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ANTICOAGULANT THERAPY IN EVERYDAY CLINICAL PRACTICE:
DATA OF THE RETROSPECTIVE CROSS-SECTIONAL STUDY

V.A. Sulimoyv, D.A. Napalkov*, A.A. Sokolova, A.V. Jilenko, O.S. Anikina
I.M. Sechenov First Moscow State Medical University. Trubetskaya ul. 8-2, Moscow, 119991 Russia

Aim. To study the structure and incidence of the in-hospital anticoagulants prescription in patients at high risk of thromboembolic events (TEE) and to evaluate clinical characteristics of anti-
coagulated patients (by the example of the University Clinical Hospital (UCH) Ne1 of .M. Sechenov First Moscow State Medical University (FMSMU).

Material and methods. The cross-sectional retrospective study held in UCH Ne1 of the FMSMU, enrolled 677 patients with atrial fibrillation (AF) for whom the prevention of TEE was indi-
cated.

Results. Of 677 analyzed cases (women 70%, men 30%) only 61% of the patients received appropriate anticoagulant therapy. Warfarin was prescribed in 73% of the cases, of them un-
satisfactory international normalized ratio (INR) control (time in therapeutic range less than 60%) was revealed in 79%. 8.45% of the vitamin K antagonist treated patients developed hem-
orrhagic complications. 16% of the patients received novel oral anticoagulants (dabigatran — 14%, rivaroxaban — 2%). Bleeding was fixed in 4.2% of the dabigatran treated patients and in
14.3% - in case of rivaroxaban therapy.

Conclusion. More than a third of non-valvular AF patients receive inadequate antithrombotic therapy in routine clinical practice. 75% of the anticoagulated patients are prescribed the vita-
min K antagonists (typically warfarin) as a traditional anticoagulant. At that, only in 21.7% of the patients receiving vitamin K antagonists, this therapy may be considered adequate. Low in-
cidence rate of the novel oral anticoagulants prescription despite the advantages of such treatment also calls attention.

Key words: atrial fibrillation; thromboembolic events; novel oral anticoagulants; vitamin K antagonists.
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AHTUKOArynsiHTHas Tepanus B peanbHON KNMHNYECKO NpaKTUKe: laHHble PeTPOCNeKTMBHOTO OAHOMOMEHTHOIO 1CCNefoBaHNs
B.A. Cynumos, [1.A. Hanankos*, A.A. Cokonosa, A.B. Xunenko, O.C. AHuKvHa
MepBbit MOCKOBCKMI FOCyAapCTBEHHbIA MeANUMHCKIR yHBepcuTeT uM. .M. CeveHosa. 119991, Mocksa, yn. Tpybeukas, 8, crp.2

Llenb. V3y4nTb CTPYKTYpY W 4aCTOTY Ha3Ha4eHi aHTMKOAryNsHTOB B CTaLl1oHape (Ha npumepe YHUBEpCUTETCKOM KNnHiieckoi GonbHULb! (YKB) N2 1 MepBoro MOCKOBCKOrO rocyAapcTBeH-
Horo MeauupmHckoro yHrsepcuteta (MTMY) um U.M. CeveHoBa) cpeay NauyeHTOB C BbICOKMM PYUCKOM pas3BrTUSA TPOMO03IMBONMHeckmnx 0coxHeHni (TD0), a Takke KMHUYeCK e Xapak-
TEPUCTVKM NALMEHTOB, NOAYYAIOLLMX aHTVKOAryISHTHYIO Tepanuio.

Martepman n metopabl. OAHOMOMEHTHOE MonepeyHoe PeTpOCnekTUBHOE nccneaosanue, nposeaerHoe B YKB N2 1 Mepsoro MIMY mm /.M. CeyeHoBa, BKi04MN0 677 NaLMeHToB ¢ hunb-
punnsuven npencepaunin (OM), KoTopbiM nokasaHa npodunaktuka T30.

