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Panionosa T.O. KiiHiko-nmatoreHeTH4YHI 0COOIMBOCTI Ta JIIKYBaHHS XPOHIYHOTO
racTpUTYy Y XBOPUX Ha LIYKpoBui aiadet 2 tuny. — KBamigikanilina HaykoBa mpats Ha
IpaBax pyKOIUCY.

Hucepraniist Ha 3100yTTS HAYKOBOIO CTymneHs JokTopa (inocodii 3a
cnenlaigbHIcTIO 222 — MeaunuHa. — YKpaiHChKa MEAMYHA CTOMATOJIOTYHA aKaIeMis,
MOQO3 Vkpainu, [lonrasa, 2020.

AKTyasnbHicTb. [IpoTAroM oOCTaHHIX JECATWIITH 3pOCTa€ yBara Ji0
npoOiemMaTuku KoMopOinHoi mnartosorii. IlykpoBuit niaber 2 Tumy Ta ioro
YCKJIQAHEHHS 3aIMIIAI0THCS Y LIEHTP1 YBaru KIIHILKMCTIB Ta HAYKOBIIB YChOI'O CBITY.
3a pi3HuMH JgaHuMu, 10 90% XBOpUX Ha LYKpOBUWA J1a0eT MaroTh
racTPOEHTEPOJIOTIYHI CKapry, M0 CBIAYUTH PO YACTy acOLIALli0 IIYKPOBOTO I1a0eTy
13 3aXBOPIOBAHHSIMH OpPraHiB IMUTYHKOBO-KUIIKOBOI'O TPAKTY. Y XBOPUX Ha IIYKPOBUM
niabeT po3BHBAIOTHCS CIEUM(PIUHI (PYHKIIOHANIBHI Ta CTPYKTYpPHI 3MIHU HUIYHKY,
MPOTE 3aJUIIAETHCS HENOCTATHO BHMBYEHHM $K BIUIMBAE HASBHICTh MOPYIICHb
BYIJIEBOJHOTO OOMIHY Ha Mepeodir XpOHIYHOTO FacTPUTY. 3BaXKar0UM Ha HEAOCTATHIO
KJIIHIYHY €()EKTUBHICTh ICHYIOUHX JIIKYBaJIbHUX CTPATET1H, y TOMY YUCI1 CTAHIAPTHOI
AHTUXEJIIKOOAKTEpHOI Tepallii, y XBOPUX Ha IyKPOBHUI [1a0eT 2 THUIly, aKTyaJbHUM
3QJIMIIAETHCS MMUTAHHS PO3POOKM HOBUX TEPANEBTUYHHUX MIAXOAIB 3 ypaxXyBaHHSIM
MaTOT€HETUYHUX OCOOJIMBOCTEN Mepediry XpOHIYHOTO TacTPUTy 3a YMOBH HOro
MOETHAHHS 13 IlyKPOBUM /11a0€TOM 2 THUIy.

Meta pnociimkenHsi — migBUIIUTH edeKTUBHICTh JikyBaHHs Helicobacter
pylori-acoriiioBaHOro XpOHIYHOIO TaCTPUTY Y XBOPHUX 13 I[yKPOBUM J1a0ETOM 2 THUILY
Ha MIJCTaBl BUBYEHHS KJIIHIKO-NMATOT€HETUYHUX OCOOIMBOCTEH mepediry CHHTpPOIIi
IUIIXOM BKJIIOYEHHS eynaTuliHy Ha (OH1 MOTPiiiHOI aHTUXENIKOOAKTepHOi Tepanii Ta
poO10THKA.

3aBaaHHA JOCHIIKeHHsI: BU3HAUYUTHU KJIHIYHI OCOOJIMBOCTI mepediry
3aXBOPIOBAHb BEPXHIX BIAJUIIB HUTYHKOBO-KHILIKOBOTO TPAKTy Y XBOPUX Ha I[yKPOBHIA

niabeT 2 TUMy y NOPIBHSHHI 3 XBOPUMH Ha IyKpoBHUH Aialdet | Tumy; mpoBecTH aHami3



