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Mertoro nociipkeHHss OyJi0o Ha OCHOBI KOMIUIEKCHOI OI[IHKM BEre€TaTUBHOTO
CTaTyCcy TAaIll€HTIB 13 XPOHIYHUM [AHKPEATUTOM Ta MWOro B3a€MO3B'SA3KIB 13
napamMeTpaMu KJIHIYHOTO mepediry, GyHKIIOHAIBHOTO CTaHy IMiANLTYHKOBOI 3aJI03H,
€HJOTOKCHKO3Y, TPO(POJIOTIYHOIO CTATYCY, SIKOCTI KHUTTS 1 ICUXOEMOLIMHOTO CTaHy
XBOPUX MIABUIIUTH €PEKTUBHICTH MPOTOKOJIBHOTO JIKYBAaHHS HUISIXOM J0JIATKOBOTO
BKJIFOUEHHS JI0 HbOI'O BET€TOCTAOUTI3YIOUHX 1 KOMIUIEKCHUX O10peryiiitHuX 3aco01B
JUTSI KOPEKI[iT BCTAHOBJICHUX MOPYIIEHb.

VY nocnimxkenHi npuitHsaio ydacth 100 maiieHTiB 13 XpOHIYHUM MAHKPEATHUTOM
(XIT) mo3a 3aroctpeHHsiM. KoHTposbHy rpyny ckiianu 20 npakTUYHO 3J0pOBUX OCI0,
CIIIBCTaBHMX 3a BikoM 1 ctartio. IlamieHTn Oynmm oOCTeXeHI 3a JOIMOMOTOIO
CTaHAAPTU30BaHUX 3arajbHOKIIHIYHHUX, JJAOOPATOPHUX (EPUTPOLUTH, TeMOTIO00IH,
JEUKOUUTH, aOCOMIOTHA Ta BIJHOCHA KIJIBKICTh TIPaHYJOIUTIB, JiMQOIIUTIB,
MOHOIIMTIB, JeikoruTapaa ¢opmyina, [IIOE, mapamerpu kormporpamu), 610XiMIYHUX
(TIroKo03a, 3araibHUM, IPSIMUN Ta HeNpAMUI OUTipyOiH, 3aranbauil 0utok, AJIT, ACT,
3arajJbHUMN XOJIECTEPUH, CEPEIHLOMOJIEKYIISIPHI MENTHUIU 13 MAKCUMYMOM TTOTJIMHAHHS
npu noBxkuHax xBUib 254 uM (CII-254) 1 280 am (CII-280), mupkynodi iMyHHI
komiiekeu (ILIIK)), imynodepmenTHux (dekabHa a-ejactaza), aHTPOIOMETPUYHUX
(IMT), iactpymentansuux (Y3]] 113, kopoTKOiHTEpBaJIBHMIA 3amUC BapiaOEIbHOCTI

cepuieBoro purmy (BCP)), cortionoriunux (aHKETyBaHHsI) Ta CTATUCTUYHUX METO/IIB.



Bbyno BcraHoBieHO HacTymHI ocoOmuBOCTI KimiHiuHOro mepediry XII na Tl
aucdyHkIii aBToHOMHOT HepBoBOi cucteMu (AHC): y 85 % ob6cTexkeHux 3a MIKajaor
Beitna BusiBieHo o3Haku aucyskiii AHC, mo cympoBOKyBaJlOCh J1OCTOBIPHO
HwkunM  (P<0,01) piBHeM yciX mOKa3HUKIB sikocTi kHUTTS (S0K) mopiBHSHO 3
KOHTpOJIeM, BUpaxkeHUM HeripoTusmoM (y 1,97 pasa Buiie), BepXHiM piBHEM ITOMipHOT
peaktuBHoi (PT) Ta ocobucticnoi (OT) TpusosxknocTi (y 1,60 Ta 1,55 paza BianoBigHoO),
CyOKITIHIYHO BUPAKEHOIO TPUBOTOIO Ta Aenpeciero (y 1,82 ta 1,57 paza). BcranoBneno
nocroBipao Hmxkunid (P<0,01) piBeHb (YHKIIOHAIBHUX PE3€PBIB 3a 3arajabHOIO
MOTYXHICTIO criekTpy (Ha 51,0 %), ananTamiiiHoro noreniiany 3a ITAPC (ua 77,2 %),
[0 3TIHO 13 JaHUMHU KOPEJSIIIHHOIO aHajdidy HEraTUBHO TI03HAYAEThCA Ha
NICUXOEMOIIIMHOMY CTaHI Malli€HTIB, MOCWIIOETHCS 31 30UTBIIEHHSIM BIKY, TPUBAIOCTI
nepediry XII 1 mpu3BoauTh 10 NOrIMOJIEHHS €K30KpHHHOI HemoctaTHocTi [13.
JloBeneno, mo y maiieHTiB 13 XII HasBHA CXMJIBHICTH /10 CHUMIIATHKOTOHII, IO
miaTBepKyeThes AocToBipHUM (P<0,01) 3poctanHsm amrutityau moau (y 1,42 pasa
CTOCOBHO KOHTPOJIIO), 1HJIeKCY Hanpy>keHHs (y 1,87 paza), cmiBBinnomenns LF/HF (y
1,40 pa3za), TeHACHITIEIO JO 3MEHIIIEHH BapiailiitHoro po3maxy (Ha 6,1 %). Jlunamika
inaexkcy Kepno ta kopemsuii Awmo, [H 13 TpuBamictio nepediry XII cBiguath mpo
KOMIIGHCATOpPHY akTuBaliio cummaruuHoro Biygauty AHC 13 xponizariero
3axBoproBaHHs. [lepeBaxkaHHs MAaTONOTTYHUX PeaKI[iii reMOJAMHAMIKHA Ha TIPOBEICHHS
KJIIHOOPTOCTATUYHOI MPOOM Ta aCMMIIATUKOTOHIYHA BEreTaTMBHA PEAKTUBHICTD, 3a
nanumu BCP, Bka3yroTh Ha BUCHAXEHHS KOMIIEHCATOPHUX MEXaHI3MIB PeryJsilii
BEreTaTUBHOI'O TOHYCY Y nauieHTiB 13 XII.

