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Vcnonbzosatue anturpombordeckux cpeacts (ATC) urpaer BakHYIO POJib B IIPELYPEKACHUN YTPOKAIOIINX
SKUBHU KapAnOBAacCKyJIsipHbIX ocyoxHennit. K coxxanennio, npumenenne ATC accoruupyercst ¢ NMIUPOKOM CIIEKTPOM
He’KeJIaTeIbHbIX PEaKIIUii CO CTOPOHBI ITUIIEeBAPUTEbHON cucTeMbl. [ToBceMecTHOE, HEYKIIOHHO PACTYIIEE UCTIOTTh-
soBatue ATC nenaer aty npobseMy oHON U3 HarboIee aKTYaIbHBIX [/ COBPEMEHHON MEANIMHBIL.

Iesb vcceOBaHUs — U3YUKMTh XapaKTep IMOBPEKIEHHs UIIEBAPUTENbHON CUCTEMbI Y GOJIbHBIX, IIPHHUMAB-
mux ATC.

Marepuan u merozabl. O6cienosaiu 672 6osbhbiX, 91,0% MysKun, 46,7+17,4 jieT ¢ UBMEHEHHUSIMK CO CTOPOHbI TTH-
IEBAPUTEIBHOI cCTeMbl, BO3HUKIMMU Ha one npuema paziandibix ATC. M3 nux: 71 noctynus 1714 jgedenus noce
skenyouHo-KunredHoro (JKK)-kpoBoredenust, octajbHbie — B CBSI3U ¢ HAIMYMEM 5Kai00 CO CTOPOHBI MTHIEBAPUTETIHON
CHCTEMbI WJIN BBISIBJICHUSI 9PO3UBHO-SI3BEHHBIX UBMEHEHU TTUIIEBAPUTETIBHON CUCTEMbI B PE3yJIbTaTe 9HIOCKOINYe-
ckoro nccnenosatust. Ouenusani: ncrounnky YKK-kposoreuerus, xapakrep a0, 9HA0CKOINUYECKYI0 KapTHHY B 3a-
BUCHMOCTH OT niprema pasiinutbix ATC (HusKue 03bl aclmpuHa, BapdaprH, KJIOnuaarpest, fadurarpat, pusapokcabat,
HU3KOMOJIEKYJISTPHBIN Termapu, KOMOMHUPOBAHHAST TEParTis ), a Takke Haamane aktopos pricka JKK-ocmokmemmii.

Pesyabrarsl. crounukamu JKK-kposoreuenust (n=71) Obliu s3Bbl 1/111 9po3un xKeayaka — 39,4%, s3Bbl
u/mn aposnn asenaaatunepetaoit ki (JJTTK) — 21,1%, sS13BbI nimi 9po3un TOICTOH KUk — 28,2%, UCTOYHUK
ocrajicst HeusBecteH B 11,3% ciyuaes. BosbiuncTBo 13 672 06¢/1e10BaHHbIX OOJIbHBIX UMEJH KaJl00bl Ha TyBCTBO
TsiKecTH B anuracTpun — 62,8%, racrpanrun — 46,7%, usxory — 34,3%. IIpu 9HI0CKOITIECKOM 00C/IEI0BAHUI 9PO-
3UBHbII 930(arut Oblu BbisiBaieH y 13,2%, sa3Bbl skenyaka u/umu 1K y 11,6%, muosxkectsennbie (=>10) aposuu sxe-
aynka wim JITIK y 17,1%, equnnansie aposun skenyaka wian JJIIK y 24,4%, oTcyTcTBrUE 9PO3UBHO-SI3BEHHBIX
uamenennii b y 32,3%. H.pylori 611 BoisiBien y 57,9% Gonbrbix. CyIecTBEHHBIX OTINYHN B CTPYKTYpE M3Me-
HEHUIi BEPXHKX OT/IE/I0B [TUIIEBAPUTENbHON CUCTEMBI Y TIAIIMEHTOB, NosyJaBinux pasindnbie ATC, He ObLI0, 32 HC-
KJIOYeHneM GoJiee BBICOKOW 4acTOThI 9pO3UBHOTO a30(darnuTa y npuauMasiinx gaburatpan (16,8%). Tosxkuoii
Bo3pact (=65 seT), sI3BeHHbIN anamues, comyterByiomuii mpuem HIIBII, H.pylori n Kyperue acCOMUPOBATIVICH C
JIOCTOBEPHO OOJIbIIIEN YACTOTON MATOJIOTMYECKMX U3MEHEHU I nuIeBapuTeIbHOl cucrembl. Hasmuune racrpasiruii
He KOPPEJNPOBAJIO C PA3BUTHEM 9PO3UBHO-SI3BEHHbBIX U3MEHEHHII.

3axmouenue. Y OO/bIIMHCTBA NAIMEHTOB, noaydasumx ATC, oTMevaercst osiBJieHe 9PO3UBHO-I3BEHHBIX U3~
MEHEHUI MTUIIEBAPUTETHHOI CUCTEMbBI, KOTOPbIE MOTYT CTaTh HCTOYHIKOM KPOBOTEUEHHMSI.

Kntouesvie cno6a: 0cioicHenus; NUwe6apumenvias CUCMeMa; KposomeueHus; 3pO3UsHbLll 330 azum; spo3uu;
asevt; H.pylori; haxmopot pucka; anmumpombomuueckas mepanusi; acnupu; eapgapui; kionuoazpei; daduzampa;
pusapoxcadbar; HU3KOMOIEKYISPHLL 2enapun

Use of antithrombotic aids (ATA) significantly impact the prevention of life-threatening cardiovascular com-
plications. ATA applications, however, are associated with a wide range of adverse digestive system responses. Due
to, continuously growing clinical use of ATA this problem has become a current challenge of contemporary medicine.

Purpose of the study was to evaluate the patterns of digestive system damage in patients receiving ATA.

Materials and Methods. 672 patients were examined, 91.0% males, 46.7+17.4 years of age, who had digestive
system changes that occurred due to ATA intake. 71 patients were admitted for treatment after gastrointestinal
(GI) bleeding; other patients were hospitalized because of disorders of the digestive system or erosive and ul-
cerous changes of the digestive system detected by endoscopy. The following parameters were evaluated: GI
bleeding sources, character of complaints, the endoscopic patterns due to intake of different ATAs (low doses of
aspirin, warfarin, clopidogrel, dabigatran, rivaroxaban, low-molecular heparin, combined therapy), and of risk
factors for GI complications.
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Results. The sources of GI bleeding (n=71) included gastric ulcers and/or erosions (39.4%), duodenum ulcers
and/or erosions (21.1%), colon ulcers and /or erosions (28.2%), unknown (11.3%). The majority of 672 patients no-
ticed various complaints: sensation of heaviness in epigastrium (62.8%), gastralgia (46.7%), burning sensation
(34.3%). Endoscopy found erosive esophagitis (13.2%), ulcers in stomach and /or duodenum (11.6%), multiple (>10)
erosions of stomach or duodenum (17.1%), sporadic erosions of stomach or duodenum (24.4%). In 32.3% cases no
erosive or ulcerous alterations were found. H. pylori was identified in 57.9% of patients. There was no significant dif-
ference in character of alterations in the upper digestive system between patients who received different ATA treat-
ment, except of frequent erosive esophagitis in those patients who received dabigatran (16.8%). The elderly age (=65
years), ulcer history, concomitant intake of NSAIDS, H. pylori presence, and smoking habit were associated with a
higher occurrence of pathological alterations of digestive system. Presence of gastralgia did not correlate with the

development of erosive and ulcerous alterations.

Conclusion. In majority of patients who received ATA, the commonly observed erosive and ulcerous alterations
in the digestive system might become a source of bleeding.

Keywords: complications; digestive system; bleeding; erosive esophagitis; erosions; ulcers; H.pylori; risk factors; an-
tithrombotic therapy; aspirin; warfarin; clopidogrel; dabigatran; rivaroxaban; low-molecular heparin
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BBenenne

[TpenynpeskaeHne COCYAUCTBIX TPOMOO30OB —
BaKHEHIITHIT 2JIEMEHT JICUCHUS TAIUEHTOB ¢ 3a60J1e-
BaHUSMU ceplieaHo-cocyanctoii cucrembl (CCC), a
TaKyKe TpaBMaMU 1 OOJIE3HSIMU CYCTaBOB U TI03BOHOY-
HUKA, TIePEHECITUX XUPYPTHIECKOE BMETTATEThCTBO.
B kauectBe anTHTpoMbOTHUeCKHUX cpencTB (ATC)
WCIIOTb3YETCS MUPOKUH CIIEKTP MPenapaToB ¢ pas-
JIMUHBIM MEXaHU3MOM JICHCTBUSI: HHTUOUTOP CHHTE3a
TpomboKcana A2 (HU3KUe T03bI acTIMPUHA), aHTaro-
nuct Butamuna K (Bapdaput), ”HTHOUTOD aleHO3H-
HOBBIX pelentopoB P2Y 12 (kjomugorpen), aHTaro-
HUCT TpoMOWHaA (aburaTpaH), UHTHOUTOPBI (haKkTOpa
X (puBapokcabat 1 anukcabaH ), a TakKe HI3KOMOJIe-
kyssipabie Temaputbl (HMT). ATC obecnieunBaror
3HAYNTETHHOE CHIKEHNE PUCKA YTPOKAIONIIX KU3HU
Kap/IMOBACKYJISIPHBIX KaTacTpod. OHAKO X TIpUMe-
HEHUE MOKET COMTPOBOKIATHCS PA3BUTHEM CEPhE3HBIX
HEXXeJTaTeTbHBIX PeakIlnii, cpeil KOTOPhIX BakKHEH -
1ee MeCTO 3aHUMAIOT OCJIOKHEHUS CO CTOPOHBI MTHUTIIE-
BapuTeIbHON cuctembl [ 1—3].