Pe3ynbrartbl. /13 677 npoaHanu3vpoBaHHbIx nauneHTos (70% seHLuuH, 30% MyxunH) nnlb 6 1% nomyyaioT NokazaHHYIo UM aHTVKOarynsHTHYIO Tepaniio. Ha 4onto BapdapyHa NpuLuiocs
73%. Cpeam NaumeHToB, NofyHaloLmx BapdapuH, 8 79% Cy4aes BbISBNEH HEYAOBETBOPUTENbHbIA KOHTPOMb MEX/YHAPOAHOr HOPMan30BaHHoro otHowweruam (MHO) BcieacTame npe-
ObIBaHVS BHe TepaneBTNYECKOro OKHa MeHee 60% BpeMeHu. Y 8,45% NaLMeHToB, NOMYYaBLUMX aHTarOHUCTbI BUTaMUHa K, pasBunmch reMopparyeckie oCIoKHeH s, HoBble nepopab-
Hble aHTUKOAryNsHTbl nony4any 16% naumeHtos (14% — pabwratpaH, 2% — pusapokcabat). Ha fonio naumeHToB, nony4asLunx AaburatpaH, npuwnock 4,2 % KposoTedeHuid (OT Yyucna
nofy4aBLUVX AaHHbIV Mpenapat), Ha pusapokcabaH — 14,3%.

3akntoueHue. bonee Tpet naumeHTos ¢ P HeknanaHHoO 3TUONOMUN B PYTUHHOM KIMHUHECKOV NPaKTVIKe NONyYaloT HeafleKBaTHYIO aHTUTPOMOOTUHECKYIO Tepanyio. MpuMepHo B 75% cny-
4aes B Ka4eCTBe aHTVKOArysHTa naLyeHTaM TpaAMLUMOHHO Ha3Ha4aloTCs aHTAaroHMCTbI BUTaMmHa K (4ate Bcero — BapdapyH). B 10 xe Bpems Tonbko Y 21,7 % BonbHbIX, NONyHatoLmx aH-
TaroHUCTbI BUTaMWHa K, aHHbI BUA Tepanuu MOXHO NpK3HaTh aflekBaTHbIM. Takxe obpallaeT Ha cebst BHUMaHMe HU3KWIA NPOLLEHT Ha3Ha4eHWs HOBbIX NepOopanbHbIX aHTUKOAryNSHTOB,
HEeCMOTPSA Ha MMeloLLMeCs NpenMyLLIecTBa JaHHOW Tepanuu.

KnioueBble cnoBa: propunnsLyis npeacepanii, TpoMbo3mMoonMyeckme 0CNoXHeHs, HoBble NepopasibHble aHTUKOArynsHTbI, aHTAarOHUCTbI BUTaMuHa K.
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Correctly organized retrospective studies — reg- OueHka 3 HeKTUBHOCT 11 6e30MaCHOCTM aHTUKOATYSIIHTOB
istries - allow to estimate the efficacy and safety of y naumeHToB ¢ hnbpunnaumen npeacepanii (OMN) HeknanaH-
anticoagulant therapy in patients with non-valvular HOW 3TUONOT B PYTUHHOW KIIMHNYECKOW NPaKTUKE BO3MOX-
atrial fibrillation (AF) in routine clinical practice. Ret- Ha C NMOMOLLbIO MPOBEAEHWS MPaBUIbHO OPraHM30BaHHbIX
rospective studies and registries organization make PETPOCNEKTUBHBIX 1 HabNOAATENbHbBIX NCCNefoBaHNN — pe-
it possible to get an insight into a real clinical prac- MCTPOB. PeTpocnekTBHbIE UCCNEeNoBaHWS 1 CO3AaHme PerncTpoB
tice in different regions or medical centers. Registries B MeAMLMHe NO3BONSIOT NOMYyYNTb peasibHoe NpeacTaBneHne
allow to identify risk groups and assess medical care O CyLLLeCTBYIOLEN MeOULMHCKOWN NPaKTUKe, ee 0CODEHHOCTSX
and patients’ quality of life [1]. B Pa3fIMYHbIX PErMOHAX UV MeOMUMHCKUX yapexaeHmnsx. Mo