KJIIHIKO-€HJIOCKOIIIYHUX 3MIH y XBOPUX Ha XPOHIYHUN TacTpUT y 3aJIEKHOCTI BiA
HasBHOCTI CYNyTHBOrO IyKpoBoro naiaGery 2 tumy Ta iHdekuii H.pylori, a Takox
BuBuUMTH BIMB H.pylori Ta cunHapoMy HaaMipHOTO OakTepiaJIbHOIO POCTY Ha
XapakTep KIIHIYHUX MPOSABIB; JOCIIJIUTUA CTAaH CUCTEMU AHTUOKCUIAHTHOIO 3aXUCTY
Ta BHUPAXKEHICTb EHJOIC€HHOI 1HTOKCHKAIll y XBOPUX Ha XPOHIYHMHA TacTpUT y
3aJIEKHOCT]1 BiJI HAsABHOCTI CYNMYTHBOTO I[YKpOBOro aAiabery 2 Tumy Ta 1H(EKii
H.pylori; BUBUMTH CTaH PE3UCTEHTHOCTI CIM30BOro Oap’epy Ta MOP(OJIOTiuHI 3MIHU
CIM30BOI OOOJIOHKM IIYHKY Yy XBOPUX Ha XPOHIYHHMHA TacCTPUT Yy 3aJ€KHOCTI BiJ
HasBHOCTI CYMyTHBOTO LyKpoBoro pgiadery 2 tumy Ta iHpexuii H.pylori; ouminuTu
3MIHM y CHUCTEMI OKCHAY a30Ty Yy XBOPHX Ha XPOHIYHHMI TacTpUT Y 3aJ€KHOCTI BiA
HasBHOCTI CYMYTHBOTO LyKpoBoro aiabery 2 tumy Ta H.pylori; BUBUMTHM BIUIMB
MOE€THAHHS XPOHIYHOT'O TaCTPUTY Ta IyKPOBOTrO AiabeTy 2 TUIy Ha MCUXOEMOLIIMHUIMA
cTaH Ta (QI3MYHHUNA CTaTyc XBOpUX 3a wmKanow SF-36; oOrpyHTyBaTh AOULIBHICTH
NpU3HAYEHHs1 €yNaTUliHy Ha (OHI CTaHJApPTHOI MOTPIMHOI aHTUXETIKOOaKTEepHOI
tepanii xBopum Ha H.pylori-acoriiioBanuii XpOHIYHUI TaCTPUT Ta CYIMYTHIH IyKPOBHIA
niaber 2 tumy.

Metoam noc/iIzKeHHs: 3arajJbHO-KIIHIYHE 0OCTEXXEHHS XBOPUX, OI[IHKA CTaHy
MEHTaJbHOTO Ta (PI3UYHOrO 370pOB’S 3a JAONOMOIOK omnuTyBaibHHKA SF-36;
O10XIMIYHI ~JIOCHIJPKEHHS — BHU3HAUYEHHS PIBHA TIJIIOKO3HM, TJIKO3WJIbOBAHOIO
reMorjio0iHy, BMICTY OKHUCHO-MOJM(]iKOBaHUX OUIKiB, N-aleTUIHEHpaMiHOBOI
KHCJIOTH, (yKO3U, HE 3B’s3aHOi 3 OLIKaMH, MOJEKYJ] CEpelHbOi MACH, HITPHUTIB,
aKTUBHOCTI KaTajla3h, CyMapHOi, KOHCTUTYTUBHUX Ta 1HAYUUOEIbHOI CUHTA3 OKCUIY
a30Ty y CHpOBaTLI KpoBl, ¢pekanpHoro antureny H.pylori; iHCTpyMeHTaabH1 METOIU
JOOCHIUKEHHS! — AUXaJbHUUA BOJAHEBUM TECT 3 TIJIIOKO3010, BEPXHS EHJOCKOIIS 3
OolHOMOMEHTHOIO0 pH-meTpiero Ta Oionciero. BuBuYanmu TriCTOJIOTIYHI Tpenaparu
CIIM30BOI OOOJIOHKHM ILIIYHKY, MPOBOAWIA MOP(POMETPi0 (BUMIPIOBAIH CEPEIHIO
TOBUIMHY CJIM30BOi OOOJIOHKM NUTyHKY, IJIMOMHY IUTYHKOBUX $IMOK, BU3HAauyaju
CHIBBIIHOLIEHHS MIXK IMAPEHXIMAaTO3HUM Ta CTPOMAJIbHUM KOMIIOHEHTaMHU 3aJi03
nutyHKy). OOCTeXeHHs 3A1MCHIOBAJIOCH 0 MOYATKY JIIKyBaHHs, yepe3 1 Ta 3 micami

MICTIS JTIKYBaHHS.



HaykoBa HOBHM3HA oJep:kaHuUX pe3yJbTaTiB. [IpoJ0OBXKEHO BHUBYEHHS
KJIIHIYHOTO Tepediry XpOHIYHOIO TacTpUTy Ha (OHI LYKpOBOTo aAiabery 2 Tuily.
Bnepme BH3HAYeHI KIIIHIKO-MATOT€HETUYHI OCOOJMBOCTI MEpediry XpOHIYHOTO
racTPUTY Y XBOPUX Ha LIYKPOBUH /11a0€T 2 TUIY Y NOPIBHSIHHI 3 XBOPUMH Ha I[yKPOBHIA
niadbetr 1 tumy Ta ocodbamMu 0€3 CyMyTHBOTO I[yKpPOBOIO AiabeTy 3 ypaxyBaHHSIM iX
H.pylori-cTatycy Ta HassBHOCTI CUHAPOMY HaJIMIPHOTO OaKTepiaabHOTO POCTY.

