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SUMMARY. Introduction. All processes in the stomach,which
are under the influence of Hp ,are systemic in reaind show a direct
pathogenic effect on the kidneys in patients whihoaic kidney disease
(CKD). The aim was to study the dynamics of the systemic andlloca
content of prostaglandin E2 in patients with chedkidney disease stage
Il and lll, due to a long course of chronic recutrpyelonephritis with
the presence erosive and ulcerative lesions ofstbenach under the
influence of mukohenM aterials and Methods. The study has involved
105 patients with CKD Stage II-lll, due to a longucse of chronic
pyelonephritis with the presence Hp-negative (anth wthe previous
eradication of the pathogen) erosive and ulcerdéismns of the stomach
(EULS) with preserved secretory function and pasewith EULS
without CKD. Patients with CKD were conducted exzation and
treatment according to clinical protocols of repatients, were examined
glomerular filtration rate (GFR) and daily level pfoteinuria. The level
of indicators PG E 2 was performed in serum, urigstric juice of
patients and assessed by immunoenzymatic metiRedults and
Discussion. We proved the positive influence of mukohen, whicani-
fests itself at the local (stomach, kidneys) andegal (blood) levels.
Conclusions. Pathological changes in combination of CKD stag#l Il
and EULS have interdependent progressive charactBne positive
effect of mukohen, which manifests itself on thedlo(stomach, kidneys)
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and on a general (blood) levels can be succesdiglyl in treatment of
patients with CKD, combined with erosive lesionghsd stomach.

Key words. chronic kidney disease, chronic pyelonephritis,
prostaglandin E erosive and ulcerative lesions of the stomach,
mukohen.

Introduction. Today it is known that prostaglandins (PG),
including Pgg,Pg,, are able to contribute to the rehabilitation of
damaged gastric mucosa (GM) that positively infeeenon the
morphological changes, regression of rebuilding ngea, the
proliferative activity of epithelial cells and thaepth of occurrence of
Helicobacter pylori (HP) — simultaneously affectveeal elements of
pathogenesis [1, 6, 7, 12, 13].

All processes in the stomach ,which are underrfaance of Hp,
are systemic in nature and show a direct pathogsfact on the kidneys
in patients with chronic kidney disease (CKD).

The damaging effects of aggressive systemic fadtanease and
cause acceleration of progression of CKD with tiere@asing degree of
it. [4, 13].

The increase of the excretion of inflammatory med® is
observed in patients with CKD with the presence epbsive and
ulcerative lesions of the stomach (EULS) - renalosganoids
(prostaglandins and thromboxanes), arachidonic , adigstamine,
bradykinin and others. Some of them, especially,PgEhances mucus
in GM and some other effects that are widely disedsin the literature
and cause conflicting conclusions [1, 3, 7, 8, 16].

A respond of mucous membrane of renal pelvises @am$ on
pathogenic properties of microorganisms, as durmadpnization of
gastric mucosa with Hp, are characterized by aitiva of
proinflammatory cytokines of blood (precursor ofaeridonic acid),
macrophages (mast cells or labrocytes), lymphocytesitrophils and
monocytes, which promotes the expression of inflateny mediators -
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renal prostanoids (prostaglandins including prdatatjn E2 and
thromboxane), arachidonic acid [9, 14, 15].

Renal prostanoids (prostaglandins and thrombojaaes
involved in regulating renal hemodynamics, tubtifansport of ions and
renin secretion. In addition, they can be activaigpants as mediators
of inflammation by the action of damaging factorgsflammatory
substances, toxic changes at CKD) [2, 3, 4, 9].

Two forms of cyclooxygenase(COG)are expresseddrkitineys:

1. Structural (COG - 1).

2. Induced (COG - 2).

COG - 1 is synthesized in the body constantly undermal
conditions and provides production of prostoglandgt, Pg, that are
improving the protective properties of gastric neecd/, 9].

COG - 2 is produced during the inflammation in ldrge quantities.
It provides a synthesis of proinflammatory prosaaglins, causing its
characteristic features — vasospasm of microcitimraexudation in the
inflammatory focus, pain and fever [5, 8, 9, 10].

Consequently, there is a close relationship betweerdevelopment
of erosive and ulcerative gastroduodenal lesiond progression of
CKD. It should be noted that the progression ofhbpathological
processes are interrelated, Hp infection causesimbear of systemic
effects (activation of proinflammatory cytokineg@optosis, selection of
biologically active substances that enhance iscaemypoxia of the
affected tissue, activation of the hemostatic pdatéevel) that detect
pathogenic effects on kidneys and progression oDCRn the other
hand, kidney disease, especially in reducing thaiction, are reduced
the processes of COX-1 activation, resulting inucsdi production of
prostaglandins, which are important to support dotal and systemic
hemodynamics in normal and, in particular, taket jparprotecting the
stomach from aggression factors (increased mucusarbdmnate
excretion, etc.). [5, 10, 13, 16].