KoncraroBano gocroBipuuii (p<0,01) BIJIMB BereTaTUBHUX 1 ICUXOCOMATHYHUX
nopymieHb Ha kiaiHIYHUN Tepebir XII (Ha OCHOBI BCTaHOBIIEHHUX B3a€MO3B’S3KIB
cymapHoro mokasHuka mkamu GSRS i3 3HaueHHsMm mkanu Beitna (r=0,349),
napaMeTpaMH McuxoJoriynoro 3mo0pos’s 3a SF-36 (r=-0,551), PT ta OT (r=0,469 Ta
r=0,558), etipotuzmy (r=0,460), TpuBoru ta aemnpecii 3a HADS (r=0,596 Ta r=0,575)).
Hassnicte nucdynkiuii AHC y nanientis 3 XII cynpoBomKyBanach NOpyueHHIMU
0oOMiHYy pPEYOBHH: aHeMi€ro, rinonpoTeineMito, rinepriikeMi€ero Ta

rinepxoJjiecTepuHemMiero. 3HUKEHHS (PYHKIIOHAIBHUX PE3EepBIB Ta ajanTalliifHOTOo



noteHuiany y namieHTiB 3 XII 3a BCP npusBoaute 10 nornmbienHs TpodoaoriyHol
HEJIOCTaTHOCTI (Kopemsiii piBHA TemornoOiny Tta Oinmky 3 TP (r=0,235, p<0,05,
r=0,341, p<0,01) 1 ITAPC (r=-0,273, p<0,01, r=-0,234, p<0,05), xonecrepuny 3 TP Ta
IH (r=-0,199, r=0,207, p<0,05). Kopensiii MapkepHUX MOKa3HUKIB iIHTOKCcHKaIlii 13 TP,
ITAPC, 3nauenHsM mkanu BeitHa cBimyaTh npo BILIMBOBICTH aucOamancy AHC na
NOPYIICHHS METa0OJIYHUX MpoIleciB. BcTaHOBIIEHO, 1110 €K30KPUHHA HEAOCTATHICTD
I13 mpu XII (3a BMicTOM (eKaTbHOI 0-€JIacTa3M) MOTJIMOIIOETHCS 13 TTOCHIICHHSIM
cumnarukoToHii (3a IH) (r=-0,283, p<0,01).