Brniepuie BusiBiI€HO, 110 HA CIIEKTP FaCTPOIHTECTUHAIBHUX CUMIITOMIB Y XBOPUX
Ha XPOHIYHMM TacTpUT y MOEAHAHHI 3 LYKPOBUM A1a0eTOM 2 THUIy CTaTUCTUYHO
noctoBipHO BruMBae i1HQekuis H.pylori Ta cunapom HaamipHOro OakTepiaabHOTO
pocty. Y nucepraniifHiii poOOTi TPOIEMOHCTPOBAHO, IO MOEIHAHHS TaKUX (PAKTOPIB,
AK LyKpoBui pmiaber 2 Tumy Ta iH¢ikyBaHHs H.pylori, 31aTHi NOTEHIIIOBaTH
aucOallaHC y CUCTEMaxX OKCUAY a30Ty, MPO- Ta AHTHOKCUJAAHTHOIO 3aXUCTY, CYTTEBO
MOCJIa0II0BATH PE3UCTEHTHICTh CIM30BOro Oap’epy LUIYHKY, @ TaKOX BHUKIUKATH
MeTa0oIiYHy €HJIOTEHHY 1HTOKCHKaIliio. Bmeprie noBeneHo, 10 MOE€IHAHHS
XPOHIYHOTO TaCTPUTY 3 IIYKPOBUM J1a0€TOM 2 TUIY NPU3BOJIUTH /10 3HHKEHHS SKOCTI
KUTTS XBOPUX HE JIMIIE 33 PaXyHOK IMOTIPIIEHHS MCUXOEMOIIIHOro cTarycy, aie u
PI3KOro NOPYIIEHHS CIPUMHATTA iX (PI3UYHOTO 310POB .

3HaNIIO MOAAIBIIOIO PO3BUTKY OOIPYHTYBaHHS JOLUIBHOCTI NMpPHU3HAYEHHS
eynaruiiHy y xBopux Ha H.pylori-aconiiioBaHuid XpOHIYHHMM TacTpUT 13 CYMYyTHIM
IyKpoBUM AiabeTom 2 Tumy. Po3pobiieHo cmoci® ontumizailii aHTUXen1KoO0aKTepHOT
Teparii 13 J0JaBaHHsIM MpoOlOTHMKa Ta eynaTtuiiny. JloBeaeHo, 1o 3amnpornoHOBaHA
KoMOiHalis npenapaTiB y xBopux Ha H.pylori-acormiiioBanuii XpoHIYHHMI racTpuT Ta
IYKPOBU J1a0eT 2 TUIy 03BOJISIE BIUIMHYTH Ha OCHOBHI NMATOI€HETUYHI MEXaHI3MU
YPaKEHb CIM30BOi 0O0JIOHKH IILTYHKY.

IIpakTnyHe 3HAYEHHS1 OJEpP:KAHUX Pe3yJbTaTiB: MPOBEACHE IOCIIKEHHS
a0 3MOTy BHU3HAYUTU KJIIHIYHI, €HJOCKOIIYHI Ta MATOr€HETUYHI OCOOJIMBOCTI
nepediry XpoHi4HOIO TaCTPUTY Y XBOPUX Ha I[YKPOBHM J1a0eT 2 THUILYy Y 3aJI€XKHOCTI
B ix H.pylori-crarycy Ta ontumi3yBaTH JIIKyBaJIbHY TAKTUKY BEJCHHS XBOPHX Ha
H.pylori-acouiiioBanuii XpOHIYHUNA TacCTPUT y MOEAHAHHI 3 CYMYTHIM I[yKpPOBHM

