Ha 3arajbHUIl IEPUTOHIT MA€ CYTTEBI MEPEBArU y
MOPIBHSHI 3 BUKOPUCTAHHSM TEPUTOHEATHHOTO JIABAXY 3 AHTUCENTUYHUMHU
pO3YMHAMHM Ha BOJHIM OCHOBI, 3HAYHO 3MEHUIYE YacTOTy MicasonepaliiHux
YCKJIAAHEHh 1 MOXE OyTH PEKOMEHIOBAHUM [JIi BUKOPHCTAHHS Yy KIIHIYHIN
MPaKTHIT

KitouoBi croBa: TNEPUTOHIT, MEPUTOHEANBHUW JIaBa)X, AHTHUCENTUYHHM
CEJICBUN  pPO3YMH, AaHTHCENTHYHI PO3YMHH, BHYTPIIIHHOUEPEBHI aOCIECH,
CIIANKOBHH TIPOLIEC.
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Relevance

Generalized peritonitis remains one of the greatest challenges in abdominal
surgery, while search and implementation relevance when it comes to finding new
treatment methods remains open.

Regardless of adopting improved and new approaches to treatment of
patients with generalized peritonitis and latest antimicrobials, the frequency of
postoperative complications remains at 60%, mortality — 14-27%, and in case of
multiple organ dysfunction syndrome (MODS) when the long-lasting disease
comes to the end-stage, the mortality rate reaches 80%.

The reference analysis of the latest sources indicates that treatment outcomes
depend on a variety of factors, including disease duration, stage of peritonitis,
15-20% depend on antimicrobial therapy, the effectiveness of intraoperative and
postoperative peritoneal lavage makes 80-85% of success when it comes to
treatment of generalized peritonitis.

These days, laparostomy paired with Negative Pressure Wound Therapy
(NPWT/VAC) and planned relaparotomy are used as a part of combined surgical
treatment of severe generalized peritonitis in order to perform postoperative
peritoneal lavage that improves treatment outcomes.

At the same time, these techniques have strictly defined indications, namely
at the end-stage of peritonitis and are associated with high rates of complications,
such as gastrointestinal fistula, intra-abdominal abscesses, hospital-acquired
infections, hypoproteinemia, multiple abdominal adhesions.

Diagnostic peritoneal lavage, used for intra- and postoperative lavage of the
abdominal cavity, implying the use of aqueous antiseptic solutions, such as
chlorhexidine gluconate 0,02%, decamethoxine 0,02% and isotonic saline 0,9% are
effective only first 12-24 hours, because due to abdominal adhesions the antiseptic
leaks through the channels arising. Lavage of the parietal and visceral peritoneum

IS not happening, abdominal abscesses occur.



Thus, unsatisfactory outcomes of combined surgical treatment of generalized
peritonitis are predominantly associated with ineffective postoperative peritoneal
lavage, proving the necessity of its improvement and effectiveness enhancement.

Consequently, we have the principal objective of the dissertation —
improving outcomes of combined surgical treatment of patients with generalized
peritonitis by justification, development and adoption of the appropriate technique
of peritoneal lavage.

To fulfill this objective the following tasks were specified:

1. To study the outcomes after using traditional antiseptic solutions for
peritoneal lavage as a part of combined surgical treatment of generalized
peritonitis.

2. To validate experimentally the feasibility of using the antiseptic gel
solution for peritoneal lavage.

3. To analyze the variety of microbiota in the abdominal cavity and
structural changes of the parietal and visceral peritoneum in lab animals with
generalized peritonitis when using the antiseptic gel solution.

4, To develop the technique of peritoneal lavage implying the use of the
antiseptic gel solution and the algorithm of complex surgical treatment in
generalized peritonitis.

5. To assess the outcomes of combined surgical treatment of generalized
peritonitis by sticking to the designed algorithm and compare them with traditional
ones.

Research topic: generalized peritonitis.

Research subject: peritoneal lavage, lavage of the abdominal cavity using
aqueous and gel antiseptic solutions, treatment methods in peritonitis.