The aim was to study the dynamics of the systemic and lomatent
of prostaglandin E2 in patients with chronic kidroigease stage Il and
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lll, due to a long course of chronic recurrent pyephritis with the
presence erosive and ulcerative lesions of the atbmunder the
influence of mukohen.

Materials and Methods. The study has involved 105 patients with
CKD Stage lI-1ll, due to a long course of chroniefmnephritis with the
presence Hp-negative (and with the previous ertéditaf the pathogen)
erosive and ulcerative lesions of the stomach \piéserved secretory
function and patients with EULS without CKD. Amonige examined
patients,there were 56 men and 49 women with tleefeom 27 to 60
years. There were also examined 20 healthy indalgdof the similar
age. The control group was consisted of patienth we presence of
CKD -1l without EULS (29 people). Patients wedivided into 2
groups: the first group was consisted of 39 padienith EULS and
without CKD; Il group - 37 patients with CKD stadklll with the
presence EULS before treatment. Patients were @emimbefore the
treatment and after 3 weeks of treatment with mekoMucohen was
taken by one tablet 3 times a day 30 minutes behmreneal.

The clinical picture, radiological and endoscopiataj results
histopathological study of biopsies of the gastnigcosa were taken into
concideration during the verification of diagno&bILS. Patients with
CKD were conducted examination and treatment adogrtb clinical
protocols of renal patients, were examined glonaerdiltration rate
(GFR) and daily level of proteinuria.

The level of indicators PG,Evas performed in serum, urine, gastric
juice of patients and assessed by immunoenzymadtbod using com-
mercial test - kits (Kit) company "Assay Designs;.I', USA. The serum
samples were centrifuged at 1500 rev. / min. fed&0ninutes. Separat-
ed serum was taken and used in immunoferment arafj2icon” num-
ber 01391409).

The data processed statistically using Studergrait. All indica-
tors were presented as mean values from their mean (M £ m). Sig-
nificant was considered difference at p <0.05.
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Results and Discussion. As a result of the study it was revealed
that in patients of the first group, decreasedl¢vels of Pgk in serum
(720,02 + 14,23 pg / ml), which was credible congparwith
corresponding indicators in a group of healthy vwidiials (12.01 pg
1050.10 + / ml) (p <0.05) and control group (1038+311.04 pg / ml).

Dynamics of indicators of second group was simaliad during its
assessment it was discovered a credible reductioRgé& in serum
(respectively 625.44 + 13.21 pg / mL) compared vad¢lalthy indicators
data (p <0.05) and control group (p <0.05) andemddi of the first group
(p <0.05). PgEkcontent in blood of patients of the control gralig not
differ from the norm (p> 0.05). Due to the conddctecatment with
inclusion of mkohen in patients of groups | andldvels of Pgk in
blood significantly increased in comparison witle ttorresponding data
before treatment (I group - 839.47 + 12.34 pg /amdl group Il - 10.32
pg 898.04 + / ml), where in both cases (p <0.05).

In evaluating the indicators of Pgk gastric juice was found it's
probable decline in patients of | and Il groups doef treatment
(respectively 7506.13 and 8927.41 + 13.21 + 1386 ml) (p <0.05)
compared with norm and control (respectively 13406,13,411.17 +
3.12 and 12.35 pg / ml). This indicates that thealadeficit of Pgk
accompanies EULS can’'t be corrected without the ma&ohen. As a
result of a treatment was noted a significant iaseeof Pgkin gastric
juice in | and Il groups after 3 weeks of treatm@rit,256.44 + 12,55ph /
ml and 11134,05 = 12,15 pg / ml), which was crezlibbmpared with
indicators of patients before treatment (p <O.@ki, still far from the
norm.