HoBeneno Tsoxuuilt kiaiHIyHUNA niepeOir XI1 marieHTiB 13 HiABUILEHOIO MAacO0
TiJIa Yy TIOPIBHSHHI 13 TAKUMH 13 HOPMaJIbHOIO Macor (3a HmxkuuM (P<0,01) BmicTom
dekanbHOI a-enacta3u Ha 21,6 %, BuIuM cymapaum 0ajgom korporpamu — Ha 23,7 %
Ta piBHEM MapKepHUX MOKAa3HHUKIB €HJ0TOKCUKO3Y 1 3ananenHs (3a CI1-254 —na 17,5
%, CI1-280 — na 21,8 %, LIIK — Ha 10,2 %, p<0,01, JIII Kansd-Kamida — na 30,1 %),
OUTBIII BUPAXKCHUM 3HIKEHHSAM (DyHKIIIOHANBHUX pe3epBiB 3a TP (Ha 15,3 %, p<0,05);
OUIbII YacTUM MIABUIIECHHSAM BMICTIB TUIFOKO3U J10 cTaHy mnpeaiadery 1 LIJ1 2 tumy,
XOJIECTEPUHY — J0 cTaHy rinepxonectepuneMii). st ocid 3 XI1 31 3HUKEHOIO MacOIO
T1J1a XapaKTepHI HAUTSKY1 OPYIIEHHS €K30KpUHHOI (PpyHKIIT [13, HaltHM k4Kl p1BEeHb
dbyHKIIOHATBPHUX pe3epBiB 3a TP, HaWOIbII 3HAYHI MOPYLIEHHS aJanTaliiiHuX
nporeciB 3a [IAPC 1 cxunmbHicTh 10 cuMmmatukoToHii 3a LF/HF, a Takox Oinbir
BUPaXEHUI €HJAOTOKCHUKO3 y MOPIBHAHHI 3 0cO0aMU 3 HOPMaJIbHOK Macoro Tija (3a
CII-254 na 16,9 %, CII-280 na 21,0 %, LIK na 13,7 %, p<0,01). ¥ nauienTis 3 XII 13
nigBumeHuM 1 3HmxeHuM IMT  KoHcTaryBanum mnepeBakaHHS TyMOpPabHO-
METa0OJIIYHOrO 1 3MEHIIIEHHS] YaCTKU HEpPBOBOTo KoMrnoHeHTy BCP, a Takox OiibId
BUpPaXEHI TICHXOEMOIIIHI Ta BETeTAaTUBHI TOPYIICHHS 3a IIKalow BeiHa i
napamMeTpaMH MCUXOEMOIIIITHOrO CTaHy MAll€HTIB CTOCOBHO TAKUX 13 HOPMAaJIbHUM
IMT.

BcranoBneno HasBHicTh mpu XII mo3a 3aroCTpeHHSIM XPOHIYHOTO Mal0aK-
THUBHOTO 3aIaJbHOTO MPOIIECy (32 HE3HAYHUM 3CYBOM JICUKOIIUTAPHOT POPMYJIH BIIIBO,
0 CYNPOBOIKYBAJIOCh BHIIMM piBHEM HanuykosaepHux neutpodinis, IIOE,

HIKYUM BMicTOM eo3uHodiB (P<0,01) 1 mmdonuti (p<0,05) BITHOCHO KOHTPOJIIO,



Oib11 BucokuM BMicToM y KpoBi CI1-254 — na 41,9 %, CI1-280 — na 54,3 %, I{IK — Ha
67,1 %, p<0,01); 3a JIII Kansd-Kamnida y 37 % obctexxennx Bussieno CEI nerkoro, y
29 % — cepelHbOr0 CTYNEHS TSKKOCTI; BCTAHOBJICHO IepeBakaHHsA HecrenupiuyHol
3axXUCHOI peakiii opieHTyBaHHs Y 38 % y malli€eHTiB, HECIPUITIUBI 3aXUCHI PEaAKIIil —
y 26 %. Bce ne crano oOrpyHTYBaHHSIM JOIUIBHOCTI MOCHJIEHHS MPOTOKOJIBHOTO
JIKYBaHHS BBEJCHHSM 3acO0IB, sIKi O ONTHMI30BYBAJIM 3aBEPIICHHS 3alaJICcHHS SK
3aXUCHOI peakIiii OpraHiamy.

['pyna 3 34 namieHTiB oTpuMyBaia 3aranbHonpuiiHaTe jdikyBanns (311JI) 3rigxo
13 KJIIIHIYHUM J1arHO30M 1 3anporioHoBaHuM MO3 Ykpainu npoTokosaom (Hakas Ne 638
Bix 10.09.2014 p.): ¢epmenTH, 1Hr1OITOPH MNPOTOHHOI MOMIIM, CHA3MOJITHUKHU 1/a00
NPOKIHETUKU MPU HASBHOCTI BIAMOBIAHMX CKapr. Y ApyTid rpymi, mo Bkitodana 33
MAalI€HTH, MPOTOKOJbHE JIIKYBaHHS OyJI0 MIACUJIEHE 3aco00M TIHKIo O1100M
(memorutant) o 1 Ta6. 40 mr 3 pa3u Ha 700y Kypcom oAuH Micsib. byio chopmoBaHo
TaKoX TpeTio rpymy 3 33 ocib, siki okpim 3I1JI Ta Memoruianty, oAepKyBaiu Kypc
oloperymsmiiinoi tepamii (BPT): momopauka kommosutym mo 1 ammymi 2,2 Mo
BHYTPIIIHBOM 5130B0 2 pa3u Ha TwkaeHb Ne 10, tpaymens C mo 1 ammymi 2,2 mi
BHYTPIITHBOM 5130B0 uepe3 aeHb Ne 10 Ta Hpropekcan 1o 1 tab. 3 pa3u Ha 700y Kypcom
oJIUH Micsib. Yepe3 6 MicAlliB YacTUHI Mali€HTIB apyroi rpynu (N=21) mpoBoauBCs
aHAJIOTIYHUH TIOBTOPHUI KypC JIKYyBaHHS IpernapaTtoM rHKro 0i100u, Tpethoi (N=20)
— Mmemorutanty ta bPT.