Examination of patients was performed using general clinical, lab,
instrumental, microbiology, experimental, morphological, statistical and
mathematical research methods.

The research-based dissertation involves experimental and clinical parts.



In order to study the effectiveness of the antiseptic gel solution used for
lavage of the abdominal cavity, an experimental study was performed in 80 mature
white lab rats (males) 200-250 grams in weight. The animals were kept in the
vivarium of Shypuk NMAPE in compliance with the requirements of the European
Convention for the Protection of Vertebrate Animals: Strasbourg in 1986 and the
WMA Declaration of Helsinki in 1975, revised in 2000, ECG Council Directive
No. 609 dated 24/11/1986, GCP (1996), the Convention for the Protection of
Human Rights and Dignity of the Human Being with regard to the Application of
Biology and Medicine (dated 04/04/1997), order of the Ministry of Health of
Ukraine No. 281 dated 01/11/2000. Based on the use of a specific antiseptic
solution for peritoneal lavage, all rats were divided into 4 groups: group | (n=20) —
peritoneal lavage was performed using chlorhexidine gluconate 0,02%, group 1l
(n=20) — peritoneal lavage was performed using decamethoxine 0,02%, group Il1I
(n=20) — peritoneal lavage was performed using antiseptic gel solution
(decamethoxine combined with hyaluronic acid), group IV (n=20) or controls —
peritoneal lavage was performed using saline solution.

In a clinical part of the research-based dissertation the analysis of treatment
outcomes in 96 patients with generalized peritonitis aged 23-76 (the mean age
averages out at 54,3 + 2,1) was performed, 63 (65,6%) were men among, 33
(34,4%) — women.

In accordance with the design of the dissertation, patients were divided into
2 groups: group | (main) — 47 (48,96%) patients, who underwent peritoneal lavage,
as a part of combined surgical treatment of generalized peritonitis, using the
antiseptic gel solution produced according to the method designed (patent of
Ukraine No. 123924 for the utility model, dated 12/03/2018). In the group II
(comparison) — 49 (51,04%) patients underwent traditional peritoneal lavage, as a
part of combined surgical treatment of generalized peritonitis, using the antiseptic
aqueous solution.

Experiments proved for the first time that the use of the antiseptic gel

solution for peritoneal lavage in case of generalized peritonitis in animals from the



group 11 has significant benefits and high effectiveness as compared to antiseptic
aqueous solutions.

In lab research animals it was microbiologically proved that the number of
microbial strains decreased from 39 to 30, number of microbial colonies from 9,50
lg CFU/mlI to 3,10 Ig CFU/ml after peritoneal lavage using the solution of
chlorhexidine gluconate 0,02% in rats from the group I. In rats from the group Il
the number of microbial strains decreased from 40 to 11, while the number of
microbial colonies from 9,30 Ig CFU/ml to 0,65 Ig CFU/mI after peritoneal lavage
using the solution of decamethoxine 0,02%. In rats belonging to the group Il the
number of microbial strains decreased from 40 to 6, while the number of microbial
colonies from 9,35 Ig CFU/ml to 0,40 Ig CFU/mI after peritoneal lavage using the
antiseptic solution of decamethoxine combined with hyaluronic acid. In rats from
the group IV the number of microbial strains decreased from 40 to 34, and the
number of microbial colonies from 9,65 Ig CFU/ml to 3,85 Ig CFU/mI after
peritoneal lavage using a saline solution.

The results obtained using the antiseptic gel solution (decamethoxine
combined with hyaluronic acid) were indicative of significant benefits comparing
to the aqueous solution of chlorhexidine 0,02% used for peritoneal lavage in
generalized peritonitis.

Such outcomes are achieved du to the fact that the antiseptic gel solution
covers the maximum area of the visceral and parietal peritoneum by reducing
adhesion, antiseptic spreads uniformly in the abdominal cavity, the probability of
infection to occur in interloop foci is also reduced.