niabeToM 2 TUIy IUISXOM BIUIMBY Ha JOJATKOBI NATOT€HETUYHI JIAHKU (POPMYBaHHS



ypakeHb HNUTYHKY Ha ()OHI LyKpoBoro aiabety 2 tumy. IlokazaHo, 1110 XBOpUM Ha
H.pylori-acouiiioBanuii XpoHIYHMI TracTpUT Ta CYMyTHIH IyKpoBHIl aiaber 2 TUmy
JOLJIBHO JOJATKOBO MpHU3HAYaTH eynaTuliH Ha (OHI CTaHAApTHOI MOTpPiiiHOI
AHTUXEIIKOOAKTEpHOI Teparii 3 MPOOIOTUKOM, IO J03BOJISE€ MIIBUIIUTH KIIHIYHY
€(EeKTUBHICTh JIKYBaHHS 13 JOCSITHEHHSM TPUBAJIOl KIIIHIYHOI peMicii, TOKpalluTH
CTaH BYTJEBOAHOTO OOMIHY, CHCTEMH OKCHJy a30Ty, aHTUOKCHUJAHTHOTO 3aXUCTy Ta
CJIM30BO1 000JOHKH HUTYHKY. OTpUMaHi pe3yibTaTH MalOTh TEOPETUYHE TA MPAKTHUYHE
3HAQUYEHHSI Yy HACTYNHHUX Taiy3sX MEAUIMHU: Tepamii, CIMEWHIA MeIUIInHI,
racTPOCHTEPOJIOT11, €HAOKPUHOJIOTI].

Pesyabtatu. LlykpoBuii niader 2 tumy € (QakropoM pHU3UKYy 0€300J50BOTO
nepediry ypaxeHs ractpoayoneHanbHoi 3001 (RR=2,92; 95%CI 1,18-7,26; p<0,05),
TOAL K LYKpOBUM Aiaber | Tumy € pakTopoM pU3MKY BUHUKHEHHS €HiracTpaibHOro
6onpoBoro cunapomy (RR=1,74; 95%CI 1,02-3,00; p<0,05). ¥V xBopUX Ha LIyKpOBUI
niabeT 2 TUIly 3pOCTa€ TaKOXK PU3UK 0€300Jb0BOTO IMepediry, 30KkpeMa, XpOHIYHOrO
ractputy (RR=4,70, 95%CI 2,57-8,60; p<0,05), mo BinOyBaeThcs 3a paxyHOK
cynyTHbO1 aiabetuunoi Heitpomnarii (RR=1,53, 95% CI 1,10-2,14; p<0,05). HasiBHicTb
LyKpoBOro aAiabetry 2 Tumy MiABUIIY€E PU3MK BUHHMKHEHHA H.pylori-nmo3utuBHOro
xponiuHoro ractputy (RR=1,29, 95%CI 1,04-1,59; p<0,05), sikuii, Ha BiAMIHY BiJ
H.pylori-HeraTuBHOro XpoHIYHOTO TaCTPUTY, ACOLIIOETHCS 13 3POCTAHHSAM YacCTOTH
eniractpaapHoro 6omo (RR=2,51, 95%CI 1,01-6,27; p<0,05) Ta cunapomy
HaaMipHoro OaktepianbHoro pocty (RR=1,71, 95% CI 1,28-2,30; p<0,05), sixuii y
CBOIO 4YEpry, XapaKTEPU3YEThCs MEpPEeBaKaHHAM Yy KIIIHIYHIM KapTHHI CUMIITOMIB
Meteopusmy (RR=3,27, 95%CI 1,48-7,20; p<0,05) Ta aynotu (RR=1,96, 95%CI 1,16-
3,32; p<0,05).

[TykpoBuil aiabet 2 TUIy y XBOPUX HA XPOHIYHHUM racTpuT — (aKkTop pU3HKY
MOTIPUIEHHSI 1X MEHTAJIBHOTO 3[0pOB’S 3a PaxyHOK IOKAa3HHMKIB MKUTTE3JATHOCTI
(RR=2,26, 95% CI 1,59-3,21; p<0,05) Ta comianbHoro (pynkuionyBanus (RR=1,27,
95% CI 1,06-1,53; p<0,05), a takox ¢izuunoro 3a0poB’s (RR=3,04, 95% CI 1,91-

4,86; p<0,05) 3a paxyHOK MOKa3HUKIB (HI3UYHO-POJIBLOBOTIO (DYHKIIIOHYBAHHS



(RR=1,90, 95% CI 1,50-2,39; p<0,05), dpizuunoro 6ot (RR=1,25, 95% CI 1,09-1,45;
p<0,05) Ta 3aranbpHoro cnpuiHarts 310poB’s (RR=1,30, 95% CI 1,09-1,57; p<0,05).

[Toennanns nosutuBHOro H.pylori-ctatycy ta 1mykpoBoro niabery 2 Tuiy
BUKJIMKA€E AUCOAIIAHC Y MPO- Ta aHTUOKCUJIAHTHIN cucTeMax: y cupoBartili kposi y 1,3
pasu (p<0,05) 3pocTtae akTUBHICTh Katana3u T1a y 1,3 pasu (p<0,05) migBuuryeThcs
BMICT OKHMCHO-MOJM(]IKOBaHUX OUIKIB, 1110 TMOTEHIIIOE PO3BUTOK E€HJIOTC€HHOT
IHTOKCHKAIII1 Ta CYyIPOBOIKYIOTHCS 301IBIIIEHHAM BMICTY MOJIEKYJI CEpEIHbOI Macu y
1,1 pa3u (p<0,05) nopiBHsHO 3 XBopuMHU Ha H.pylori-HeratuBHUil XpOHIYHUIA FaCTPUT
0€3 CymyTHBOTO IIyKpPOBOTO A1a0€eTy.