AF is the most common heart rhythm disorder that OaHHbIM peruncrpa MoryT ObiTb BbldeNleHbl onpeneneHHble
impacts heart hemodynamics and is associated rpynnbl pUcka, a TakkKe OLeHeHO OKa3aHue MeaULMHCKOW No-
with increased mortality rates due to stroke and sys- MOLLM U Ka4eCTBO XM3HM naLymeHToB [1].
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Anticoagulant therapy in everyday clinical practice
AHTUKOArynsiHTHasA Tepanus B PeanbHOI KINHNYECKOI NPaKTUKe

temic thromboembolism. It also promotes heart fail-
ure and quality of life deterioration [2-4]. AF preva-
lence is about 4.5 million people in European coun-
tries and more than 3 million people in the USA[5].
AF prevalence among adult population is about 0.5—
2% [6-8], at that, it can achieve 10-15% in the eld-
erly. [3,9]. According to Go A.S. et al. data AF inci-
dence rate runs up to 3.8% in people above 60 years
old and to 9% in those above 80 years old [10]. Tak-
ing into account the growing life expectancy trend
in developed countries, increased AF prevalence can
be noted, resulting in the increment of throm-
boembolic events (TEE). That is why AF demands spe-
cial control and attention, including measures for pre-
vention of adverse events [2,4].

Unfortunately, aspirin still remains one of the main
drugs for antithrombotic therapy in a number of cas-
es. “Standard” treatment with warfarin (vitamin K an-
tagonist — VKA) presents some problems due to the
difficulty in dose titration and failure to control INR
in a number of regions. There are novel oral antico-
agulants which have recently entered the Russian
pharmaceutical market, among them: dabigatran,
rivaroxaban and apixaban. These drugs have such in-
dication as “stroke prevention in patients with non-
valvular atrial fibrillation”. Despite data from multi-
center clinical trials, none of the guidelines presents
comparative evaluation of their use (including effi-
cacy and safety).

The aim of the study was to evaluate the real in-
cidence of anticoagulants prescription in patients at
high TEE risk and to assess clinical characteristics of
patients receiving anticoagulant treatment in the hos-
pital (through the example of the University Clinical
Hospital (UCH) Ne1 of I.M. Sechenov First Moscow
State Medical University).

Material and methods

Retrospective cross-sectional study of patients
with non-valvular AF with respect to the presence
or absence of an adequate anticoagulant therapy
was conducted on the base of the UCH Ne1 of
[.M. Sechenov First Moscow State Medical Uni-
versity. A total of 2000 hospital charts for period
from 2011 to 2014 years were analyzed, among
them 677 cases of non-valvular AF had been se-
lected (Fig.1).

In accordance with the received data, such
items as indications for oral anticoagulants ad-
ministration, the presence or absence of antico-
agulants in doctor’s prescriptions, reasons for re-
fusal of anticoagulant prescription and type of an-
ticoagulant therapy were retrospectively assessed.
Clinical characteristics of the patients included

@M — Harbonee YacTo BCTpeYatoLLIeecs B KIMHNYECKOK Mpak-
TWKe HapylleHne pUTMa cepdua, BAvsloLLEee Ha BHyTpUcep-
OE4HYI0 reMOAMHAMUKY, 4aCTo aCcCoLMMPYEMOE C MOBbILLIEHM-
eM CMepPTHOCTW B CBS3U C PUCKOM Pa3BUTUS UHCYNbTa N CU-
CTeMHbIX TPOMDO3MOONNI, a Takke cepaeyHor HegoCTaTou-
HOCTbBIO 1 YXYLLLEHNEM Ka4eCTBa XW3HM naumeHTos [2-4]. Ee
PacnpoOCTPaHEHHOCTb COCTaBnAeT 4,5 MIH. YeloBekK B CTPaHax
EBpocoto3a 1 6onee 3 MiH. Yenoek B CLLA [5]. Cpeam B3poc-
noro HaceneHus 3abonesaemMoctb O B cpeHeM CcoCTaBnsAeT
0,5-2,0% [6-8], a y NOXUIbIX 1 CTapbIX NIOAEN STOT MPOLIEHT
MoxeT goctnrate 10-15% [3,9]. Go A.S. c coaBTOpamu Noka-
3anu, 4To yBenmyeHe Yactotbl Al ¢ Bo3pacTom gocturaet 3,8%
cpenv nopeu ctapiue 60 netn 9% — crapwe 80 net [10]. Yyu-
ThIBasi TEHOEHLMIO K YBETNHEHWIO MPOAOIKUTENBHOCTY XXM3HN
HacefeHns B PasBUTLIX CTPaHax, MOXHO OTMETUTb BO3pac-
TaloLyo pacnpoctpaHeHHocTb PI1, u, kak cnencrsme, yee-
NYeHre TPOMO03MOBONMYECKNX OCNOXHEHNI (TDO), YTo Tpe-
OyeT 0coboro KOHTPONs U BHUMaHWS, NpPOBeaeHns Mepo-
NPUSATUA MO BO3MOXHOMY MPeLOTBPALLEHNIO HeXenaTenb-
HbIX aBneHun [2,4].