He meHee Tpet GOJIBHBIX, PETYJISIPHO MOJTyUato-
mmx ATC, npeabsaBasior Kano0bl Ha Pa3BUTHE JUC-
TETICUECKUX SIBIEHUT; TIPW MPOBEAECHNUN 9HIOCKOITH-
yeckoro uccuaenosanusi y  40%  BbISIBISIOTCS
TeMOpParuy u/Wjin 3pO3UH CIAU3UCTON BEPXHUX OT/Ie-
JIOB THIIEBAPUTENbHON cucteMbl, v 5—10% s3BbI
JKeyaKa u/mim aseHaanatunepceraoit kumrkn (ITK).
Hawnb6onee onacusiv JKK-ocmoxuennemM, CBA3aHHBIM ¢
npuemoMm ATC, sBisercs KpoBOTeueHHUE, KOTOPOe
MozkeT BosHuKaTh y 0,5—1,0% 6oJbHbIX [4, 5].

3HAUNTETHHYIO YaCTOTY OTIACHBIX HEXEIaTesh-
HBIX peaknuii mpu ncnosb3oBanun ATC mokasbIBaer,
B YaCTHOCTH, MAacIITaGHOE PAHIOMU3UPOBAHHOE KOHT-
pomupyemoe wuccienoBanue (PKIM) RE-LY, rae
cpaBHUBAIACH 9P (HEKTUBHOCTD 1 6E30IIAaCHOCTD Bap-
dapuna (n=6022), paburatpana 220 Mr/cyTKu
(n=6015) u gaburatpana 300 mr/cyrku (n=6076) y
6onbHBIX ¢ Gubpumasaimeil npeacepanii. Yucio
«6ompmmx»  JKK-kpoBoTeueHuit  (TIpU KOTOPBIX
OTMEUATOCh CHUIKEHWME YPOBHS TeMOTJIOOMHA Kak

Introduction

Prevention of vascular thrombosis is a most im-
portant element of treatment of patients with cardio-
vascular (CV) diseases, and with joints and spine
traumas and diseases who suffered an operative inter-
vention. As antithrombotic aids (ATA), a wide range of
drugs having different mechanisms of action are used:
A2 thromboxane synthesis inhibitor (low doses of as-
pirin), anraronuct vitamin K antagonist K (warfarin),
MHTHOUTOP a/IeHO3MHOBBIX perientopos P2Y 12 adeno-
sine receptor inhibitor (clopidogrel), thrombin antag-
onist (dabigatran), X factor inhibitors (rivaroxaban and
apixaban), and low-molecular heparins (LMH) as well.
ATA provide a considerable reduction of the risk of life-
threatening cardiovascular disasters. However, their
usage may be accompanied with development of serious
adverse responses, among which the most important are
digestive system complications [1—3].

Not less than a third of patients who regularly
received ATA complain about development of dyspep-
tic disorders; endoscopy reveal hemorrhages and /or
erosions of the upper digestive system’s mucous mem-
branes in 40%, stomach and /or duodenum ulcers — in
5—10%. The most dangerous GI complication related
to ATA intake is bleeding, which might take place in
0.5—1.0% of patients [4, 5].

Considerable prevalence of dangerous adverse
responses during ATA use has been shown, in particu-
lar, a large-scale randomized controlled study (RCS)
RE-LY, where the efficacy and safety of warfarin
(n=6022), dabigatran 220 mg/day (n=6015), and
dabigatran 300 mg/day (n=6076) were compared in
atrial fibrillation patients. The number of ‘major’ GI
bleeding (when hemoglobin decrease by at least 2 g/dl
was observed or transfusion of at least standard doses
of erythrocyte mass was required) at the background
of intake of those drugs amounted to 1.25%, 1.36%,
and 1.85% [6].

ATA usage is continuously growing in Russia. In
2016, in Russia 7.6 million of ischemic heart disease pa-
tients were registered, acute myocardial infarction being
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MUHUMYM Ha 2 /71T 1/ 1iu Tpe6oBaIoCh MepeuBaHmie
KaK MUHUMYM [IBYX CTaHAAPTHBIX /103 9PUTPOLIATAP-
HOI1 Macchl) Ha (hoHe IIpruemMa ITUX IIPerapaToB cocTa-
Buiio 1,25%, 1,36% u 1,85% [6].

UcnonvzoBanne ATC B Poccun HeykI0HHO pac-
tet. Ha 2016 r. B Poccuu 3apeructpuposano 7,6 My
GOJIBHBIX C UIIEMUYECKON GOJIE3HBIO CeP/IIIa, U3 KOTO-
poix y 159 Thic. 6bLI AUATHOCTUPOBAH OCTPbIiL
undapkr Muokapaa. 3a 2015 1. 297,5 Thic. kureseit
Poccun mnepenecan 1mepesioMbl MO3BOHOYHMKA U
KocTeil TysioBuiia, 6osee 1.5 MJIH. — KocTeil BepXHUX
KOHEYHOCTEH, 60stee 1 MITH. — KOCTeil HUKHUX KOHEeY-
Hocreit [7]. Exerogno nposogutcsa okosio 140 Thic.
ollepaliii 9HOIPOTE3UPOBAHUS KOJEHHOTO WJIU
tazobeapentoro cycrasa [8]. OueBumHO, 4TO Cyle-
CTBEHHA4 YaCTb 9TUX ITAIIMEHTOB PETYJISPHO [10JIyYaeT
ATC. lTIupokoe npumenennie ATC u peanbHast yrposa
JKU3HU W 3/I0POBBIO GOJIBHBIX, CBSI3aHHASA C PUCKOM
passurust JKK-ocimokuenuii, genaer npobiaeMy ux
acdexTUBHOTO JieueHsT U TPOMPUIAKTUKY CEPbE3HON
1 aKTyaJbHOM.

[esb nccrnenoBaHus — U3yYUTD XapaKTep MOBPEK-
JIEHUST TUIIEBAPUTENBHON CUCTEMBI Y GOJIBHBIX, TIPUHH-
masimx ATC.

MaTepI/IaJI N METO/1bl

WccenemyeMyio TpyImy cocTaBuii 672 60JbHBIX, HaX0-
muBImxcs Ha crarmoHapaoMm jiedenn B [ BKT mv. H. H. Byp-
nerko ¢ 2013 no 2017 rr. (nsarb Jer). Kpurepusmu orGopa
HAIMEHTOB JIJIsT aHAJIN3a ObLIIO HAIMYKE TPU3HAKOB U3MEHEHHsT
MHIIEBAPUTEIBHOI CHCTEMBI 1 3aMKCHPOBAHHBII B METINH-
CKOIT TokyMeHTarmn dakt npruema tex mim nasix ATC Ha Mo-
MEHT PasBUTHSI 9THX OCJOXKHEHUI. XapaKTeprCcTHhKa
HccselyeMoli rpy bl pejicrasiena B tabumtie 1. Kak BujHo,
peobIIajiasIi Ui MyKCKOTO M0JIa CPEIHEr0 BO3PACTa, HC-
XOJTHO CTPA/IaBIIINe CePIETHO-COCY/ICTBIMU MJIF OPTOTIe/Ie-
CKUMHU  3a00JICBAHUSIMM, ~ KOTOPbIE — CTAIM  [PUYUHOL
HaznadeHnst ATC. Bosbirast yactp marmenTtos (43,8%) mpu-
HIMaJIa HU3KHe JI03bI acmprHa. JacTo MCIoIb30BaINCh J1a-
Gurarpan uu pusapokcaban (31,4% ), KOTOpbIe IPUMEHSTIOTCST
IS TPOGUITAKTHKI TPOMOOTHYECKIX OCIIOJKHEHMUI TT0CJIe Op-
TOTE/INYECKIX OIePAINii 110 TIOBOLY OCTE0APTPO3a KPYITHBIX
cycraBoB. Peske BeTpedasiich GosibHbIE, KOTOPHIM ObLT HA3HA-
ver Bapdaput (7,1%), knormmarpen (3,9%), HMI (4,8%) v
komGrHupoBantast teparmst ATC (9,1%).

KpurepusiMut HCKJIIOUEHUST M3 UCCITEN0BAHUSA OBLIO
HAJIMYKE TSKEIOTO COCTOSHUS FenaToOMIMapPHON CHCTEMBI,
COTIPOBOK/IAIONIENCS PA3BUTHEM BAPHKO3HOTO PACIITPEHUS
BEH ITUIIEBO/IA, A TAKIKE OHKOJIOTHYeCKUX 3200 e BaHmil 111~
IEeBAPUTETHHON CHCTEMBL.

BaskHO OTMETHTB, 4TO MHOTHE GOJIBHBIE, TIOJIYYaBIITHE
ATC, nmenn cepbesnbie daxTopbl prucka pazsutus KK-
OCJIOJKHEHUIT: sI3BeHHbII anaMmHe3 (Gosee 12%), npuem He-
CTEPOU/IHBIX  TIPOTMBOBOCIAJIUTEIBHBIX  IPENapaToB
(HIIBIT), koTopble mMpoKo HazHAYAIOTCS TIOCTIE OPTOe/IN-
YecKHX orepaiuil (Kaxkaplii TpeTrii 60JIbHOIT), a TAKKe Ky-
petne. Bosee 2% naienToB B aHaMHe3€e UMeNH «GOTbIIIoes
JKK-kpoBoredenue, morpeGoBaBiiiee TOCMUTATU3AIIHN, DH-
JOCKOTIMYECKOH MM XUPYPTUUECKOI OCTAHOBKH, ¥,/ HUJIH T1e-
PEJIMBAHUST KPOBH.