JloBeeHO MOIIIBHICTD TOAATKOBOTO MiJICUIIEHHS MPOTOKOoJIbHOI Teparnii XIT i3
cynytHboto auchyHkuiero AHC BereroctabunizyrouuM 3acob0M TiHKro Oinoda i
kypcoMm BPT: BiHOBIEHO HOPMOTOHIIO 3a noka3HuKamMu BCP, mokparnieHo peakiiito
Ha OPTOCTa3 MPU BUKOPHCTAHHI MEMOIUIAHTY 1 HOPMAJi30BaHO — MPH JOJATKOBOMY
npuenHanHi  kKypcy bBPT; pocarHyto 3pocTaHHs aganTaliiHOTO MOTEHIIamy,
(GyHKITIOHATBPHUX PE3EepPBIB 1 MOKPAIICHHS] BET€TaTUBHOI PEryJsilii 3a BiICOTKOBUM
cknagom criektpy BCP — B o6uaBox rpymnax. Lle cnpusiio 611bIn 3HAYHIN MO3UTUBHIN
nuHaMinil kiiHiyHoro nepediry XII 3a mkanoro GSRS cTocoBHO Takoi i BIUIMBOM
3IUI: B cepennboMy OIliHKA 3HM3MWIACH Ha 22,2 % B mepuiid rpymi, 39,9 % — B apyrii

1 50,9 % — B TpeTiii, 1OCATHYTO OUIBII 3HAYHE MOKpalieHHs: komroHeHTiB S0K 3a SF-



36: dizuunmit 3pic Ha 15,96 % y mepmiii rpymi, 37,59 % — B apyriit Ta Ha 60,60 % — B
TpeTiit rpymi, ncuxonoriuanii — Ha 23,78 %, 53,78 % Ta 86,94 % BiamoBigHO.
BinOynacek Ouibin eeKTUBHA KOPEKIIiS MICUXOEMOIIMHUX MOPYIIEHB: Y MEPIii IpyIi
PT ta OT 3nm3mnuck Ha 13,21 % Ta 11,45 % BigmoBigHO, HelipoTu3m — Ha 19,61 %,
TPUBOTa 3MIHWJIACH /10 CYOKIiHIYHOI (Ha 16,36 %), nenpecis —Ha 7,06 %, y rpymi 3111
ta MeMmorutant: PT, OT Ta HeHpOTU3M 3MEHIIWIUCH 10 HUKHBOI MEXI MOMIPHOTO
piBas Ha 23,58 %, 19,36 % Ta 33,21 % BiAmoBimHO, TpUBOTA Ta JEMpeEcCis — M0
HOpMalibHOTO piBHA (Ha 25,52 % Ta 16,20 %). Ilpuennanns kypcy BPT copusiio
3HmkeHHI0 OT 10 HMKHBOI MEXKI1 MOMIPHOTO piBHS, HOpManizaiii PT, Helipotusmy,
TPUBOTHU Ta JENpecii, MoKa3HUKK 3MeHmmIach Ha 29,09 %, 34,36 %, 46,52 %, 39,06
% Ta 28,33 % BignoBigHOo. Bxmtouenus o 3I1JI memoruiaHTy CympoOBOIKYBaIOCh
TEHJEHIIE€IO0 10 OIBII 3HAYHOT'O 3pOCTaHHS PiBHS (PEKAIBHOI 0-€J1aCTa3! y MOPIBHIHHI
13 3I1JI, 611b111 BUpakeHOO TMHAMIKOIO 1HAMKaTopHuX noka3HukiB CEI (p<0,05 mono
HIK Ta p<0,01 momxo CII-254 1 CII-280). JomarkoBuii kypc BPT 1ie 6iibIe mocuims
€()EeKTUBHICTb JIKYBaHHS, 110 IPOSBISUIOCH Y JOCTOBIPHO BHUIIIOMY PIBHI O-€JlacTa3u
BigHocHO rpymu 3I1JT (p<0,01), Ginbin gieBoMy 3HMXKEHHI eHa0ToKcHKo3y (P<0,001),
a TAKOX MOKpAIlleHH] mapameTpiB TPodOIOriYHOTO CTATYCy.