¥V nopiBHsIHHI 3 NalieHTaMH, 1o Maiau H.pylori-neraruBHuil XpoHIYHUI racTpuT
0e3 O3HaK NOpPYIIEHb BYIJIEBOJAHOIO OOMIiHY, HAWOUIbII BUpaXEHE 3pOCTaHHS Y
CUPOBATIl KpPOB1 TOKAa3HUKIB PE3UCTEHTHOCTI CIM30BOro Oap’epy LUIYHKY
cnocrepiraeTbcsi 'y xBopux Ha H.pylori-acouiiioBanuii XpOHIYHUN TracTpuT Ta
LyKpoBUH J1a0eT 2 Tuny: BMICT N-aleTuiHeHpaMiHOBOT KUCIOTH NIABULIY€EThCS Y 3,6
pasiB (p<0,05), byko3u —y 1,6 paziB (p<0,05).

H.pylori-no3uTuBHUN XpOHIYHUI racTPUT Y NOEIHAHHI 3 LIYKPOBUM J1a0€TOM 2
THUITYy ACOUIIOETHCS 3 MIABUIIEHHAM IPOIYKIIi HITPUTIB Ta AKTUBaLI€l0 3arajibHoi NO-
cuntazu y 5,0 pasziB (p<0,05) Ha ¢oH1 3pocTaHHS aKTUBHOCTI 1HAYHHOEnbHOT NO-
cuntazu y 7,9 pasis (p<0,05) Ta 3HmKeHHST KOHCTUTYTUBHUX NO-cuHTa3 y 2,7 pasiB
(p<0,05) y cupoBarii KpoBi y MOpiBHSHHI 3 XxBopuMH Ha H.pylori-HeraTuBHMiA
XPOHIYHUH TacTpUT 0€3 IyKpPOBOro J1adeTy 2 TUIy.

Ha ¢oni aHTHXenikoOakTepHOi Tepamii 3 MPU3HAYEHHAM MPoOIOTHKA
Saccharomyces boulardii (6a3ucHa Teparisi), BKJIIOYEHHS €YyMHaTIIHY 03BOJISE
JOCSITU KIIIHIKO-€HIOCKOMIYHOI pemicii y 86,1% xBopux Ha H.pylori-no3utuBHuii
XPOHIYHUHM TacTpUT Ta ILyKpoBHM niader 2 tumy npotu 62,9% cepea XBOpHX, LIO
npuitmManu Jmme OaszucHy Tepamito. PiBens epaaukauii H.pylori cranoButs 83,3%
npotu 77,1% BIANIOBIIHO.

V¥ xBopux Ha H.pylori-acouiiioBanuii XpOHIYHUI TacTPUT Ta IyKPOBUH 11a0deT 2
TUIY aJ IOBaHTHA Tepamis €ynaTtuliHoM Ha ()oHI 0a3MCHOTO JIKyBaHHSA J03BOJISIE

IIOCHUJIUTHU aHTI/IOKCI/II[aHTHI/Iﬁ 3axyUcCT, IIPO 1O CBiI[‘-II/ITB 3pOCTaHHA AKTHUBHOCTI



KaTana3u y cupoBaTii kpoBl y 1,2 pasu (p<0,05) Ta 3HMKEHHS BMICTY OKHCHO-
MoaudikoBanux OuUkiB y 1,2 pasu (p<0,05); miABUIIUTH PE3UCTEHTHICTH CIHU30BOT
OOOJIOHKM  LUIYHKY, IO CYHPOBOJDKYETHCS  3HM)KEHHSIM  IOKa3HUKIB  N-
aneTuiiHelpaMiHoBO1 KucinoTH y 3,2 pasu (p<0,05) ta dyko3u, He 3B’s13aHO1 3 OlIKamu,
y 1,8 pazu (p<0,05), siki CTaTUCTUYHO HE BIAPIZHSIOTHCS BiJl MOKA3HUKIB MPAKTUYHO
310pOBHX 0C10; mokpamutu crtaH cucreMd NO 3a paxXyHOK 3HM)KEHHS BMICTY Y
CUpOBATIIl KpoBi HITPUTIB Y 1,5 pa3u (p<0,05) Ta npurHiYe€HHs] aKTUBHOCTI 3arajibHO1
NO-cuntazu y 1,1 pasu (p<0,05) 3a paxyHOK 3MEHIIIEHHS MOTEHI1ATY 1HIYIUOETbHOI
NO-cuntazu y 1,2 pazu (p<0,05) Ta nigBuIleHHS aKTUBHOCTI KOHCTUTYTUBHUX NO-
cuntaz y 1,5 pasu (p<0,05) y nmopiBHsHHI 3 xBopuMmH Ha H.pylori-acouiiioBanuii
XPOHIYHUM TacTPUT Ta CYNyTHIM LyKpOBUHM Nia0eT 2 Tuiy, Kl npuiiManu Oa3uCcHY
Tepanilo.