Y Bcex GOJIbHBIX ONEHUBAIN HAJIMYHE CUMITOMOB,
CBU/IETEJIBCTBYIOMINX O TOPAKEHUH MHUIIEBAPUTENBHOI CH-

diagnosed in 159 thousand of them. During 2015, 297.5
thousand of Russian residents suffered fractures of spine
and body bones, more than 1.5 million — bones of upper
extremities, more than 1 million — bones of lower ex-
tremities [7]. Every year, about 140 thousand knee and
hip replacement operations are performed [8]. A consid-
erable part of those patients receives obviously ATA on
a regular basis. Wide usage of ATA and a real threat to
the patient life and health related to the risk of develop-
ing GI complications makes the problem of their effi-
cient treatment and prophylaxis serious and relevant.

Purpose to study the nature of digestive system
damage in patients who used ATA.

Materials and Methods

The study group included 672 patients who were in-
patients in N.N. Burdenko Central Military Clinical Hospi-
tal during the period of 2013 to 2017 (five years). The
criteria for selection of patients for analysis were presence
of signs of digestive system changes and the fact of intake of
some ATA or other at the time of development of these com-
plications, which was recoded in medical documents. The
study group characterization is given in table 1. As one can
see, the vast majority were middle-aged males who initially
suffered from cardiovascular or orthopedic diseases that be-
came the reason for ATA prescription. Most such patients
(43.8%) took low doses of aspirin. Dabigatran or rivaroxa-
ban (31.4%), which are used for prophylaxis of thrombotic
complications after orthopedic surgeries for osteoarthrosis
of large joints, were frequently taken. Patients to whom war-
farin (7.1%), clopidogrel (3.9%), LMH (4.8%), or combined
ATA therapy (9.1%) were prescribed were encountered less
frequently.

The criteria for exclusion from the study included a
severe condition of the hepatobiliary system accompanied
with development of varicose veins of esophagus and onco-
logical disease of the digestive system.

It is important to note that many patients who re-
ceived ATA had serious risk factors for the development of
GI complications: ulcer history (more than 12%), intake of
non-steroid anti-inflammatory drugs (NSAIDS), which are
widely prescribed after orthopedic surgeries (every third pa-
tient), and smoking. Over 2% of patients experienced a
‘major’ GI breeding in their anamnesis, which required hos-
pitalization, endoscopic or surgical hemostasis, and /or blood
transfusion.

In all patients, presence of symptoms evidencing di-
gestive system damage was evaluated: epigastric pain, dys-
peptic events, signs of gastroesophageal reflux disease
(GERD), burning sensation, belching, and bowel functional
disorders. All patients were subjected to an endoscopic ex-
amination of the upper digestive system (esophagogastro-
duodenoscopy, EGD) to evaluate the nature of esophagus,
stomach, and duodenum damage. Presence of signs of bleed-
ing (Forrest 2 and 3), ulcers (wall defect to the visible depth
>5 mm), and erosions (superficial defect of the mucous
membrane) was also taken into account. Based on indica-
tions, patients underwent endoscopic examination of colon
(colonoscopy, CS).

All patients were tested for Helicobacter pylori (H. py-
lori) infection with the help of a histological analysis of the
gastric mucous membrane or assay of DNA in stool by the
polymerase chain reaction. Development of anemia (hemo-
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Ta6imua 1. [lemorpaduueckue 1 KJIMHAYECKUE TIOKA3aTe H IAMEHTOB UCcaeLyeMoi rpymmbl (n=672).
Table 1. Demographic and Clinical Parameters of the Study Group Patients (n=672).

Indices Values of indices
Absolute %
Sex (F: M) 61611 9.0:91.0
Age, years 46.7 +17.4
Subjects >65 years of age 40 5.9
Diseases for which ATA were prescribed
IHD, angina pectoris 215 32.0
Heart beat disorders 156 23.2
Osteoarthritis of large joints 166 24.7
Traumas 81 12.0
Other 54 8.0
Ulcer history 81 12.1
GIT bleeding in anamnesis 14 2.1
Smoking 458 68.2
ATA
LDA 294 43.8
Warfarin 48 7.1
Clopidogrel 26 39
Dabigatran 92 13.7
Rivaroxaban 119 17.7
LMH 32 4.8
Combined* 61 9.1
NSAIDS intake 224 33.3
PPI intake 182 27.0

Note. For Fig. 1, 4: LDA — low doses of aspirin; LMH — low-molecular heparin; * — combined therapy: LDA + clopidogrel, LDA +

dabigatran, rivaroxaban or LMH.

IIpumeyanue. Indices — nokasaresu; Values of — snauenue; Absolute — abcosmorhoe; Sex (F : M) — nosn (0K : M); Age, years — cpeammuii
Bo3pacr, Jiet; Subjects — smia; Diseases for which ATA were prescribed — 3aboseBanust, mo ooy kotopbix Hasuadanucs ATC; THD,
angina pectoris — IBC, crenokapaust; Heart beat disorders — napymienus cepaearoro putma; Osteoarthritis of large joints — octeoaprpur
KpynHbIX cycraBoB; Traumas — Tpasmbl; Other — apyrue; Ulcer history — sizennbiii anamues; GI bleeding in anamnesis — JKK-kxposo-
Tevyenne B anamuese; Smoking — kypenue; [lyst puc. 1, 4: LDA — unskue 10361 actimpuia; Warfarin — Bapdapun; Clopidogrel — xrorna-
rpes; Dabigatran — gaburarpas; Rivaroxaban — pusapokcaban; LMH — HuskomodtekyasipHbiil renaput; Combined* — koMOuHMpOBaHHasK
tepanust: LDA + knonmparpes, LDA + gaburarpan, pusapokcaban win LMH. NSAIDS intake — npuem HITBIT; PPI — MIIII.

cTeMbl: GOJIU B AIUTACTPUH, AUCIIETICUYECKIE SIBJICHUS, TIPU-
3HaKM ractpoasodareabHON  pedIIOKCHOI  6osie3Hn
(TOPB), usskora, OTPbIKKA, & TAKKE HaPyIIEHHsT pabOThI K1-
meYHuKa. Bee manueHTsl TpOXONIN 9HI0CKOIYecKoe 00-
CcJle/IoBaHVe BEPXHUX OT/IEJIOB MTUIIEBAPUTETBbHOI CHCTEMBI
(a3ocaroractpomayonenockonust, II/[C) s orenkn nsyde-
HUST XapakTepa MOBPesKAeHHs uieBoa, sxeayaka u JJITK.
[Tpy 5TOM yUYHUTBHIBAIH HATWIHE TPU3HAKOB KPOBOTEUEHHS
(Doppect 2 u 3), 438 (1edeKT CTEHKU ¢ BUAMMOM T1yOUHOI
>5 MM) 1 9po3wuit (TOBEPXHOCTHBIN feeKT cauanctoit). ITo
MOKA3aHMsIM OOJIBHBIM ITPOBOJIIIIH SHIOCKOIIMYECKOE HCCIIe-
JoBaHMe ToJcTON Kulkn (kosoHockomnus, KC).

Bcee 6oJibHbBIE TTPOXOININ TECTUPOBAHKE HAa HAJMYHE
undekiyn Helicobacter pylori (H. pylori) ¢ 11oMOIIbIO THCTO-
JIOTHYECKOTO aHAJIN3A CINBNCTON JKeTy KA NN FCCIIe/[oBa-
aus JIHK B kasre MeToom nosmmMepas3Hoil 1IeTTHO PeaKITiiL.
OrneHuBasN TaKiKe pa3BuTHE aHeMuH (YPOBEHb reMOrIoGHHa
<110 r/m), koTopast HocuJIa JKeJe30/1eUTIUTHEII XapaKTep
v MorJia GbITh CBsI3aHa € 3a00JIEBAHUSIMU ITHITEBAPUTETBHOI
cucteMbl (;kee3oneduintHas anemns, JK/IA).

[TpoBesnt anam3 BANSTHUS (PAKTOPOB PUCKA — TTOXKHU-
JIOTO BO3PACTa, HAJTMYHSI I3BEHHOTO AaHAMHE3a, COITYTCTBYIO-
mtero npuema HIIBII, kypenust u undexuun H. pylori na
passutne JKK-kpoBoTeuenunii u s13B/MHOKECTBEHHBIX 9PO-
31 CM3UCTON MUIIEBAPUTEIBHON CHCTEMBI.

[Mosyuennbie B Xojte 00CIe[0BaHNst GOJIbHBIX TAHHBIE
BHOCHWJIY B CIIEIMATBHYIO aHOHUMHYIO FCCJIE/0BATENBCKYIO
KapTy, a 3aTeM B KOMITBIOTEPHYIO 6a3y JaHHBIX (IIporpaMMa
Microsoft Excel 2011). Crarucruueckyio o6paboTKy pe-
3yJIBTATOB TIPOBOUIIN TIPU 1ToMoIru mporpamMmer SPSS 17.0.
CpeHye 3HAUEHNST KOJTMYECTBEHHBIX 3HAYEHUIT B HACTOSI-

globin <110 g/1), which was iron deficiency anemia and
could be related to digestive system diseases (iron deficiency
anemia, IDA), was evaluated too.

The influence of risk factors — elderly age, ulcer his-
tory, concomitant intake of NSAIDS, smoking, and H. pylori
infection — on the development of GI bleeding and
ulcers/multiple erosions of the digestive system’s mucous
membranes was analyzed.

The data obtained in the course of patients’ examina-
tion, were recorded in a special anonymous research chart
and later entered into a computer database (Microsoft Excel
2011). The results were statistically processed with the help
of SPSS 17.0 software. The means of quantitative values in
this paper are shown as M+d. Reliability of the quantitative
parameters’ difference was determined using the Student’s
t-test, distribution of rank variables using the Fischer’s
Exact Test.