JloBeneHO 3a pe3ynbTaTaMu PIYHOTO MOHITOPUHTY cTaHy marieHTiB 3 XII 13
muchynkuiero AHC, 110 KOMITJIEKCHE BIIHOBHE JIIKYBaHHS 3 BKJIIOUEHHSM IMpernapaTy
TIHKrO OUI00M CHpPUSUIO 3MEHIIEHHIO KUIBKOCTI 3aroctpeHb Ha 17,76 %,
rocmitamzamii — Ha 5,11 %, CKOPOTWIIO CEpelHI0 TPUBAIICTh TOCHITaTi3aiii Ha
10,0 %, p<0,05, a npu momaTkoBomy mnpueaHaHHi Kypcy BPT Ha3BaHl Mmoka3HHMKHU
3MEHIWIUCh BignoBiaHo Ha 37,5 %, 12,0 % Ta 33,8 %, p<0,01. Ilpuegnanus mo
JIKyBaHHSl BEreTocTadiizyrouoro 3acol0y TiHKro 01106u 1 ocobmuBo kypcy BPT
CIPHSIO TIO3UTUBHIM JTUHAMIIll BETETaTUBHHUX IOPYIICHB, IO CYIPOBOKYBAIOCH
3MEHIICHHSIM TacTpoeHTeposoriyaux ckapr 3a GSRS (cymapHa oIfiHKa 3HHU3WIACH
BiAmoBiaHo Ha 8,67 % 17,50 %, p<0,01).

TakuM YHMHOM, TPOBEACHI JOCTIIHPKEHHS TPU3BEIM 1O TEOPETUYHOTO
y3araJdbHEHHS 1 HAyKOBO-TIPAKTUYHOTO BHUPIMICHHS 3aBIAHHSA  IABUIICHHS

e(eKTUBHOCTI JIIKyBaHHs 1 peadutitamii namienTiB 3 XII 13 nucynkmiero AHC noza



3aroCTPEHHSM 13 MiJCHIICHHSM MIPOTOKOJIHOT Teparii BereTocTadini3younM 3acoo0oM
rigkro 6i106u ta kypcom BPT Ha 0CHOBI OIIHKK KJIIHIYHOTO MEpediry Ta TUHAMIKA
J1a00paTOPHO-THCTPYMEHTAIILHUX TTapaMEeTPiB.

Haykosa moeusna ompumanux pesynrbmamie. Bmepiie BCTaHOBICHO
ocobmuBocti auchyukiii AHC mpu XII B 3amexnocti Binm IMT mnarieHTiB Ta
KJIIHIYHOTO Tiepediry 3axBopioBaHHs. [lornmmbiieHO maToreHeTUdYHi YSABJIEHHS IIOJI0
BIUTMBY BereTaTWBHOI AMCyHKLII Ha ¢yHKioHansHuil cran [13, mapamerpu
€HJI0TOKCHKO3Y, Tpodosoriynoro crarycy, S0K ta ncuxoemomuiiiHuii cTaH NaIll€HTIB.
JIOMOBHEHO HAyKOB1 JaHl WMIOA0 OOTSHKYBAJIBHOTO BIUIMBY MOPYIIEHH KUPOBOTO
oOMIHYy, 3amalibHOro Tporecy Ha KimHiyHUKA nepedir XII: y mnamieHTiB 13
MOHATHOPMOBHUM 1HJIEKCOM MacH TiJla 1 HABHUM XPOHIYHUM 3alaJibHUM IPOIIECOM
BUSIBJICHO TSKYHMM CTYIHIHb €K30KPUHHOI HEJOCTATHOCTI, OUIBII YacTe IiJIBUILIECHHS
PIBHS IJIIOKO3U Ta 3arajbHOr0 XOJIECTEPUHY MOPIBHSAHO 3 0c00aMU 13 HOPMaJIbHOIO
Macolo.

Brnepiie 3amponoHoBaHO, OLIHEHO Ta JIOBEICHO JOIIBHICTH JOAATKOBOTO
BKJIFOUEHHSI JI0 MPOTOKOJBHOTO JiKyBaHHA manieHTiB 3 XII ta guchynkuiero AHC
BEreTOCTa0LII3yI04oro mpemnapaTry TiHKro Outo0M Ta KOMOIHAIil OloperyisiiiHuX
3ac00iB 3a aBTOPCHKOIO CXEMOIO Ha OCHOBI ITO3UTHBHOI JWHAMIKHA KJIIHIYHHUX
CUH/IPOMIB 3aXBOPIOBaHHS, €HIOTOKCUKO3Y, PyHKITIOHANIBHOTO cTany [13, mapamerpis
TPO(OJIOTIYHOTO CTAaTyCy, MOKPAIICHHS MCUXOEMOIIIHHOTO CTaHy Ta SIKOCTI KHUTTA
naiieHTiB. Bnepiie noBeneHo eheKTUBHICT 3aIIPOITOHOBAHUX JIIKYBAJIBHUX MPOTpaM
JUISL TOCSITHEHHSI CTAaOLIBbHOI peMicii 3aXBOPIOBaHHS MPOTSATOM POKY 3a KUIBKICTIO
3arocTpeHb, ToCHiTaIi3allii, CepeIHHOI0 TPUBAICTIO €301y rOCIiTai3allli, SKICTO
KUTTS Ta TICKUXOEMOIIIHHUM CTaHOM TAIlIEHTIB.