Jlani O10XiMI4HI 3MIHM CYHPOBOKYIOTHCSI MOKPAIICHHSIM MOP(OJIOTTYHHUX
XapaKTEPUCTUK CIM30BOI OOOJIOHKM LUIYHKY Yy BHIVISIAI 3MEHLIEHHS ii 3amajbHOi
1H(UIbTpaNii, pIBHOMIPHOTO MOKPUTTS EMITEJIOLUTIB MOBEPXHEBUM ILIAPOM CIIH3Y,
30UTbLIEHHS TOBLIMHU CIM30BOi 000J0HKM 10 562,00£28,84 wmkM (mpoTH
453,10£10,79 wmxm go  mikyBaHHs  (p<0,05)) Ta mMOJIMIIEHHS  CTaHy
MIKPOLUUPKYJISITOPHOTO pycia, L0 XapaKTEPU3YEThCS BITHOBJIEHHSIM KPOBOTOKY B
apTepiojlax Ta JpiOHUX apTepisx, 3MEHILICHHSM SBUII BEHO3HOTO TMOBHOKPIB S,
MEePUBACKYJISIPHOTO HAOPSAKY Ta IUIa3MOLMTAPHOI 1H(UIBTpALli CTIHOK CYAMH.

BucHoBku. Y nucepraniiiHiii poOOTI HaBeJIEHE TEOPETUYHE y3arajJbHEHHS 1
HOBE BHpILIEHHS HAYKOBOI 3ajadi, 10 BUSBISIETbCS y PO3KPUTTI MATOT€HETUUHUX
MEXaHI3MIB PO3BUTKY XPOHIYHOI'O racTpUTy B 3aiexHocTi Biag H.pylori crarycy y
XBOPHUX Ha LIYKPOBHM 1a0€T 2 TUIY Ta yAOCKOHAJIEHHI JIIKyBaJbHOI TAKTUKH BEICHHS
TMAIE€HTIB 13 TAHOK CUHTPOMIELO.

KuarouoBi cioBa: XpoHIYHMI TacTpuT, IyKPOBUIl Aiaber 2 Tumy, eynaruliH,

aHTUXETIKOOAaKTEpHA Teparis, pe3UCTEHTHICTh CIIM30BOT 000JOHKH ILTYHKY.
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Actuality. Attention to the problems of comorbid pathology has been arising for
the past decades. Diabetes mellitus type 2 and its complications are still in the focus of
doctors and scientists all over the world. According to the different data, up to 90% of
patients with diabetes mellitus suffer from gastrointestinal symptoms, which highlight
the strong association between diabetes mellitus and gastrointestinal pathology. There
is a wide range of known various functional and structural changes of stomach resulted
from diabetes mellitus. However, it is still unknown if disturbances of the carbohydrate
metabolism influence the course of chronic gastritis. Considering insufficient clinical
outcomes of some usual treatment strategies in patients with type 2 diabetes mellitus,
including standard antihelicobacter therapy, it is necessary to develop new therapeutic
approaches to the treatment of chronic gastritis in patients with concomitant type 2
diabetes mellitus taking into account possible specific pathogenetic pathways in case
of such comorbidity.

The aim of the study — based on the study of clinical and pathogenetic
peculiarities of syntropy, to enhance the efficacy of Helicobacter pylori-associated
chronic gastritis treatment in patients with type 2 diabetes mellitus by eupatilin addition
to the triple antihelicobacter therapy with probiotic.