Results and Discussion

Out of the patients examined, 71 (10.6%) were
admitted for treatment after an occurred GI bleeding
supported by endoscopic examination, after an appro-
priate endoscopic and medicinal hemostasis. At that,
in 43 cases the sources of bleeding were ulcers or ero-
sions of stomach or duodenum, in 20 cases —colon ero-
sions and ulcers, and in 8 cases the source of bleeding
remained unclear. Most frequently, the source of
bleeding from an ulcer and /or or multiple erosions was
located in stomach (fig. 1). Duodenum mucous mem-
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1ieit craThbe rnpejcraBiensl B Buae MEd. JloctoBepHOCTD OT-
JINYUS KOJIMYECTBEHHBIX TTAPaMEeTPOB OIPeIeJIsIn ¢ TTIOMO-
mpio  T-tecta CrblofieHTa, pacHpejesieHnus PaHTOBBIX
MepeMEeHHBIX € UCI0JIb30BaHeM TouHOro Tecta Durnepa.

Pe3ybrarhl 1 00Cy:KAeHHE

N3 obcnenoBannbix Gosbhbix, 71 (10,6%) —
MOCTYTWJI JIJIsA JiedeHust mociie cocrosBierocst KK-
KPOBOTEUEHNSI, TOITBEPKIACHHOTO 9HIOCKOTTUIECKIM
00cIeIoBaHNEM, TIOCJIE COOTBETCTBYIOIIErO SHI0CKO-
MIYECKOTO W MEINKAaMEHTO3HOTO TemMocTasa. llpm
3TOM B 43-X CIy4asx MCTOUHHKOM KDPOBOTEUYEHUS
ObLIH 13BBI WK po3u skenyaka win K, B 20-u —
9PO3UH U SI3BLI TOJICTOW KWIMKW, a B 8-U CIydasx
NCTOYHUK KPOBOTEYEHUA OCTAJICA HEBBIACHEHHDBIM.
Hanbosiee 4yacTo MCTOYHUK KPOBOTEUEHUS U3 SA3BbI
U/WIM MHOKECTBEHHBIX 9PO3UH JTOKATU30BAICSI B
xenynke (puc. 1). Iospexxaenus causuctoit JIITK
6bIJII/I NCTOYHNKOM KPOBOTEUYCHHUA ITOUTHU B 2 pasa
pesxe. [To kmaccuduranuu Doppect, U3 53-X ciryyaesn
KPOBOTEUECHUA M3 BEPXHUX OTAEJTOB MUIIEBAPUTEIIb-
Hoii cucrembl, 9 (17,0%) ornocusucs k Doppecr 1, 13
(24,5%) x Doppecr 11, 31 (58,5%) — x Doppecr 111.

[IpakTudeckn Bce Cay4anm KPOBOTEYEHWIT W3
HUXHUX OT/IEJIOB HI/IH_[eBapI/ITeJIbHOﬁ CUCTEMbI 6bUII/I
CBSI3aHbI C HAJIMYUEM KOJIUTa — JUOO HE JAUATHOCTH-
POBaHHOTO paHee I3BEHHOTO KOJINTA, JTNOO0 CBSI3aHHO-
TO C IePeHEeCEHHON KUTIeYHON MH(eKIne.

B 8-u ciyuasx, Korma HCTOYHUK KPOBOTEUEHIUSI
OCTAJICST HEBBISICHEHHDBIM, Yy MAIMEHTOB OTMEYAJICS
OIIMH WJIN HECKOJHKO JMU30/I0B MEJEHBI W CTYJIa
YEepPHOTO I[BETA, C MOCJIEAYIOINM CHUKEHUEM YPOBHS
remorsiobOuHa. IIpu 9TOM 9HIOCKOTIHYECKOe 06CIe10-
Banne — II/1C u KC, He 103BOJNIO0 BEIIBUTD NCTOY-
HUK KPOBOTIOTEPH.

BobmmHCTBO GOJIBHBIX NPEAbIBIISIN Kan00bl,
CBsI3aHHbIE ¢ 3200JI€BAHUAMY IUIIEBAPUTEILHOM CUCTe-
MbI: Ha tiposiBiienyst [OPDB (u3skora, OTpbIKKa), Ha racT-
paiTUi ¥ JUCTIETICHYECKUe
AaBjieHus (TOLIHOTa, YyBCTBO

11.3%

39.4%

28.2%

21.1%

B Stomach ulcers and/or erosions
Duodenum ulcers and/or erosions

M Colon ulcers and/or erosions

B Not determined

Puc. 1. Ucrounukn JKK-kpoBoreuennii, Bo3HUKINX Ha (one
npuema ATC (n=71).

Fig. 1. Sources of GI Bleeding Developed at the Background of
ATA (n=71).

IIpumeuanue. Stomach — skesyzka; ulcers and /or erosions — s13BbI
u/umu apozun; Duodenum — {IIK; Colon — toscroit kuiku; Not
determined — me ycranossen.

brane damages were the source of bleeding almost
twice less often. According to the Forrest classifica-
tion, out of 53 cases of bleeding from the upper diges-
tive system, 9 (17.0%) were Forrest I, 13 (24.5%) were
Forrest 11, and 31 (58.5%) were Forrest I11.

Almost all cases of bleeding from the lower di-
gestive system were related to colitis — either ulcerous
colitis not diagnosed earlier, or colitis due to an intes-
tinal infection experienced.

In the 8 cases when the source of bleeding re-
mained unclear, one or more episodes of melena or
black stool followed by decreased hemoglobin were
observed in patients, though an endoscopic examina-
tion — EGD and CS — failed to establish the source
of blood loss.

TSUKECTH B 3MUTACTPUN), HA

HapyeHyst Gy HKIIU Kiled- Burning sensation ] 34.3

HUKa (MeTeopu3M, auapes, Belching 29.9

3amopbl). XapakTep 1 4acToTy Gas tralgia- 46.7

OCHOBHBIX aJ100 MalKeHTOB ]

IIPEJICTABIIIN Ha PUC. 2. Sensation of heaviness 62.8
Hambonee  4acTBIMH Nausea | 18.6

CUMIITOMaMMn 6bI]II/I ‘—IyBCTBO Meteorism_ 30-1

TSOKECTU B OIUTACTPUM ]

(62,8%), racrpanrun (46,7%) Diarrhea 8.6

n usxora (34,3%). Kpome Constipations | 24.4

ITUX CUMIITOMOB, HaCTb 60]Ib‘ T T T T T T 1

HBIX NUMEJIN TAKHIE CUMIITOMBI, 0 10 20 30 40 50 60 70 %

cesa3annbie ¢ [OPDB, kak amc-
darus (6,4%) u 6o 3a rpy-
muHou (5,2%). B mociennem
ciydae TpeboBajach TIa-
TepHAs T depeHuaTbHas
JIMATHOCTUKA ¢ OOJIAMU Kap-

Puc. 2. OcHogubie :kano0bi co croponbt JKKT nanuentos, noxyyasummx ATC.

Fig. 2. Main GIT Complaints of Patients Who Took ATA.

IIpumeuanue. Burning sensation — usskora; Belching — orpoikka; Gastralgia — racrpanrus;
Sensation of heaviness — uyBcTBO TsiKecTH; Nausea — TormHoTa; Meteorism — mereopuam; Di-
arrhea — quapes; Constipations — samop.
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11.6%

32.3%

17.1%

13.2%

24.4%

M Stomach/duodenum ulcers
Multiple erosions

[ Sporadic erosions

B Erosive esophagitis

B No changes

Puc. 3. Yacrora 2po3uBHO-3BE€HHBIX H3MEHEHHUIT MUIIEBO/IA, JKe-
aynka u/umm JIIIK na ¢poune npuema ATC.

Fig. 3. Prevalence of Erosive and Ulcerous Changes of Esopha-
gus, Stomach and/or Duodenum at the Background of ATA.
ITpumeuanue. Stomach/duodenum ulcers — s13Bb1 sxemynra//IITK;
Jlns puc. 3, 4: Multiple erosions — MHozKecTBeHHbIE 9PO31HU; SPO-
radic — exunnynbie; Erosive esophagitis — apos3uBHblii s30¢harur.
No changes — 6e3 nuamenenmii.

INaTbHOTO TPONCXOKaeHns: mpoBeaerne JKI, xom-
TEPOBCKOTO MOHUTOPUPOBAHUS, OIEHKU 3hdheKTa
POGHOTO JIeYeHNsT HHTHOUTOPAMU IPOTOHHOM TIOMITBI
(UIIIT) u np.

Ha puc. 3 mpezictaBuim pe3yJibraThbl IHIOCKOTIH-
4eCKOro 00CIeI0BaHIS BEPXHUX OT/IEJIOB MTUIIEBAPH-
TesbHOW cuctembl. IlopaBisttoriee OGOJBIIMHCTBO
GOJIbHBIX UMEJIN Te WJIM WHbIE 9PO3UBHO-SI3BEHHBIE
usMeHeHus. JInumb y MeHee Tpetu 60bHbBIX (32,3%)
HE BBISBUJIM TIOBPEXKJCHUE CIU3UCTON THUIIEBO/IA,
xernyaka wian JITTK. M3 obmiero uncaa 538 (n=78),
GOJIBIITIMHCTBO JIOKATM30BATNCH B XKeayake (44 ciy-
vas, 56,4%). Y 23-x marmentos BbisaBuin si3bl JI1TK
(29,5%), ay 11-u (14,1%) coueranue sI3BbI JKeTyIKA
u JITIK. H. pylori seisiBuin y 389-u 6osbHbIX (57,9%).