Cpen OCHOBHbIX MpenapaToB AN NPOBELEHWUS aHTU-
TpoMOOTMYECKOV Tepanun, K BONbLIOMY COXaNeHWo, A0 CUX
nop B page CiydaeB UCNonb3yeTca acnupuH. OnpegeneHHble
TPYAHOCTM BbI3bIBAET «CTaHAAPTHAs» Tepanis BapdapuHoOM (aH-
TaroHNCT BUTaMuHa K — ABK) B CBSA31 CO CTOXHOCTbIO Noabo-
pa HeoOXOAMMOW 03bl, @ B PAAE PErMOHOB — U HEBO3MOX-
HOCTbIO KOHTpONSA ypoBHA MHO. Takxke Ha poccumnckoM dap-
MaLLEBTNYECKOM PbIHKe MNOSBUANCH HOBbIE NepopasibHble aH-
TnkoarynaHtel (HMOAK) — maburatpaH, puBapokcabaH u
anunkcabaH, MMeloLe NokasaHne K NpruMeHeHuIo «npodu-
NaKTUKa MHCYNBTa Y NMaLMeHTOB C hbpunnsumen npeacepamii
HekflanaHHoM 3TMoNorMn» . HecMoTpSA Ha AaHHble MHOTOLLEHT-
POBbIX KIMHNYECKMX UCCNe0BaHMIA, HX B OOHOM M3 PYKOBOACTB
He NPOBOAMMACh CPABHUTENbHAA OLLEHKa WX MPYIMeHeHNs
(BKJTIO4aBLLAsA 3(PHEKTUBHOCTL M 6e30MacHOCTb).

Llenbio HacToAWwero nccnefoBaHMs ABASETCA OLEeHKa pe-
anbHOIO YMCNA Ha3HA4YEHMIN aHTUKOANYNAHTOB B CTalMoHape (Ha
npvMepe YHUBEPCUTETCKOM KIMHMYeckor 6onbH1Lbl N2 1 Mep-
Boro MIMY mnm .M. Ce4eHoBa) cpeam NaLMEHTOB C BbICOKNM
prckoM passuTna T20, 1 yTOHHEHME KIMHUYECKMX XapaKTe-
PUCTMK NaLMEHTOB, MOMNYYatoLLMX aHTUKOAMYSHTHYIO Tepanuio.

MaTepunan n meTtoabl

Ha 6a3ze YKBE Ne1 Mepsoro MIMY 1m. .M. Ce4eHoBa Oblno
NpoBedeHO PETPOCMEKTNBHOE OAHOMOMEHTHOE MOMePeYHOe MC-
CnefoBaHye naumeHToB ¢ MI1 HeknanaHHoOW 3TNOMOMMW Ha Npea-
MET Han4us UM OTCYTCTBUS afleKBAaTHOM aHTUKOArynsiHTHOM
Tepanuu. Bcero 6bi1o npoaHanmsnposaHo 6onee 2000 mcto-
puii bonesHen 3a nepron ¢ 2011 no 2014 rr., U3 KOTOPbIX OTO-
OpaHo 677 naumeHTos ¢ A1 HeknanaHHoM atnonorm (puc. 1).

Mo nony4YeHHbIM AaHHBIM PETPOCNEKTVBHO NPOBOAMNACH
oLleHKa Noka3aHWIM K Ha3Ha4YeHWo NepopasbHbIX aHTUKOAary-
NAHTOB, HaNWYMe U OTCYTCTBUE B HA3HAYEHWUSAX aHTMKoary-
NSIHTHOW Tepanum, NPUYMHbI HEHa3HAYEHWS!, 1 BUL, aHTUKOA-
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Patients hospitalized
in UCH Ne1
in2011-2014 years

MauuneHTsl,
rocnutanusmposaHHble B YKB N21
82011-2014rr.