Research objectives: to detect the clinical peculiarities of disorders of upper
gastrointestinal tract in patients with type 2 diabetes mellitus in comparison to those
with type 1 diabetes mellitus; to conduct the analysis of clinical and endoscopic
changes in patients with chronic gastritis depending on the presence of concomitant

type 2 diabetes mellitus and H.pylori, to detect if there is the influence of H.pylori and



small intestinal bacterial overgrowth on the clinical symptoms; to investigate the state
of antioxidant system and endogenous metabolic intoxication in patients with chronic
gastritis depending on the presence of concomitant type 2 diabetes mellitus and
H.pylori; to study the resistance of stomach mucosal barrier and morphological
changes of gastric mucosa in patients with chronic gastritis depending on the presence
of concomitant type 2 diabetes mellitus and H.pylori; to assess the changes in nitric
oxide system in patients with chronic gastritis depending on the presence of
concomitant type 2 diabetes mellitus and H.pylori; to investigate the influence of such
comorbidity as chronic gastritis and type 2 diabetes mellitus on psychoemotional and
physical state of patients using the scale SF-36; to substantiate the relevance of
eupatilin prescription to the standard triple antihelicobacter therapy in patients with
H.pylori-associated chronic gastritis and concomitant type 2 diabetes mellitus.

Research methods: general clinical examination of patients, an assessment of
mental and physical health with SF-36 questionnaire; biochemical investigations —
fasting glucose, glycosylated hemoglobin, oxidatively modified proteins, N-
acetylneuraminic acid, fucose not bound to proteins, molecules of average mass,
nitrites, activity of catalase, general, constitutional and inducible nitric oxide synthases
in the blood serum, fecal antigen of H.pylori; instrumental investigations — hydrogen
breath test with glucose, upper endoscopy with one-moment pH-metry and biopsy.
Histological samples of stomach mucosa were studied using morphometry technique
(mean thickness of mucosa, depth of gastric pits, ratio of parenchymal to stromal
components of gastric glands). The examination was performed before the treatment,
in one month, and 3 months after the treatment.

Scientific novelty of the results. Further investigation of clinical course of
chronic gastritis associated with type 2 diabetes mellitus was performed. The
peculiarities of chronic gastritis pathogenesis in patients with diabetes mellitus type 2
were studied and compared to those with type 1 diabetes mellitus and subjects with no
signs of carbohydrate metabolism disturbances regarding their H.pylori-status and

presence of small intestinal bacterial overgrowth.



It was established for the first time that clinical spectrum of gastrointestinal
symptoms in patients with chronic gastritis and diabetes mellitus type 2 is significantly
defined by H.pylori-infection and small intestinal bacterial overgrowth. The research
shows that combination of such factors, as diabetes mellitus type 2 and H.pylori
infection may potentiate the imbalance in nitric oxide system, weaken the antioxidant
defense system, decrease resistance of stomach mucosal barrier, induce metabolic
endogenous intoxication. We improved for the first time that association of chronic
gastritis and diabetes mellitus type 2 leads to decreased quality of life of patients, not
only through psychoemotional state worsening but also through marked physical state
deterioration.

The substantiation of eupatilin prescription was further developed in patients
with H.pylori-associated chronic gastritis and diabetes mellitus type 2. The option for
antihelicobacter therapy optimization was proposed with the addition of probiotic and
eupatilin. Such combination of drugs allows to affect pathogenetic mechanisms of
stomach mucosal injury in patients with H.pylori-associated chronic gastritis and
diabetes mellitus type 2.

The practical value of the results: the scientific investigation provided the
opportunity to detect clinical, endoscopic, and pathogenetic peculiarities of chronic
gastritis in patients with concomitant diabetes mellitus type 2 depending on their
H.pylori-status and to optimize the therapeutic approach of managing the patients with
H.pylori-positive chronic gastritis and diabetes mellitus type 2. The last was achieved
by influence on additional pathogenetic pathways of stomach mucosal injury in case
of concomitant diabetes mellitus type 2. Eupatilin addition to the standard triple
therapy is a rational treatment option in patients with chronic H.pylori-associated
gastritis and concomitant diabetes mellitus type 2, which induces the clinical efficacy
of therapy with longstanding clinical remission and allows to improve carbohydrate
metabolism, the state of nitric oxide system, antioxidative defense, state of stomach
mucosa. The obtained results have theoretical and practical importance in the next
fields of medicine: internal medicine, family medicine, gastroenterology,

endocrinology.



Results. Diabetes mellitus type 2 is the risk factor for painless course of
gastroduodenal disorders (RR=2.92; 95%CI 1.18-7.26; p<0.05), while diabetes
mellitus type 1 is the risk factor for epigastric pain syndrome (RR=1.74; 95%CI 1.02-
3.0; p<0.05). Diabetes mellitus type 2 increases the risk for painless chronic gastritis
in particular (RR=4.70, 95%CI 2.57-8.60; p<0.05) due to the diabetic neuropathy
(RR=1.53, 95% CI 1.10-2.14; p<0.05). Diabetes mellitus type 2 also increases the risk
of H.pylori-associated chronic gastritis (RR=1.29, 95%CI 1.04-1.59; p<0.05), with the
elevated frequency of epigastric pain (RR=2.51, 95%CI 1.01-6.27; p<0.05), and small
intestinal bacterial overgrowth (RR=1.71, 95% CI 1.28-2.30; p<0.05), in which
meteorism (RR=3.27, 95%CI 1.48-7.20; p<0.05) and nausea (RR=1.96, 95%CI 1.16-
3.32; p<0.05) are predominantly reported.