VY GoabHbIx, nepereciiux JKK-kpoBoreueHue,
CPEHUI KOHIIEHTPAIUsST TeMOTJI00uHa ObLTa 0CTO-
BEPHO HUKE, B CDABHEHWH C TTAIIMEHTAMMU, HE MMEBIITH-
MU JJaHHOTO ocjokHeHus: 112,4+21.6 u 123,6+16,1
r/n (p=0.027). AHaJOrnYHO, yPOBEHb TeMOTJIOONHA
OBLI IOCTOBEPHO HUKE Yy TTAI[EHTOB, Y KOTOPHIX HMe-
JIUCH SI3BBI MU MHOKECTBEHHBIE HPO3UU KETYIKA U
JIIK, B cpaBHEHNH ¢ MAIlEHTaMH, Y KOTOPBIX ObLIN
JIUITh €IMHUYHBIE 9PO3UU WM OTCYTCTBOBAJIU 3PO-
3UBHO-SI3B€HHbIe n3MeHeHus cansuctoii: 118,4+18,7
n 127.3+14.8 /71 (p=0.018).

ConocTaBuin 4acTOTy MU3MEHEHUN CIAU3UCTON
BEPXHUX OT/IEJIOB MUTIIEBAPUTETHHON CCTEMbI B 3aBH-
CHMOCTH OT XapaKTepa aHTUTPOMOOTHUYECKON Tepa-
nun. Ha puc. 4 mpesictaBuim 4acToTy 3pO3UBHOTO 930-
(harura, a3B xemyaka n/man 11K, MHOXECTBEHHBIX
WIH eIMHUYHBIX 9po3uii skeryaka//IITK y 60abpHbIX,
nosrygasiux pasnnaibie ATC. Hanbosrbiimast wactoTa

Most patients had complaints related to diges-
tive system diseases: GERD manifestations (burning
sensation, belching), gastralgia, and dyspeptic events
(nausea, sensation of heaviness in epigastrium), bowel
functional disorders (meteorism, diarrhea, constipa-
tions). The nature and frequency of the main com-
plaints of patients are presented on fig. 2.

The most frequent symptoms were sensation of
heaviness in epigastrium (62.8%), gastralgia (46.7%),
and burning sensation (34.3%). In addition to these
symptoms, some patients had such GERD-related
symptoms as auccarus (6.4%) and retrosternal pain
(5.2%). In the latter case, a thorough differential di-
agnostics with pain of cardiac origin was necessary:
ECG, Holter monitoring, assessment of the effect of
presumptive treatment with proton pump inhibitors
(PPI), etc.

Fig. 3 shows results of the endoscopic examina-
tion of the upper digestive system. The vast majority
of patients had some erosive and ulcerous changes or
other. No damage of the mucous membrane of esoph-
agus, stomach, or duodenum was established in less
than one third of patients (32.3%) only. Out of the
total number of ulcers (7=78), most were located in
stomach (44 cases, 56.4%). In 23 patients (29.5%),
duodenum ulcers were found and in 11 (14.1%) — a
combination of a stomach ulcer and duodenum ulcer.
H. pylori was identified in 389 patients (57.9%).

In patients who experienced a GI bleeding,
mean hemoglobin was reliably lower compared to pa-
tients who did not have that complication:
112.4+21.6 and 123.6216.1 g/1 (P=0.027). Similarly,
hemoglobin was reliably lower in patients who had
ulcers and multiple erosions of stomach and duode-
num compared to patients who had only sporadic
erosions or had no erosive and ulcerous changes of
mucous membranes: 118.4+18.7 and 127.3£14.8 g/1
(P=0.018). The prevalence of changes in mucous
membranes of the upper digestive system depending
on the nature of antithrombotic therapy was com-
pared. Fig. 4 shows prevalence of erosive esophagitis,
stomach and/or duodenum ulcers, multiple or spo-
radic erosions of stomach /duodenum in patients who
received different ATA. The greatest prevalence of
erosive esophagitis was noted in persons who re-
ceived dabigatran (in particular, more versus those
who received rivaroxaban and LMH, P<0.05). No
significant difference in the frequency of ulcer devel-
opment during use of different ATA was found except
for a low prevalence of such pathological changes at
the background of clopidogrel. However, a small
amount of observations does not allow assessing the
significance of this fact.

The influence of a number of risk factors on the
development of GI bleeding, ulcers and multiple ero-
sions of stomach and/or duodenum was analyzed.
Comparison of the incidence of digestive system dam-
age depending on presence or absence of such factors
is given in table 2.
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APO3UBHOTO 330(haruta OblIa OTMEUEHA
y JIMI, TPUHUMABIIUX Aaburarpan (B
YaCTHOCTH, OOJIbIIE B CPaBHEHUU C
HoJIyyaBIIUMU puBapokcaban 1 HMI,
p<0.05). CyliecTBeHHOr0 OTJUYMS B
4acTOTe PA3BUTUS 3B IIPU UCIIOJIbH30-
Banuu pasubix ATC He BbIsIBUIIH, 32
UCKJIIOUEHNEM HU3KOIl 4acTOThI 3TUX
HATOJIOIMYECKUX U3MeHeHU T Ha domHe
npuemMa  kiommzarpena.  OpHako
HeGOoJIbIIIoe YMCJA0 HAOJIIOAeHul He
MO3BOJIIET OIIEHUTb 3HAYUMOCTD JIaH-
HOTO (hakTa.

AHaIM3NPOBATIY BJUSHUE Psia
akTopoB pucka Ha passutne KK-
KPOBOTEUEHUsI, I13B U MHOKECTBEHHBIX
apoauii xkemyzaka u/mim JJITK. Cpasne-
HU€e YaCTOTbI TIOBPEKIEHIS TTUIIEBAPH-
TeJTbHON CHCTEMBI B 3aBUCUMOCTHU OT
HAJTMYUS WJIM OTCYTCTBUS JIAHHBIX
(haKTOpOB IpeACTaBUIN B TabauIe 2.

[Toxxunsioit  Bo3pacT, sI3BEHHbBIH
aHaMHe3, COIYTCTBYIOIIUI IIpUEM
HIIBII u undexunst H. pylori accounn-
pPOBAIUCH C JIOCTOBEPHO OoJIbIeit
yactoroii JKK-kpoBoreuenusi. Myxk-
CKOM T10JI, TTOKUJION BO3PACT, SI3BEH-
Hblll anamHes, kypeaue, HIIBIT u H.
pylori TOBBIITATIM PUCK PA3BUTHUS 3B 1

LDA

Warfarin

Clopidogrel

Dabigatran

Rivaroxaban

LMH

Combined

29.2

T T

0 10 20 30 %

B Erosive esophagitis
B Ulcer

Multiple erosions
[ Sporadic erosions

MHOJKECTBEHHBIX IPO3HIl JKEIyIKa U
JIIK. Hasunuwne ractpanruii He acco-

[IUUPOBATIOCH ¢ puckoM pasutust KK-
KPOBOTEUEHUsT 1 9PO3UBHO-SI3BEHHBIX

Puc. 4. Dpo3uBHO-s13BeHHbIe n3MeHeHus ;keayaka u/wm [[IIK na ¢pone npuema
pasmnunbix ATC.
Fig. 4. Erosive and Ulcerous Changes of Stomach and/or Duodenum at the Back-

namenenuii y autl, nomxyvatomumx ATC.

[Tosryuenuble paHHble MOATBEP-
JKIAIOT MPEJICTaBJIEeHIEe O CYIIeCTBEH-
HOW KJMHUYECKOW W COIMAJIbHON
3HAYUMOCTHU TPOBIEMBI OCTOKHEHUH, CBI3AHHBIX C
ucnoabzosaneM ATC. Boiiee uerBeptu 00c/ien0Ban-
HBIX GOJIBHBIX UMEJIN JKU3HEYTPOKAIOIIIE OCTOMKHE-
Hust — JKK-kpoBoTeuenue, sSi3Bbl I MHOKECTBEHHbIE
aposuu kemyaka u/mau [IIK. Y mui, nepenecnmx
JKK-kpoBoTeueHne UK MMEBITNX 9PO3UBHO-5I3BEH-
HbIE U3MEHEHUs 6e3 IBHBIX TIPU3HAKOB KPOBOTEYEHUS,
pasBUBAIACh JKeJsie30/leDUINTHAS aHEMUST, KOTOPAast
HeGIATONPUATHO BJIUsIeT HA (YHKIUIO OPraHOB U
CHCTEM YeJIOBEUeCKOro opranuama. CUTyaius 0cox-
HSIETCSI T€M, YTO Y MHOTHX TTallNE€HTOB, IPMHUMABIINX
ATC, umelorca Takxke cepbe3nble (haKTOPbI PUCKA,
TaKue KaK IOKUJI0N BO3PACT, sSI3BEHHbII aHAMHE3 (B T.
Y. OCJIO)KHEHHbIE $I3BbI), COIIYTCTBYIOIIUI IIPUEM
HIIBII u undexuus H. pylori. Cpenu 06cie10BaHHbIX
GOJBHBIX JUIIb 27,1% Ha MOMEHT Pa3sBUTHSI OCIOKHE-
Hust nostydanu ahdextuBnyio npoduaaktury KK-
KPOBOTEUEHMUI.

BombmuncrBo ciayyaeB JKK-kpoBoreuenuii B
HACTOATIEM UCCIIEIOBAHUY ObLIN CBS3AHbI C TATOJIOTU-
YeCKUMU U3MEHEHMSIMU BEPXHUX OT/IEJIOB ITUIIIEBAPU-
TeJIbHOM cucTeMbl. Y yactu 6osbHbIX — 11,3%, ncrou-

ground of Different ATA.

An elderly age, ulcer history, concomitant in-
take of NSAIDS, and H. pylori infection were asso-
ciated with a reliably higher incidence of GI
bleeding. The male sex, elderly age, ulcer history,
smoking, NSAIDS, and H. pylori increased the risk
of development of ulcers and multiple erosions of
stomach and duodenum. Gastralgia was not associ-
ated with the risk of development of a GI bleeding
or erosive and ulcerous changes in subjects who re-
ceived ATA.