It was morphologically identified for the first time in lab research animals
that in case of using the antiseptic gel solution for peritoneal lavage, a decrease
takes place in the intensity of interstitial edema, which involves the parietal and
visceral peritoneum, intestinal serous mucosa with low-grade focal lymphocytic
infiltration, vascular congestion. Systemic reduction in the intensity of
inflammatory cellular infiltration is observed, as well as the suppression of

adhesive process intensity as evidenced by single loose spider non-vascularized



adhesions between the mesentery and peritoneum followed by mild and moderate
lymphohistiocytic infiltration with single plasma cells, stimulates regeneration of
the mesothelium, as far as it was absent in particular areas near the intestinal suture
in animals from the group III.

The results of the experimental study indicated the high frequency of
peritoneal lavage in generalized peritonitis in lab research animals and were
applied in clinical practice.

The outcomes after using traditional techniques of peritoneal lavage, as a
part of combined surgical treatment of patients with generalized peritonitis, were
studied in 94 patients of group Il (comparison) in a clinical part of the dissertation.
During combined treatment of generalized peritonitis after eliminating the focus of
infection and peritoneal lavage using the solution of chlorhexidine gluconate
0,02%, postoperative peritoneal lavage using the solution of chlorhexidine
gluconate 0,02% was performed next.

The results showed that in 4 (8,16%) patients from the group Il 4-5 days
after the surgical procedure abdominal abscesses were diagnosed (subphrenic on
the left in 1 patient, interloop abscess in 2, pelvic in 1) and then eliminated by
applying minimally invasive techniques (ultrasound-guided drainage). In addition,
early adhesive small bowel obstruction was observed in 4 (8,16%) patients. One
patient, among them, underwent relaparotomy in order to eliminate acute adhesive
small bowel obstruction. Postoperative wound infection was observed in 5 (10,2%)
patients. The overall number of complications in patients from the group II
(comparison) came to 13 (26,5%).

Such outcomes can be explained by the insufficient effectiveness of
traditional peritoneal lavage using antiseptic aqueous solutions, as far as
inadequate lavage of the parietal and visceral peritoneum takes place, while the
fluid accumulated separately, which appear due to adhesions, tend to be the source
of intraabdominal abscesses, adhesions that result in adhesive small bowel

obstruction.



Unsatisfactory outcomes after performing traditional peritoneal lavage using
antiseptic aqueous solutions, as a part of combined surgical treatment of
generalized peritonitis, and the results of experimental studies that prove the
effectiveness of using the antiseptic gel solution for peritoneal lavage, justified the
development and use of a specific peritoneal lavage technique implying the
utilization of the antiseptic gel solution as a part of combined surgical treatment.

We developed the technique of peritoneal lavage (patent of Ukraine No.
123924 for the utility model, dated 12/03/2018), which implies the intraoperative
injection of the antiseptic gel solution after eliminating the source of infection and
intraoperative peritoneal lavage, we also perform drainage of the abdominal cavity
using polyvinyl chloride drains in 4 points: right and left subphrenic areas, right
lateral canal and pelvis, in order to perform peritoneal lavage subsequently using
the antiseptic gel solution. The antiseptic gel solution is injected into the upper
drains as 200-500 ml fractions every 8 hours for 3-4 days, drainage is happening
through the lower drains.

The technique designed enabled to adopt and justify the algorithm of
combined surgical treatment of patients with generalized peritonitis by means of
peritoneal lavage, using the antiseptic gel solution, that includes elimination of a
focus of infection, lavage of the abdominal cavity with the antiseptic gel solution,
drainage.

Based on the algorithm designed, 47 (48,96%) patients from the group |
(main) totally recovered, who underwent peritoneal lavage, the technique of which
was developed previously, using the antiseptic gel solution after elimination of the
focus of peritonitis and lavage of the abdominal cavity.