Results of the study of PgEcontent in the urine of patients
showed a possible decline of this indicator in grag of all groups (I
group - 480.19 + 12.38; group Il - 13.51 and 501 dd@ntrol group -
643.41 + 13.22 pg / mL) versus healthy (814,02+183g / ml) (p
<0.05). But it should be noted that after treatmeith the inclusion of
mukohen, PgkEcontent in the urine of patients increased (rebgady in
the above mentioned groups - 698.14 + 12,11ph b8%;79 £ 9,87 pg /

44



OPUT'THA/IbHI CTATTI 3 KJIIHIYHOI HE®POJIOI'II

ml and 732,34 £ 10,99 pg / ml), which was credibtempared to th
relevant data of these groups of patients studegdreé adding mukohe
treatment (p <0.05). In the studied patients ajrbup after 3 weeks ¢
treament were determined positive changes in the c-intestinal tract
(from 56, 8 + 3.12 ml / min. 69,1+ 4 to 87 ml / mias well as reducin
the daily proteinuria ( from 1.59 + 0.12 to 0.83040 ml / min.) (g
<0.05). This demonstrates absence of nve impact of mukohen c
renal function.

When conducting the study of linear correlationsMeen the studie
parameters was revealed a direct correlation degyeed between tr
content of PgEkin blood and GFR (r = 0,58) (p <0.05), which protest
with decreasing og GFR due to progression of CKD, redpoeduction
of local Pgk by kidneys, which reduces its admission to the gl
bloodstream.
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In addition, we found a direct correlation betwélem level of PgkE
of gastric juice and Pgkof blood (r = 0, 67) (p <0.05). We revealed a
strong inverse correlation dependence between atalie of Pgk of
urine and daily proteinuria levels (r = -0, 78)<{.05). This proves that
progressive kidney damage is accompanied by aag®uf general and
local PgE.

Therefore, the study of dynamics of Bgtontent in blood, gastric
juice and urine of patients showed that with thespnce of EULS,
content of local (in gastric juice) and general Pg& significantly
reduced. Lack of its content in the organism hetps maintain
inflammation and worsens local regeneration. Imgpdd with CKD stage
lI-11l in our study was observed an expressed stgatof content of PgE
of urine and blood serum which also indicates tingpsession of local
recovery processes in kidneys and in the wholerisga In patients
with chronic kidney disease II-lll degree due toe tipresence of
morphological (sclerosis) and functional disord#gsreases a production
of PgEk by kidneys. Consequently are compounded ischehaages of
kidney vessels, are supported the processes amnihation, as described
above, that is causing the progression of CKD.

In this way, pathological changes with combined CKiage II-Il
and EULS have interdependent progressive charactércontribute to
deepening of pathological lesions in the stomachiarkidneys. Due to a
strong positive effect of mukohen, as shown in study, which appears
on the local (stomach, kidneys) and on a genetab@) levels, due to
entering of unchanged drug in into the bloodstredm,can be
successfully used in treatment of patients with CKidmbined with
erosive lesions of the stomach.

Conclusions
1. In case of EULS, a content of local (in gastricg) and general
PgEk is significantly reduced.

2. In CKD patients stages lI-lll, is marked an exgesk shortage

of PgE2 content in urine and blood serum.
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3. Pathological changes in combination of CKD stalgkl land
EULS have interdependent progressive character.

4. The positive effect of mukohen, which manifestglit on the
local (stomach, kidneys) and on a general (bloedgls can be
successfully used in treatment of patients with Cli€Bmbined
with erosive lesions of the stomach.
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PE3IOME

BII/IUB MYKOI'EHY HA TUHAMIKY
IHNPOCTATIJIAHIAUHY E, Y XBOPUX HA XPOHIYHY
XBOPOBY HUPOK II-III CTAIII 3 HASABHICTIO
YPAKEHDb IIVTYHKOBO-KHIHIKOBOI'O TPAKTY

3yo JI. O., Kywmnip JI. /., Biecannuxk B. B., /laxno A. I.
(Yepnisyi)