Ilpaxmuune 3nauenHs 00epicanux pe3yibmamis. 3amporOHOBAHO MiACUICHHS
MPOTOKOJBLHOTO JiKyBaHHS mnauieHTIB 13 XII mo3a 3arocTpeHHSIM Ta CYIyTHHOIO
muchynkiiero AHC 3aco6om rinkro 0imobu (Memorutant) mo 1 tab. 3 pasu Ha 700y
KypcoM OJMH Micsalb. Jig mamieHTiB 13 Ouibll Bupaxkenow auchynkuiero AHC ta
€K30KpUMHHOIO HefocTaTHICTIO [I3 3amponoHOBaHO BKIIIOYEHHS [0 MOMEPEAHBOI

nikyBanpHOT mporpamu  kypcy BPT (tpaymens C, MoMOpaAMKa KOMIIO3UTYM,



HBIOPEKCAaH) 3a  3alpOolNOHOBAaHOI  aBTOPCHKOIO  METOJIMKOK.  PesymbpraTi
AUCEepPTAIIfHOTO JOCTI/PKEHHSI BIPOBA/HPKEHO Y HABYAJIBHUN MPOIEC 1 MPAKTHKY
JTKYBaJIbHO-TIPO(MUIAKTUYHUX 3aKJIaJIB Y KpaiHH.

Knouosi cnosea: XpOHIYHMI TMaHKpeaTUT, aBTOHOMHA HEPBOBA CHCTEMA,
BapiaOeNbHICTh CEPIIEBOIO0 PUTMY, OloperyisiliiHa Teparis, BEreTocTablI3younii

nmpenapar T'iHKro 611001, KOMIUIEKCHE JIIKyBaHHs 1 pealiiTaris.

ABSTRACT

Sabat Z. I. Clinical and pathogenetic features of autonomic dysfunction in
chronic pancreatitis, optimization of the treatment and rehabilitation complex. —
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The aim of the study was to increase the effectiveness of protocol treatment
based on a comprehensive assessment of the autonomic status of patients with chronic
pancreatitis and its interrelationship with the parameters of the clinical course, the
functional state of the pancreas, endotoxicosis, trophological status, quality of life and
the psycho-emotional state of patients by including vegetatostabilizing and complex
bioregulatory agents in it to correct the identified disorders.

In the study participated 100 patients with chronic pancreatitis (CP) who were
treated on the outpatient basis. The control group consisted of 20 practically healthy
individuals of comparable age and gender. Patients were examined using standardized
general clinical, laboratory (erythrocytes, hemoglobin, leukocytes, absolute and
relative number of granulocytes, lymphocytes, and monocytes, leukocyte formula,
erythrocyte sedimentation rate (ESR), coprogram parameters), biochemical (glucose,
total bilirubin, direct and indirect bilirubin, total protein, ALT, AST, total cholesterol,



medium molecules during photocolorimetry at a wavelength of 254 nm (MM-254) and
280 nm (MM-280), circulating immune complexes (CIC)), immunoenzymatic (faecal
a-elastase), anthropometric (body mass index), instrumental (ultrasound of the
pancreas, heart rate variability (HRV)), sociological (questionnaire) and statistical
methods.

The following features of the clinical course of CP against a backdrop of
dysfunction of the autonomic nervous system (ANS) were established: in 85 % of
examined patients, according to the Wayne questionnaire, signs of ANS dysfunction
were found, which was accompanied by a significantly lower (p<0.01) level of all
indicators of quality of life compared to controls, expressed neuroticism (1.97 times
higher), upper level of moderate reactive (RA) and personal (PA) anxiety (1.60 and
1.55 times, respectively), subclinical anxiety and depression (1.82 and 1.57 times,
respectively). A significantly lower level (p<0.01) of functional reserves was
established in terms of the total power (TP) of the spectrum (by 51.0 %) and the
adaptation potential for an indicator of the activity of regulatory systems (IARS) (by
77.2 %), which, according to the data of the correlation analysis, negatively affects the
psycho-emotional state of patients, intensifies with increasing age, the duration of the
course of CP and leads to deepening of exocrine pancreatic insufficiency. It has been
proven that patients with CP have a tendency to sympathicotonia, which is
accompanied by a significant (p<0.01) increase in mode amplitude (Amo) (1.42 times
higher compared to the control), stress index (SI) (1.87 times), ratio LF/HF (1.40
times), a tendency to decrease in the range of variation (by 6.1 %). The dynamics of
Kerdo's index and the correlations of Awm,, SI with the duration of CP indicate
compensatory activation of the sympathetic division of the ANS with the chronicity of
the disease. The predominance of pathological hemodynamic reactions to the
clinoorthostatic test and asympathicotonic autonomic reactivity, according to HRV
data, indicate the depletion of compensatory mechanisms for the regulation of
autonomic tone in patients with CP.