The data obtained support the idea of a consid-
erable clinical and social problem of complications re-
lated to use of ATA. More than a fourth of patients
examined had life-threatening complications: GI
bleeding, ulcers and multiple erosions of stomach
and/or duodenum. Subjects who had experienced a
GI bleeding or had serious erosive and ulcerous
changes without obvious bleeding signs developed
iron deficiency anemia that affects adversely the func-
tion of human organs and systems. The situation is
aggravated by the fact that many patients who took
ATA had also such serious risk factors as elderly age,
ulcer history (including complicated ulcers), con-

GENERAL REANIMATOLOGY, 2018, 14; 3

www.reanimatology.com



22

DOI:10.15360/1813-9779-2018-3-15-26
Injury, Blood Loss, Bleeding

Ta6iuua 2. Bausinue ¢pakTopos pucka Ha passurue JKK-kposoreuennii us sxenyaka u/wm JIIK u cepbesnoii anmo-
CKOINUYECKOi NaToJoruu (3Bl WM MHOKECTBeHHbIe 3po3uu kexyaka//II1K).

Table 2. Influence of risk factor on the development of GI bleeding from stomach and/or duodenum and serious endo-
scopic pathology (ulcers or multiple erosions of stomach/duodenum).

Risk Factor GI Bleeding (n=43) Ulcers and Multiple Erosions (n=193)
Prevalence, % P Prevalence, % P
Sex Female 6.6 0.875 19.7 <0.001
Male 6.3 29.6
Age >65 years 12.5 0.012 37.5 <0.001
<65 years 6.0 28.7
Ulcer history Yes 9.9 0.0045 35.8 <0.001
No 5.9 277
Smoking Yes 6.9 0.078 30.8 0.038
No 5.1 24.3
NSAIDS Took 8.5 0.041 34.8 <0.001
Did not take 5.4 25.7
H. pylori Present 7.9 0.027 34.4 <0.001
Absent 4.2 20.8
Gastralgia Present 6.1 0.873 27.4 0.104
Absent 6.7 29.3

IIpumeuanue. Risk Factor — ¢pakrop pucka; GI Bleeding — )KK-kpoBoreuenue; Ulcers and Multiple Erosions — s13BbI 1 MHOKeCTBEH-
Hble 9po3un; Prevalence — wacrora; Sex — nour; Female — skenckuil; Male — myskcekoii; Age — Bospacr; years — siet; Ulcer history —
A3BEHHBIN anamues; Yes — z1a; No — Her; Smoking — kypenue; NSAIDS — HIIBII; Took — npunumanu; Did not take — ne npunumasu;

Present — ectp; Absent — orcyrcrByer; Gastralgia — racrpasrum.

HUK KPOBOTEYEHMUS He GBI YCTAHOBJIEH. DTH JIAHHBIE B
I[eJIOM COOTBETCTBYIOT JINTEPATYPHBIM. TaK, B IIUTHPO-
BanHoM Beiie PKU RE-LY, cpenn Bcex KK-xpoBo-
TeYeHuH, pa3BuBIIMXCs HAa hoHe prueMa BapdapuHa,
75% vMenu MCTOYHUKOM IOBPEKIEHUE BEPXHUX, U
JUIh 25% — HWKHUX OT/IEJIOB TUIIEBAPUTETHHON
cucrembl. Ha dore raburarpana coOTHOIIEHUE HCTOU-
HUKOB KPOBOTEUEHVsT GBIIIO HECKOIBKO MHBIM: 53% pac-
MOJIATAINCh B BEPXHUX, M 47% B HIKHUX OT/EJax
MUIIeBaApUTETHHON crcTeMbl [6].

B pa6ore K. Thomopoulos u coasr., npeacras-
JgBien perpocekTuBHbIH aHanu3 111 ciyuaes KK-
KpoBoTeueHuii Ha ¢oHe preMa Bapdapuna, Harbo-
Jlee 4acThIM HMCTOYHUKOM KPOBOTIOTEPU OKAa3aJUCh
s3BbI 1 apo3nn keayzaka u JIITK — coorBercTBenHo,
47,0% n 10,8%, a B 29,7% ciyuyaeB UCTOYHUK KPOBO-
TeyeHus He ObLI ycTaHoBIeH [9].

Amnasornunble annble ObLH Tokazansl T. Rubin
U COABT., KOTOPBIE UccaenoBaa necrouHuku KK-xpo-
BoredeHus y 98-1 GOJIbHBIX, OJIYYABIINX BaphapuH.
Nmu okazasuch si3B8b skemyaka u/van 1K — 17,0%,
aposun xemyaka — 18,2%, aposun JITTK — 9,1%, 330-
darut — 11,4%, anrnoaucinasus — 10,2%, cunapom
Mennopu-Beiica — 9,4% u BapiKo3HO paciivpeHHbIe
BeHbI nuieBosia — y 2,3%. Y 21,6% manuenToB UcTod-
nuk JKK-kposoreuenus He 61 onpezener [10].

B oTHOIIEHNN «HEN3BECTHBIX> UCTOYHIKOB KPO-
BoTeuenus (B Hactosieil pabore ux 6uu1o 11,3%),
MOKHO BBICKa3aTh cJeyionue coobpaxkenus. Bo-
MEPBBIX, 9TO MOXKET OBITh MOBPEKICHUE TOHKOI
KUITKH, KOTOpoe Hesrb3st BeisiBuTh mpu II/[C n KC.
Jl71s1 muarHoCTUKY MOPasKeHUsT TOMIEN 1 TIOAB3/I0NTHON
KUIITKK CJeIyeT MCII0Ib30BaTh CHEIMATIbHbIE 9H/IO0-
CKOTIMYECKHE METO/[bI — B YACTHOCTHU, BU/IEOKATICYJTh-
Hy10 aH0cKoTI0. Ho 9Ta MeToinKa, K coKaJIeHuio, B
CUJIY PsiJia TPUYUH He OBIIa JIOCTYTIHA B HACTOSIIEM

comitant NSAIDS, and H. pylori infection. Among
the patients examined, only 27.1% received an effec-
tive prophylaxis for GI bleeding at the time of com-
plication development.

In this study, most cases of GI bleeding were re-
lated to pathological changes in the upper digestive
system. In a fraction of patients — 11.3%, the source
of bleeding was not identified. In general, these data
correspond to literature. In the afore-mentioned RE-
LY RCS, among all GI bleedings that developed at
the background of warfarin, in 75% the source was
the damage of the upper digestive system and only in
25% — the lower digestive system damage. At the
background of dabigatran, the correlation between
bleeding sources was somewhat different: 53%
sources were located in the upper and 47% — in the
lower digestive system [6].

In the paper of K. Thomopoulos et al., which is
a retrospective analysis of 111 cases of GI bleeding
at the background of warfarin, the most frequent
source of blood loss was ulcers and erosions of stom-
ach and duodenum — 47.0% and 10.8%, respectively,
and in 29.7% of cases the source of bleeding was not
identified [9].

Similar data were shown by T. Rubin et al., who
studied sources of GI bleeding in 98 patients who re-
ceived warfarin. They were ulcers of stomach and/or
duodenum — 17.0%, stomach erosions — 18.2%, duo-
denum erosions — 9.1%, esophagitis — 11.4%, an-
giodysplasia — 10.2%, Mallory—Weiss syndrome —
9.4%, and varicose veins of esophagus — 2.3%. In
21.6% of patients, the source of GI bleeding was not
determined [10].

As regards ‘unknown’ sources of bleeding (there
were 11.3% of them in this paper), the following con-
siderations can be said. Firstly, it might be a small
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uccienoannu. C ApPyroil CTOPOHBI, KPOBOIOTEPSI
MOZKET OBITH CBSI3aHA C YJIBTPACTPYKTYPHBIM TIOBPEIK-
JeHNeM CJU3KUCTON ITHIEBAPUTENbHOU CUCTEMBI C
hopMHUpOBaHIEM <«MHKPOIPO3Uil> ¥ [IUATIE€3HBIM
KPOBOUBJIMSIHUEM HU3KOI MHTEHCUBHOCTH. B aTom
cJlyyae KOHKPETHbII NCTOYHUK KPOBOTEUEHUST [10CJIe
€r0 OCTAHOBKU C TIOMOIIIBIO TEPANIEBTHYECKIX CPENICTB
Gy/IeT HEAOCTYTIEH JIJIst BBISIBIICHUSL.

[TpoBenu aHaIN3 CyGBEKTUBHBIX 5Kaji00, KOTOPbhIE
UCIBITBIBAIOT HaleHTsl, nojrydaionue ATC. Kak 6b110
OTMEYEHO BBIIIE, MTPUMEPHO MOJOBUHA OOJNBHBIX C
JIEKAPCTBEHHBIM TIOBPEKIEHNUEM ITUIIEBAPUTETBHOI
CHCTEMBI UCIIBITBIBAET TACTPAJITUH U JAUCIIENICUYECKUE
stBierust. OJ[HAKO YETKO CBSI3aTh aTH JKaI00bI C IpHre-
MoM ATC He nipe/icTaBIISIeTCST BO3SMOYKHBIM, TIOCKOJIBKY
YETKON KOPPETAIMU MEXKTY CyOBEKTUBHBIMU JKano0a-
M, Pa3BUTHEM IPO3UBHO-sI3BeHHbIX n3MeHenuii u YKK-
KpoBoTeuenust HeT. Kpome 31oro, GoJIbIIHHCTBO Talu-
€HTOB VIMEJIH JIONOJTHUTEIbHbIE (DAKTOPBI, HETATUBHO
BJIMSIONINE HA COCTOSTHIE ITUIEBAPUTEBHOM CUCTEMBI
U CIIOCOOHbIE BBI3BIBATD HETPUSITHDIE OMIyIeHust. Tax,
Tpeth 6oubHbIX npuHuMas HITBII, a 6osiee nonoBuHbI
Obmn uHbunuposansl H. pylori. Tlpuxoaures npu-
3HATh, YTO TIPH JTUATHOCTUKE CEPhE3HBIX HEKETATe b-
HBIX peakiuii, cBss3anHbix ¢ ATC, Heb3sd oprueHTupo-
BAThCSI TOJIBKO HA CYGBEKTUBHBIE Oy IEHHUsT HOJIBHOTO.
Jlumb sHg0CKOIIMYECKOe obcaenoBanne 1 Jaboparop-
HbIE TECThI (TaKWe, KaK CHYIKEHHME TeMOTrJIOOMHA VLIIH
AHAJIM3 KaJIa Ha CKPBITYIO KPOBb) IMO3BOJISIIOT BOBPEMSI
JIMArHOCTUPOBATH MOBPEK/IECHNE CIU3UCTON OOONOUKH.