Bceryn. Bei nporiecu, 1o Bia0yBaroThCs y NITYHKY T BiiiBoM Hp
MarOTh CUCTEMHUH XapakTep Ta NPOSBIISIIOTH Oe3M0cepeHI MaTOTeHHUM
BILJIUB Ha HUPKHU y XBOPUX Ha XPOHIUHY XBOpoOy HUpOoK. MeTa. BuBuntu
IUHAMIKY CHCTEMHOTO Ta JIOKaJbHOTO BMICTy mpocTtarmaHauHy E, vy
XBOpPUX Ha XpoHIUHY xBopoOy Hupok Il ta |l Cctaxii, oOymoBieHy Tpu-
BaJIUM MEPeOIrOM XPOHIYHOTO PEIUAUBYIOYOTO TIE€TOHEPPUTY 3 HASABHI-
CTIO €pO3MBHO-BUPA3KOBHUX Ypa)K€Hb IUIyHKA IiJl BIUIMBOM MYKOTEHY.
Marepian ta meroau. Ooctexxeno 105xBopux Ha XXH -l cTanii,
OOYMOBJIECHY TpUBAJIUM TMEPeOIrOM XPOHIYHOTO TMi€JOHEPPUTY 3
HasBHICTIO Hp-HeraTuBHUX (Ta 3 MOMEPEIHBOIO0 €PAIUKALIIE€I0 IIHOT0 30Y-
JTHUKA) €pO3WBHO-BUPA3KOBUX YpPaKeHb IUIYHKA 13 30€pEeKEHOI0 CEKpe-
TopHoto (yHkIiero Ta xBopux 3 EBYIII 6e3 XXH. [Ipu Bepudikarii aia-
rHo3y EBVYIII BpaxoByBanacs KiIiHIYHA KapTUHA, PEHTTEHOJOTIYHI Ta
€HJIOCKOITIYH1 JaH1, pe3yJbTaTH MaTOTICTOJIOTIYHOTO JOCHIKEHHS 01011-
TaTiB CJIM30BOi 000JI0HKHU nuTyHKa. [lamientam 3 HasiBHicTIO XXH mpo-
BOJIMJIOCS OOCTEKEHHS Ta JIIKYBaHHS 3T1JIHO KJIIHIYHUX MPOTOKOJIB HEd-
POJIOTIYHHUX XBOPUX, O0OB’SI3KOBO JOCHIKYBaJIM MIBUJKICTh KITyOOUKO-
BO1 ¢iabTpamii (ILIK®) Ta piBeHb 1000BOi mpoTeiHypii. PiBeHb BMICTY
noka3HukiB PgE, npoBoammm y cupoBariii KpoBi, cedl, IIJTYHKOBOMY COIII
MAaI€HTIB Ta OIIHIOBAIM 3a JOTOMOTOI IMYHO(EPMEHTHOTO METOY.
PesyabTaTH Ta iX 00roBopeHHs. /[OBEIEHO MO3UTHUBHUN BILUIMB MYKO
T'CHY, KU TPOSBIIIETHCS HAa MiclieBoMy (IIIJTYHOK, HUPKH) Ta 3arajbHO-
My (kpoB) piBHsIX. BucHoBkH. [laTtosoriuni 3Minu npu noeaHanai X XH
[-IIT cranii Ta EBYII MaTh B3a€eMOOOYMOBIIIOIOUHMM TPOTPECyIOUUid
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xapakrtep. [lo3uTuBHA A1 MYKOTE€HY, sIKa MPOSIBISETHCS Ha MICLIEBOMY
piBHI (IIIYHOK, HUPKH) 1 Ha 3arajibHOMY (KpOB) JIO3BOJISIE 3 YCIIXOM BHU-
KOPUCTOBYBATU JIaHUI MpenapaT Ipu JiKyBaHHI xBopux Ha XXH, moenu-
HaHY 3 €pO3UBHUMM yPAKCHHSIMU IUTyHKA.

Knrwuoei cnosa. xpoHiuHa XBopoOa HUPOK, XPOHIUHUM T1€JTOHE-
¢bpuT, mpoctarnanauH E,, epo3uBHO-BUPA3KOB1 ypaKEHHS MITyHKA.

PE3IOME

BJAUAHUE MYKOI'EHA HA IMHAMUKY
MPOCTAIJIAHAUHA E2 Y BOJIbHbIX XPOHUUYECKOM
BOJIE3HBIO ITOYEK |-l CTAAUN C HAJIMYUEM
MOPAKEHUMH KEJTYJJOUYHO-KUIIEYHOI'O TPAKTA

3yo JI. 0., Kywmnup JI. /., Buecannuk B. B., /laxno A. U.