A reliable influence (p<0.01) of autonomic and psychosomatic disorders on the

clinical course of CP was established (based on the relationships of the total score of



the GSRS scale with the value of the Wayne scale (r=0.349), parameters of
psychological health according to the SF-36 (r=-0.551), RA and PA (r=0.469, r=0.558),
neuroticism (r=0.460), anxiety and depression according to the HADS score (r=0.596
and r=0.575)). The presence of ANS dysfunction in patients with CP was accompanied
by metabolic disorders: anemia, hypoproteinemia, hyperglycemia and
hypercholesterolemia. A decrease in functional reserves and adaptation potential in
patients with CP according to HRV leads to a deepening of trophic insufficiency
(correlation of hemoglobin and protein levels with TP (r=0.235, p<0.05, r=0.341,
p<0.01) and IARS (r=-0.273, p<0.01, r=-0.234, p<0.05), cholesterol with TP and SI
(r=-0.199, r=0.207, p<0.05). Correlations of marker indicators of intoxication with TP,
IARS, and the value of the Wayne scale indicate the influence of the imbalance of the
ANS on the disturbance of metabolic processes. It was established that the exocrine
insufficiency of the pancreas in CP (according to fecal a-elastase content) deepens with
increasing sympathicotonia (according to Sl) (r=-0.283, p<0.01).

A more severe clinical course of CP in patients with increased body weight
compared to those with normal weight was proven (by 21.6 % lower fecal a-elastase
content, p<0.01, higher total coprogram score — by 23.7 %, p<0.01, the level of marker
indicators of endotoxicosis and inflammation (for MM-254 — by 17.5 %, MM-280 —
by 21.8 %, CIC — by 10.2 %, p<0.01, LIl Kalf- Kalif — by 30.1 %), a more pronounced
decrease in functional reserves in terms of total spectrum power (by 15.3 %, p<0.05);
more frequent increase in glucose to the state of prediabetes and type 2 diabetes and
cholesterol to the state of hypercholesterolemia). People with CP with reduced body
weight are characterized by the most severe impairment of the exocrine function of the
pancreas, the lowest level of functional reserves according to TP, the most significant
Impairment of adaptation processes according to the IARS indicator, and a tendency to
sympathicotonia according to LF/HF, as well as more pronounced endotoxicosis
compared to individuals with normal body weight (for MM-254 by 16.9 %, MM-280
by 21.0 %, CIC by 13.7 %, p<0.01). In patients with CP with increased and decreased
BMI, a predominance of the humoral-metabolic and a decrease in the share of the

nervous component of HRV, as well as more pronounced psychoemotional and



autonomic disorders according to the Wayne scale and parameters psychoemotional
state of patients in relation to those with normal body weight.

The presence of a chronic low-active inflammatory process without an
exacerbation of CP was established (by a slight shift of the leukocyte formula to the
left, which was accompanied by a higher level of band neutrophils, ESR, a lower
content of eosinophils (p<0.01) and lymphocytes (p<0.05) compared to the control,
more high content of MM-254 — by 41.9 %, MM-280 — by 54.3 %, CIC — by 67.1 %,
respectively); according to LIl Kalf-Kalif, 37 % of the examined had the syndrome of
endogenous intoxication (SEI) of mild severity, and 29 % — of moderate severity; the
predominance of a non-specific protective reaction of orientation was established in
38 % of patients, the unfavorable protective reactions — in 26 %. All this became the
justification for the feasibility of strengthening the protocol treatment by introducing
agents that would optimize the termination of inflammation as a protective reaction of
the body.

A group of 34 patients received protocol treatment (PT) according to the clinical
diagnosis and the protocol proposed by the Ministry of Health of Ukraine (Order No.
638 of 10.09.2014): proton pump inhibitors, enzymes, antispasmodics and/or
prokinetics in the presence of relevant complaints. In the second group, which included
33 patients, the PT was enhanced with a course of the vegetostabilizing drug ginkgo
biloba (memoplant), used 1 tab 3 times, a course of one month. A third group of 33
people was also formed, who, in addition to PT and memoplant, received a course of
complex bioregulatory therapy (BRT): momordica compositum (1 ampoule 2.2 ml
intramuscularly 2 times a week Nel0), traumeel S (1 ampoule 2.2 ml intramuscularly
every other day No. 10) and neurexan (1 tab 3 times a day, course one month) according
to the proposed scheme. After 6 months, part of the patients of the second group (n=21)
underwent a similar repeated course of treatment with the drug ginkgo biloba
(memoplant), the third (n=20) — memoplant and BRT.