AHAJIM3 4aCTOThI M XapaKTepa IHAO0CKOIIIMYECKUX
namenenuii Bepxuux otzaesoB JKKT, koropbie
BhIgBIIsIOTCS HA oHe ipuma ATC, mokasas, uro B
MOJIaBJISTIONIEM OOJIBIIMHCTBE CJydaeB Y OOJIBHBIX
BBISIBJISIJIMCH €JIMHUYHBIE UM MHOKECTBEHHBIE 9PO-
3UH, WU SI3BBI Kesyaka. [1o cytu, sunockomnmnyeckas
kapruHa Ha done npuema ATC 6sm3ka TeM nsMene-
HUSM, KOTOpble Habiogaiorcss Ha (oHe mpuema
HIIBII («HIIBII-racrponatuss ) njiu aHTHOCTEOTIO-
pernueckux npenaparos (6ucdocdanarsr) [11, 12].

JloctaTouHo YacTo HAGJI0A SPO3UBHBIN 930-
darut (13,2%), 4TO CBUIETENBLCTBYET O CIIOCOOHOCTH
ATC oxkasbiBaTh HeraTUBHOE BJINSAHUE U HA CJIU3U-
CTYIO MHIIEBOIA. XOPOIIIO U3BecTHO, uTo psig ATC —
trakue xak HJ/IA u maburarpad, MOTYT BBI3bIBATb
MOBPE’KIEHUE CAUBUCTON U CYIIECTBEHHO MOBBIIIAT
puck pazButus ocnoxxueHHbIx hopm [IPB. TIpu atom
6oJiee TpeTH GOJNBHBIX UCTIBITBIBAIN TUITMYHBIE JIIsT
ATOI TATOJOTUY KaM0Obl — M3KOTY U OTPLIKKY. C
JPYIOi CTOPOHBI, Ha BEICOKYIO yactory TOPB y ob6cne-
JOBAaHHBIX TTAIIMEHTOB MOTJIU BJIHMATH TaKue (pakTopbl
pucka, kak ipuem HIIBII u kypenue.

He BbIstBUIIM CyTIIECTBEHHOTO OTJINYUS B YACTOTE U
XapakTepe 9HIOCKOIIMYECKUX U3MEeHEeHUIT [IPU HCII0JIb-
soBarmnu pasnyHbix ATC, 3a uckimoueHnem GoJiee BbIco-
KOI1 4aCTOTBI 9PO3UBHOTO 330(DAruTa IIPH UCIIOIH30BA-
Hun gaburarpata. CriocoOHOCTh BbI3bIBATH CEPHE3HOE
HOpasKeHue MIIIEBO/IA XaPAKTePHA /JIsT 9TOTO ITperapara.
JlaburaTpan STEKCHJIAT SIBJSIETCS <«IIPOJIEKAPCTBOMS,

bowel damage that cannot be detected by EGD and
CS. For diagnostics of jejunum and ileum damage, spe-
cial endoscopic methods should be used, in particular,
video capsule endoscopy. Unfortunately, for a number
of reasons, that method was not available in the pres-
ent study. On the other hand, blood loss could be re-
lated to an ultrastructural damage of the digestive
system’s mucous membrane involving formation of
‘micro-erosions’ and diapedetic hemorrhage of low in-
tensity. In such case, the specific source of bleeding,
after its therapeutic hemostasis, will be inaccessible
for finding.

Analysis of subjective complaints experienced
by patients who receive ATA has been undertaken.
As mentioned above, approximately half of patients
with drug-induced damage of their digestive system
suffer from gastralgia and dyspeptic events. How-
ever, it does not seem possible to establish clearly a
link between such complaints and ATA administra-
tion because there is no clear-cut correlation be-
tween subjective complaints, development of erosive
and ulcerous changes and GI bleeding. Besides, most
patients had additional factors that adversely affect
the digestive system condition and can cause un-
pleasant sensations. For instance, a third of patients
received NSAIDS, while more than a half were in-
fected with H. pylori. One has to admit that in diag-
nosing serious adverse responses related to ATA, one
should not be guided only by patient’s subjective
sensations. Only endoscopic examination and labo-
ratory tests (such as hemoglobin decrease or stool
test for hidden blood) allow diagnosing mucous
membrane damage timely.

Analysis of prevalence and nature of endoscopic
changes in the upper GIT, which are found at the
background of ATA administration, has shown that in
the vast majority of cases, patients were found to have
sporadic or multiple erosions or ulcers of stomach. Es-
sentially, the endoscopic pattern at the background of
ATA administration is close to the changes observed
at the background of administration of NSAIDS
(‘NSAIDS gastropathy) or anti-osteoporetic drugs
(bisphosphonates) [11, 12].

Erosive esophagitis was observed quite fre-
quently (13.2%), which evidences ATA ability to ren-
der an adverse influence on esophagus mucous
membrane. It is well known that a number of ATA,
such as LDA and dabigatran, can cause mucous mem-
brane damage and significantly increase the risk of de-
velopment of complicated types of GERD. More than
a third of patients experienced complaints typical for
this pathology: burning sensation and belching. On
the other hand, such risk factors as NSAIDS intake
and smoking could affect high incidence of GERD in
the patients examined.

No significant difference was found in the
prevalence or nature of endoscopic changes during
use of different ATA, except for a higher prevalent
of erosive esophagitis when dabigatran was used.

GENERAL REANIMATOLOGY, 2018, 14; 3

www.reanimatology.com



24

DOI:10.15360/1813-9779-2018-3-15-26
Injury, Blood Loss, Bleeding

AKTHUBAIMST KOTOPOTO MMPOUCXOAUT MO/ BIUSHUEM ITPO-
TEOJIMTUYECKNX (DePMEHTOB KUIIEYHOTO CONEPSKUMOTO.
Y mero Huskas 6uomoctymHocTh (6,5%), 4To cozmaer
TIPENOCHUTKH [I7IsT TIOJIEPKAHMST BBICOKOI KOHITEHTPA-
MU faburaTpana B KUIIEYHOM CoflepKuMoM. B cirydae
ZyO/IEHO-TAaCTPATIbHOTO U TacTP0a30dareasbHoro ped-
JIIOKCA, 4TO yacTo Habsmogaercs npu TOPB, naburarpan
MOJKET OKa3bIBaTh KOHTAKTHOE TTOBPEXK/IAIONIee IefiCTBIE
Ha CJIM3UCTYIO TiHIeBoa. VIMeloTes onvcanust cryJyaen
Pa3BUTHST MHOKECTBEHHBIX DPO3NUH, sI3B MJIH J€CKBAMAa-
VY CJIM3UCTON TTUTIEBOJIA, BO3HUKININX HA (POHE TprueMa
narroro ATC [13—17]. Cratucrtuyeckne naHHbIE TO
9TON martoJjioruu nposeznensl B padore Y. Toya u coasr.,
KoTopbie onennn pesyssraTbl ITC y 91-10 6osbHOTO,
HOJIyYaBInero aburaTpat, 1 BbISBUIN 930(arut y 19-u
u3 Hux (20,9%). D30¢arut G TIPE/ICTABIIEH JTHHEHHBI-
MM Y9aCTKAMHU IECKBAMAITIN STTUTEJTNST, 3aXBAThIBAIOIIH-
MU HIDKHIOIO M CPEIHIO TpeTh mumieBona. Y 68,4%
MAIIIEHTOB APO3UBHBII 930(DarUT COITPOBOKIAJICS BBIPA-
JKEHHOM m3xoroit u ucdarueii [18].

Heo6X0mMo OTMETHTD, YTO YacTOTA SI3B ¥ MHO-
JKEeCTBEHHBIX 9po3wnii xemyaka u/umn [[ITK y nanuen-
ToB, noJtyyasimx H/IA u gaburarpat, KOTOpbIE MOIYT
OKa3bIBaTh TIPSIMOE MTOBPEIK/IATOIIEee TeHCTBUE HA CIIH-
3HCTYIO, TPAKTUYECKH HE OTIIMYAIACH OT YaCTOThI aHA-
JIOTHYHON MATOJIOTUU Y JINII, MTOJTYYaBIIUX KIOMH/IA-
rpes, Bapdaput, puBapokcaban u HMI, koTopsie
IPSIMOTO TOBPESKAAIONIETO AEHCTBHS HE OKa3bIBAIOT.
BeposTHo, 3TO CBUIETENBCTBYET O TOM, YTO Pa3BUTHE
JIEKAPCTBEHHBIX OCJIOKHEHHIT JKesTy/IKa Ha (poHe mpue-
Ma ATC 00ycI0B/IEHO X CUCTEMHBIM AeHCTBUEM Ha
KOAryJIsIIIUIO, ¥ OTIPEIENIIeTCsT HapyieHneM (hopMUpo-
BaHUs TPOMOA TIPY TIOBPEKACHUY CJIU3UCTOH, CBsI3aH-
HoM ¢ apyrumu (akropamu — HITBIT uim H. pylori.