Additionally, diabetes mellitus type 2 is a risk factor for mental health worsening
with an influence on vitality (RR=2.26, 95% CI 1.59-3.21; p<0.05) and social
functioning (RR=1.27, 95% CI 1.06-1.53; p<0.05) subscales, as well as physical health
worsening (RR=3.04, 95% CI 1.91-4.86; p<0.05) with an influence on role physical
(RR=1.90, 95% CI 1.50-2.39; p<0.05), bodily pain (RR=1.25, 95% CI 1.09-1.45;
p<0.05) and general health (RR=1.30, 95% CI 1.09-1.57; p<0.05) subscales in patients
with chronic gastritis.

The association of positive H.pylori status and diabetes mellitus type 2 induces
marked changes in antioxidant system: the activity of catalase increases 1.3 times more
(p<0.05), rate of oxidatively modified proteins — 1.3 times more (p<0.05), which
potentiates endogenous intoxication and results in the rise of average mass molecules
content 1.1 times more (p<0.05) compared to the patients with H.pylori-negative
chronic gastritis without diabetes mellitus.

The most pronounced elevations of mucosal barrier resistance serum markers
were observed among the patients with H.pylori-associated chronic gastritis and type
2 diabetes mellitus: level of N-acetylneuraminic acid increased 3.6 times more
(p<0.05) and fucose — 1.6 times more (p<0.05) in comparison to the patients with

H.pylori-negative chronic gastritis without type 2 diabetes mellitus.



H.pylori-positive chronic gastritis and type 2 diabetes mellitus are associated
with the rise of blood serum nitrites level and activation of general NO-synthase — 5.0
times more (p<0.05) due to the increased activity of inducible NO-synthase — 7.9 times
more (p<0.05) and decreased activity of constitutional NO-synthases — 2.7 times less
(p<0.05) in comparison to the subjects with H.pylori-negative chronic gastritis without
type 2 diabetes mellitus.

Eupatilin prescription additionally to the antihelicobacter therapy with probiotic
Saccharomyces boulardii (basic therapy) allows to achieve clinical and endoscopic
remission among 86.1% of patients with H.pylori-associated chronic gastritis and type
2 diabetes mellitus vs 62.9% in patients, who underwent only basic therapy. H.pylori
eradication levels are 83.3% vs 77.1% accordingly.

In patients with H.pylori-associated chronic gastritis and type 2 diabetes
adjuvant eupatilin therapy added to the basic treatment enhances antioxidative defense
through blood serum catalase activity increase 1.2 times more (p<0.05), level of
oxidatively modified proteins decrease 1.2 times less (p<<0.05); improves the resistance
of stomach mucosal barrier through N-acetylneuraminic acid decrease 3.2 times less
(p<0.05), fucose — 1.8 times less (p<0.05) that statistically do not differ from the
readings of healthy individuals; improves the state of NO system by nitrites level
decrease 1.5 times less (p<0.05) and suppression of general NO-synthase activity 1.1
times less (p<0.05) due to the reduction of inducible NO-synthase potential 1.2 times
less (p<0.05) and increase of constitutional NO-synthase activity 1.5 times more
(p<0.05) in comparison to the patients with H.pylori-associated chronic gastritis and
concomitant type 2 diabetes mellitus who underwent only basic therapy.

These biochemical changes are accompanied by improved morphological
characteristics of stomach mucosa: decreased inflammatory infiltration, uniform
superficial mucous layer on epitheliocytes, thickening of the mucosa up to 562.0+28.84
mcm (vs 453.10£10.79 mcm before the treatment, p<0.05), and improved state of
microcirculation, which was characterized by the restoration of blood supply in small
arteries and arterioles, leveled plethora in venules, decreased perivascular edema and

plasmocytic infiltration of blood vessels walls.



Conclusions. The thesis represents theoretical generalization and a new solution
to the scientific problem that manifests itself in the disclosure of the pathogenetic
mechanisms of chronic gastritis considering H.pylori status in patients with diabetes
mellitus type 2, and shows the approach to the improvement of the therapeutic schemes
for the patients with such syntropy.

Key words: chronic gastritis, type 2 diabetes mellitus, eupatilin, antihelicobacter

therapy, resistance of stomach mucosa.
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