Using such algorithm of combined surgical treatment in this group enabled
to reduce the number of microbial strains from 94 to 49 (p<0,01), number of
microbial colonies from 43,69 Ilg CFU/ml to 20,08 1g CF /ml, A = 23,61 Ig CFU/ml
(p <0.01). A specific improvement in the values of inflammatory markers took

place. The level of leukocytes came to 7,2 + 0,9 x 10° /L on the 5" day of



treatment, while the level of procalcitonin in patients averaged out at 1,1 + 0,1
ng/ml 5 days after.

The analysis of postoperative complications revealed that subphrenic
abscess, which was eliminated using ultrasound-guided puncture after that, was
diagnosed in 1 (2,13%) patient of the whole group | (main, n=47) on the 4" day of
the early postoperative period. Early adhesive small bowel obstruction was
reported in 1 (2,13%) patient on the 6™ day of postoperative period. Postoperative
wound infection was observed in 3 (6,38%) patients. Total complications 5/47
(10,6%).

The number of microbial strains decreased from 93 to 68 (p<0,01), while the
number of microbial colonies from 42,68 Ilg CFU/ml to 30,87 lIg CFU/ml,
A=11,81 Ig CFU/ml (p <0,01), in patients of the group Il (comparison, n=49)
after peritoneal lavage by sticking to the traditional technique using the solution of
chlorhexidine gluconate 0,02%.

When using the decamethoxine gel solution in combination with hyaluronic
acid for peritoneal lavage comparing to the solution of chlorhexidine gluconate
0,02%, a better result is achieved.

The analysis of lab data obtained is also indicative of the higher
effectiveness of using the antiseptic gel solution as a part of combined surgical
treatment. Leukocyte levels, during combined treatment based on the methods
developed, were lower than 7,2 + 0,9 x10%L as compared to 10,5 + 1,2 x10%L in
patients of the group Il. The statistical significance of the improvement of lab
parameters is observed in the group | comparing to the group Il (pI-11 <0,05).

Concentration patterns of procalcitonin before and after peritoneal lavage
using different antiseptic solutions were also distinctive. A significant decrease in
procalcitonin levels, from 5,7 + 0,4 ng/ml to 1,1 + 0,1 ng/ml to be exact, was
observed in patients of the group I, who underwent peritoneal lavage using the
antiseptic gel solution, while in patients from the group Il the decrease was more
slight, from 5,9 + 0,5 ng/ml to 3,54 + 0,4 ng/ml, however statistically significant as

well. Thus, procalcitonin levels, in patients of groups | and II, also made



statistically significant differences (pl-ll1 <0,05), as expected, since admission to
the hospital till the 5" day.

The analysis of complication rates after combined treatment of generalized
peritonitis indicated that, among patients of the group | (n=47), the overall
complication rate comprised 10,6%, while in patients from the group Il (n=49) the
overall complication rate came to 26,5%. Subphrenic abscess was diagnosed in
1(2,13%) patient from the group | (main), sings of early adhesive small bowel
obstruction was observed in 1 (2,13%) patient, postoperative wound infection was
observed in 3 (6,38%) patients, and abdominal abscesses (subphrenic on the left
side in 1, interloop abscess in 2, pelvic in 1) were diagnosed in 4 (8,16%) patients
of the group II, early adhesive small bowel obstruction was observed in 4 (8,16%)
patients. The difference in complication rates between groups was basically
statistically significant (p = 0,046) and indicates a decrease in probability of
complications in the group | by 67% as compared to the group Il - ORI-Il = 0,33
(0,11-1,0), and while estimating the average duration of staying in a hospital, the
value averaged out at 9 + 1,4 days for the group I, which was significantly smaller
(p <0,01) comparing to the average duration in patients of the group Il - 14 £ 2,2
days.

Thus, the results obtained in case of performing the peritoneal lavage
technique using the antiseptic gel solution as a part of combined surgical treatment
of patients with generalized peritonitis indicate that it has significant benefits as
compared to peritoneal lavage using antiseptic aqueous solutions, significantly
reduces the frequency of postoperative complications and may be recommended to
be used in clinical practice.

Keywords: peritonitis, peritoneal lavage, antiseptic gel solutions, , antiseptic

solutions, abdominal abscesses, adhesive process
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