Brina mokasana posrb (pakTOpoOB PUCKA B Pa3BU-
tuu JKK-KpoBoTeueHnst 1 5pO3NBHO-I3BEHHBIX N3Me-
HeHuii y nannenTos, noayuasmux ATC. Tak, nexena-
TeJIbHBIE PEAKITMY IOCTOBEPHO Yalle BO3HIKAIN Yy JIUI]
>65 s1eT, y IMEBIITNX SI3BEHHBIN aHAMHE3, TPUHIMAB-
mux HITBIT u undunuposanusix H. pylori. 910 moa-
TBEPIK/ACT IAHHbIE, TOTyYeHHbIE B paboTax 3apy6esk-
Heix koJuter. Hampumep, B PKM RE-LY O6buia
NoKa3aHa JUHENHAsT 3aBUCIMOCTb Pa3BUTUS OCIIOXK-
HEHUE OT BO3pacTa: TP MCIOIb30BAHUH JabUTaTpana
yacrora JKK-kpoBoreuenuii y smir <65 JieT coctaBuia
0,89%, >65—74 net — 2,6%, >75 ner — 5,1% [6].

Hannbie PKU 1 HabmonaTebHbIX KOTOPTHBIX
UCCJICTIOBAHUT TTOATBEPIKIAIOT OOMBIITYIO POJTIH KOMOP-
6unnbix sabonesanuii JKKT (B yacTHOCTH, I3BEHHOTO
aHaMHe3a) B PA3BUTUU OCJIOKHEHUI, CBSI3AaHHBIX C
npuemoM ATC. IToT hakT He BHI3BIBAET COMHEHWH,
MOCKOJIBKY UMEHHO 9PO3UBHO-SI3BEHHbBIE 3MEHEHUST
BepxHUX U HIKHUX oTaeaoB JKKT nanGosee yacto
CTAHOBSITCS UCTOYHUKAMU KpoBoTedeHus [19—21].

Wndexist H. pylori, kak ocHOBHAasI IPUYMHA Pa3-
BuTHA 513BbI JKemyka/ /I 11K u xpormueckoro ractpura,
Ha (oHEe KOTOPOTO MOTYT TIOSIBJISITHCS 9PO3UHU, TAKIKe
CcUMTaeTCs OYeHb BakHBIM (pakTopoM pucka ;KKT-
ocsioxkaennii ipu ucnonabzoBanun ATC. Itor dakr

This drug is characterized by its ability to cause a se-
rious damage of esophagus. Dabigatran etexilate is a
‘pro-drug’ that is activated under the influence of
proteolytic enzymes of the bowel content. It has low
bio-availability (6.5%), which predetermines high
concentration of dabigatran maintained in the bowel
content. In case of duodenogastric and gastroe-
sophageal reflux that is often observed during
GERD, dabigatran may render a contact damaging
effect on the esophagus mucous membrane. There
are descriptions of cases when multiple erosions, ul-
cers, or desquamation of esophagus mucous mem-
branes developed at the background of this ATA
[13—17]. Statistical data on this pathology are given
in the paper of Y. Toya et al. who evaluated EGD re-
sults in 91 patients who received dabigatran, and
found esophagitis in 19 of them (20.9%). Esophagitis
was represented by linear fragments of epithelium
desquamation that involved the lower and middle
third of esophagus. In 68.4% of patients, erosive
esophagitis was accompanied with prominent burn-
ing sensation and dysphagia [18].

It should be noted that prevalence of ulcers and
multiple erosions of stomach and/or duodenum in
patients who received LDA and dabigatran that can
render a direct damaging effect on a mucous mem-
brane almost did not differ from prevalence of a sim-
ilar pathology in subjects who received clopidogrel,
warfarin, rivaroxaban, and LM H that do not render
a direct damaging effect. This probably indicates
that development of drug-induced gastric complica-
tions at the background of ATA is due to their sys-
temic action on coagulation and determined by
thrombus formation disturbance during mucous
membrane damage related to other factors —
NSAIDS or H. pylori.

The role of risk factors in the development of GI
bleeding and erosive and ulcerous changes in patients
who received ATA has been shown. Adverse responses
occurred reliably more frequent in subject of >65
years of age, who had ulcer history, received NSAIDS,
and had H. pyloriinfection. This supports the data ob-
tained by foreign colleagues. For instance, RE-LY
RCS showed linear dependency of development of
complications on age: during dabigatran use, the inci-
dence of GI bleeding in subjects of <65 years of age
amounted to 0.89%, >65—74 years of age — 2.6%, >75
years of age — 5.1% [6].

The data of RCS and observational cohort stud-
ies prove an important role of comorbid GIT diseases
(in particular, ulcer history) in the development of
complications related to ATA administration. This
fact is beyond question because these are erosive and
ulcerous changes of upper and lower GIT that become
sources of bleeding most frequently [19—21].

H. pylori infection as the main reason for devel-
opment of stomach/duodenum ulcer and chronic
gastritis, at the background of which erosions might
occur, is also considered a very important risk factor
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noATBepKaacT uccenosanue J. Lauffenburger u coasr.,
KOTOpbIe Habmoa/1u Koropty 13 21033 60JIbHBIX, MOJTy-
uasmmx gaburarpan. JKK-kpoBoreyernne passuiaocs y
446 (2,1%) 6ombHbIX, ipy aTOM Hasmuvie H. pylori yse-
JIMYUBAJIO PUCK HTOTO OCJIOKHEHUsT HoJtee ueM B 4,5 pasa
(orHomenue mancos 4,75, 95% A1 1,93—11,68) [22].
Cepust paboT, B T. 4. Hallie UCCIIEIOBAHNE, TOTBEPIKIACT
CYIIECTBEHHYIO poJib H. pylori B pa3sBUTHN OCJIOKHEHHIA,
cBa3anubix ¢ mpuemoM H/TA u HIIBII [23, 24].

Kypenne Takxke acconnupoBaioch ¢ I0CTOBED-
HBIM TIOBBITIIEHUEM PUCKA PA3BUTHS 9PO3UBHO-I3BEH-
HBIX M3MeHeHn . HUKOTHH 1 KOMITOHEHTHI TaGavHOTO
JIbIMa CTIOCOGHBI CTUMYJINPOBATD JKEYIOYHYIO CEKpe-
W10, BBI3BIBATH BOCHAIEHUE CIU3MCTOI U OKA3bIBATh
Ha Hee NpsIMOe TOBpesKaioliee zeiicteue. Bee ato
MIOBBIIIAET BEPOSITHOCTh PA3BUTUS HEXKETATeTbHBIX
peaxnwmii ipu ucnoabzoBannn ATC [25—27].

Taxum obpaszom, JKKT-ocioxkHeHNs, BOSHUKAIO-
mue Ha ¢one npuemMa ATC — cepbesnas npobiema,
TpebyIoIas N3y4eHus, CBOEBPEMEHHOTO KOHTPOJIS 1
aleKBaTHOM NPOMUIAKTUKI. Y OOJIBIIMHCTBA AIUEeH-
TOB, osryuaBinux pazanunbie ATC, pazsuBarorcs apo-
3uM U 43Bbl Bepxuux otrzenos JKKT, yto MmokeT craThb
NPUYNHON BOSHUKHOBEHUS JKI3HEYTPOXKAIOIIETO KPO-
BOTeUeHUs. B MosiB/ieHUY TaHHOW MaTOJIOTUN MMEIOT
3HaYeHue Takue (haKTOPbl PUCKA, KaK MOXKUIOH BO3-
pact, sI3BEHHBIII aHAMHE3, COMYTCTBYIOIIUN MPUEM
HIIBII u undunuposannocts H. pylori. Ix ciexyer
yUUTHIBaTh TIpH HazHaueHnuu ATC: BBITTOJNHATD CBOE-
BpeMeHHyio apaaukaiuio H. pylori, orpannamBarth
ncnosbzoBanue HIIBII, nponarannposars oTkas ot
KypeHHs, TIPOBOJIUTD a/IEKBATHYIO MEIMKAMEHTO3HYTO
npodunaktuky ;KK-kpoBoreuenmii.
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for GIT complications during ATA administration.
This fact is supported by the study of J. Lauffen-
burger et al. who observed a cohort of 21033 patients
who received dabigatran. GI bleeding developed in
446 (2.1%) patients, wherein presence of H. pylori
increased the risk of this complication more than
4.5-fold (odds ratio 4.75, 95% CI 1.93—11.68) [22].
A number of papers including our study support an
important role of H. pylori in the development of
complications related to LDA and NSAIDS admin-
istration [23, 24].

Smoking was also associated with a reliable in-
crease of the risks of developing erosive and ulcer-
ous changes. Nicotine and tobacco smoke
components are able to stimulate gastric secretion,
cause mucous membrane inflammation and render
a direct damaging effect on it. All of it raise the
probability of developing adverse response during
ATA administration [25—27].

So, GIT complications occurring at the back-
ground of ATA are a serious problem that requires
investigation, prompt control, and adequate pro-
phylaxis. Most patients who received various ATA
develop upper GIT erosions and ulcers that might
give rise to a life-threatening bleeding. Such risk
factors as elderly age, ulcer history, concomitant
NSAIDS, and H. pylori infection are significant in
the development of this pathology. They must be
taken into consideration when ATA are prescribed:
it is necessary to perform timely eradication of H.
pylori, limit use of NSAIDS, advocate smoking ces-
sation, carry out adequate medicinal preventive
care for GI bleeding.
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