Beryniienune. Bee mpoliiecchbl, KOTOpbIE OCYLIECTBIISIIOTCS B ¥Ke-
JTyaKe noj BausgHueM Hp UMErT CUCTEMHBIN XapaKTep U BBISBISIIOT He-
MOCPEJICTBEHHOE MATOT€HHOE BIIUSIHUE HA MOYKHU y OOJIbHBIX XPOHUYEC-
Kot 6oJsie3Hbt0 nouek. Lleab. M3yunTh quHaMUKy CUCTEMHOTO U JIOKAJIb-
HOT'O cojiepKaHus MpocTtariaHauHa E, y OOIbHBIX XpOHUUYECKOH 001e3-
b0 mouek |l u Il cTaguu, koTopas 00ycioBlIeHa JIUTEIHHBIM TEUCHU-
€M XPOHUYECKOT'0 PEHUANBUPYIONIET0 MUEToHedpUTa ¢ HATUYHEM dPO-
3UBHO-S3BEHHBIX MMOPAKEHUI JKEJIyJIKa MO/ BIMSHUEM MyKoreHa. Mare-
puaa u meroabl. O6cinenoano 105SmammentoB ¢ XbBII -l ¢ Tagun,
O0OYCIIOBJICHHYIO JUIUTEIbHBIM TEUCHUEM XPOHUYECKOTO PEIUIUBUPYIO-
mero nuesoHedpuTa ¢ HamumuueM Hp-HeraTUBHBIX (M ¢ TIpeIBapUTEIIb-
HOM 3pajuKanuell 3TOro Bo30yAHMTENs) SPO3UBHO-SI3BEHHBIX MMOPaKCHHM
KETyJAKa ¢ COXpPAaHCHHOW CeKpeTOpHOW (yHKIMEH W OOJIBHBIX C 3PO-
3UBHO-S3BEHHBIMU TTOpakeHUsIMU xemyaka 0e3 XbII. s Bepudukarun
JIMAarHO3a 3PO3MBHO-S3BCHHBIX MOPAXKEHUN KEITyJKa YUUTHIBAIU KIUHH-
YECKYI0 KapTUHY, PEHTT€HOJOTUYECKHE U SHJIOCKONMYECKUE TAaHHBIE, pe-
3yJbTaThl MATOTUCTOJIOTUYECKOTO HCCIICIOBaHUsI OMONTATOB CIU3UCTOM
obomouku xkenmyaka. [larmentam ¢ Hammunem XbBII mpoBoguiock obcrie-
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JOBaHUE U JICUCHHUE COTJACHO KIIMHUYECKUX MPOTOKOJIOB Hedpoioruyec-
KUX OOJIbHBIX, 0053aTEIbHO HMCCIEA0BAIN CKOPOCTh KIIYOOUKOBOM (DHITH-
TpalMy U ypoOBEHb CyTOYHOM mpoTtennypuu. Conepxxkanue PgE, uccie-
JIOBAJIM B CBIBOPOTKE KPOBH, MOYH, KEIYJOYHOM COKE MAIMEHTOB U Olle-
HUBAJIU C TIOMOIIbI0 UMMYHO(PEPMEHTHOTO MeToa. Pe3yabTaThl U 00-
cy:kaeHre. J[0Ka3aHO MOJIOKUTEIIBHOE BIWUSHUE MYKOT€Ha, KOTOpPOE
IPOSIBIIIETCS HA MECTHOM (3KeJyIOK, IOUYKH) U 001eM (KpOBb) YPOBHSX.
BoiBoawbl. [laTonmornueckue nsmenenus npu couerannu XbII II-1II cra-
JIUW ¥ DPO3UBHO-SI3BEHHBIX MOPAXKEHUHN KETyJIKa UMEIOT B3aUMOOOYCII0-
BJIIMBAKOIIMK XapakTep. [I03UTUBHOE BIMSHUE MYKOI€Ha, KOTOPOE IMPO-
SBJIICTCS Ha MECTHOM YpoBHE (KEIyIOK, TIOYKH) U Ha o0IIeM (KpoBb)
AT BO3MOXHOCTh C YCIIEXOM HMCIIOJIb30BaTh JTAHHBIN Mpenapar mpu Jie-
yeHnu 00mbHBIX ¢ XBII, coueTanHyio ¢ 3pO3UBHBIMU MOPAKCHUSIMHU JKe-
Ty Ka.

Kniouegvie cnosa:. xponnyeckas 00j1€3Hb MOYEK, XPOHUUECKUN TTHE-
noHedpur, npocTariaiguH Eo, 5po3WBHO-SI3BEHHbIC TTOPAKEHUS KETy-
Ka.
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Karasor: F:\APN-22\dockx
[a6oH: C:\Users\T\AppData\Roaming\Microsdffla6noarn\Normal.dotm
3arooBoK: VK 616
3micT:
ABTOD: Taras Nykula
Kirouogi cropa:
[pumiTku:
JlaTa cTBOpeHHs: 21.06.2012 15:46:00
Kinbpkictb 30epexeHb: 481
JlaTa 30epeKeHHS: 24.06.2016 15:54:00
306epexeHo: T
IToBHuii yac pemarysanns: 11 228xs
JHata apyky: 13.09.2016 11:15:00
[Tix 9ac OCTaHHBOTO APYKY

CTOPIHOK: 13 @abi.)

CIIiB! 80 228 f1abmn.)

CHUMBOJIIB! 45 731 f1abn.)