The expediency of additional use in the protocol therapy of CP with
accompanying autonomic dysfunction of the vegetostabilizing agent ginkgo biloba and

a course of BRT has been proven: normotonia according to HRV indicators has been



restored, the reaction to orthostasis has improved with using a memoplant, and
normalized — with the additional joining of the BRT course; an increase in adaptation
potential, functional reserves and improvement of autonomic regulation in terms of the
percentage composition of the HRV spectrum was achieved in both groups. This
contributed to a more significant positive dynamics of the clinical course of CP
according to the values of the scales of the GSRS questionnaire in relation to those
under the influence of PT: on average, the total dynamics according to the
questionnaire was 22.2 % in the first group, 39.9 % in the second and 50.9 % in the
third, a more significant improvement was achieved in both the physical and
psychological components of the quality of life according to SF-36: the physical
component increased by 15.96 % in the first group, by 37.59 % in the second and by
60.60 % in the third group, psychological — by 23.78 %, 53.78 % and 86.94 %,
respectively. There was a more effective correction of psychoemotional disorders: in
the first group, RA and PA decreased by 13.21 % and 11.45 %, respectively,
neuroticism — by 19.61 %, anxiety changed to subclinical (by 16.36 %), depression —
by 7.06 %, in the PT and memoplant group: RA, PA and neuroticism decreased to the
lower limit of a moderate level by 23.58 %, 19.36 % and 33.21 %, respectively, anxiety
and depression — to the normal level (by 25.52 % and 16.20 %). Additional inclusion
of the BRT course contributed to the reduction of PA to the lower limit of a moderate
level, normalization of RA, neuroticism, anxiety and depression, indicators decreased
by 29.09 %, 34.36 %, 46.52 %, 39.06 % and 28.33 %, respectively. The inclusion of
memoplant in the PT was accompanied by a tendency to a more significant increase in
the level of faecal a-elastase in comparison with the PT, more pronounced dynamics
of SEI indicators (p<0.05 in relation to CIC and p<0.01 in relation to MM-254 and
MM-280). An additional course of BRT further enhanced the effectiveness of the
treatment, which was manifested in a significantly higher level of a-elastase compared
to the PT group (p<0.01), a more effective reduction of endotoxicosis (p<0.001), as
well as an improvement in parameters of trophic status.

Based on the results of monitoring during the year of the condition of patients

with CP with autonomic dysfunction, it was proven that complex restorative treatment



including the drug of ginkgo biloba contributed to a reduction in the number of
exacerbations by 17.76 %, hospitalizations by 5.11 %, and reduced the average
duration of hospitalization by 10.0 %, p<0.05, and with the additional addition of the
BRT course, these indicators decreased by 37.5 %, 12.0 % and 33.8 %, respectively,
p<0.01. Joining the treatment the vegetostabilizing drug ginkgo biloba and especially
the course of BRT contributed to the positive dynamics of vegetative disorders, which
was accompanied by a decrease in gastroenterological complaints according to the
GSRS (the total score decreased by 8.67 % and 7.50 %, respectively, p<0.01).

Scientific novelty of the obtained results. For the first time, the features of ANS
dysfunction in CP were determined depending on the patients' BMI and the clinical
course of the disease. The pathogenetic concepts regarding the influence of autonomic
dysfunction on the functional state of the pancreas, parameters of endotoxicosis,
trophic status, quality of life and psychoemotional state of patients are deepened.
Added scientific data on the aggravating effect of lipid metabolism disorders, the
inflammatory process (according to leukocyte indices of blood) on the clinical course
of CP: in patients with an excess body mass index and an existing chronic inflammatory
process, a more severe degree of exocrine insufficiency of pancreas, a more frequent
increase in the level of glucose and total cholesterol compared to with individuals of
normal weight.

Thus, the conducted research led to a theoretical generalization and a scientific
and practical solution to the task of increasing the effectiveness of treatment and
rehabilitation of patients with CP with ANS dysfunction outside of an exacerbation
with the inclusion in the protocol therapy of the vegetostabilizing agent ginkgo biloba
and a course of BRT based on the assessment of the clinical course and the dynamics
of laboratory and instrumental parameters.

For the first time, the expediency of including in the protocol treatment of
patients with CP and ANS dysfunction the vegetostabilizing drug ginkgo biloba and a
combination of bioregulatory agents according to the author's scheme was proposed,
evaluated and proven, based on the positive dynamics of clinical syndromes of the

disease, endotoxicosis, the functional state of the pancreas, parameters of trophic



status, improvement of the psycho-emotional state and quality of life of patients. For
the first time, the effectiveness of the proposed treatment programs for achieving a
stable remission of the disease during the year was proven in terms of the number of
exacerbations, hospitalizations, average duration of the hospitalization episode, quality
of life and psycho-emotional state of patients with CP.

Practical significance of the obtained results. It is proposed to include in the
protocol treatment of patients with CP without exacerbation and concomitant
dysfunction of the ANS the drug ginkgo biloba (memoplant) 1 tab 3 times a day, a
course of one month. For patients with more pronounced ANS dysfunction and
exocrine pancreatic insufficiency, it is suggested to include in the preliminary treatment
program a course of BRT (traumel C, momordica compositum, neurexan) according to
the author's proposed method. The results of the dissertation research have been
introduced into educational process and the medical practice of the medical and
preventive institutions of Ukraine.

Key words: chronic pancreatitis, autonomic nervous system, heart rate
variability, bioregulatory therapy, vegetostabilizing drug ginkgo biloba, complex

treatment and rehabilitation.
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