Patients with non-valvular AF
at moderate to high TEE risk
(the CHA,DS,VASc score of >1)

MauuenTbl ¢ DI HeknanaHHON
3TUONOrNYN C yMepeHHbIM
1 BbICOKUM prcKkoM pa3sutis TI0
(>1 6anna no wkane CHA,DS,VASc)

Data assessment

AHanu3 gaHHbIX

Figure 1. Design of the study
PucyHok 1. lnzanH ncciegoBanHus

such parameters as gender, age, TEE risk by the
CHA,DS,-VASc score, bleeding risk by the HAS-
BLED score, creatinine clearance by the Cockroft-
Gault formula, glomerular filtration rate by the
MDRD formula, fibrinogen level and comorbidity
presence (arterial hypertension, myocardial in-
farction, ischemic heart disease, chronic kidney dis-
ease, diabetes mellitus type 1 and 2, history of tran-
sient ischemic attack or stroke). In case of the VKA
prescription, the time in therapeutic range was cal-
culated: percentage of time span when the INR over-
ran the reference range (below 2 or above 3, re-
spectively) subtracted from the 100% of the VKA
intake time.

Evaluation of stroke and thromboembolic
events risk

The risk was calculated using the CHA,DS,-
VASc score [4]. The results were presented in points
from 0 to 9. The score of 1 and more according
to the European Society of Cardiology guidelines
was considered as an indication for the use of drugs
for the prevention of TEE. All patients with non-
valvular AF on anticoagulant therapy were eval-
uated for the bleeding risk by the HAS-BLED
score [4], total score of >3 indicated a high risk
of bleeding.

Statistical analysis was conducted using the pro-
gram package SPSS 2 1. Descriptive and variation sta-
tistics methods were used. Values were presented as
M=£SD or Me (25%; 75%).

Results
Characteristics of the patients enrolled
into the study

Among the enrolled patients with non-valvular
AF (n=677; mean age 68+11.8 years) 70.5% were
women and 29.5% - men. Majority of the patients
(98.4%) were at moderate or high risk for TEE oc-
currence - >1 by the CHA,DS,-VASc score (on the
average — 3.9 points). In general, this cohort of pa-

TYNAHTHOM Tepanunu. KnvHnYecke XxapakTepmucTyiki naumeH-
TOB BKJIOYaNM Takme NapameTpbl, Kak nofsl, BO3PacT, OLEeHKa puc-
Ka passutua T30 no wkane CHA,DS,-VASC, oLieHKa prcka pas-
BUTWNS KPOBOTEYEHMI MO Wkane HAS-BLED, knnpeHc kpeatu-
HWHa no opMyne KokpodTa-lonta 1 ckopoCTb Kiybo4KoBOM
chunsrpaumm no opmyne MDRD, ypoeHb prbprHoreHa, a Tak-
e Hanmyve comyTcTByloLLe naTonorn (apTepuanbHas rj-
nepTeHsus, MHMaPKT M1UOKaPAA, NleMmdeckas bonesHb cepa-
La, XpoHM4eckas 6one3Hb NoYek, caxapHblt Anabet 1 1 2 Tvna,
TpaH3UTOPHas MLLIeMUYeCcKas aTaka v MHCYLT B aHaMHe3e).
[nga naupeHToBs, npuHMMaioLmx ABK, onpenenanocs Bpems Ha-
XOXOEHUs B TepaneBTUYeCcKOM OKHe (13 100% BpemMeHu
npvema ABK Bbl4MTancs NpoueHT BpeMeHM BbIXxoa 3a pede-
peHcHble 3HadveHns, MHO meHee 2 mnu Gonee 3, cooTBeT-
CTBEHHO).

OueHKa pucKa pasBUTUSA UHCYNbTa U
TPoMOO3MOONNYECKUX OCTOXHEHUI

Mpn pacyete pucka MCNONb30Banach OLEHOYHas LUKasa
CHA,DS,-VASc [4]. MonyyeHHble pe3ynbraTbl ObiIV npesd-
cTaBneHbl B 6annax ot 0 fo 9. MokaszaHneM K HazHa4YeHWIo npe-
napaTos AN npodunaktrkm T30, cornacHo pekoMeHAaumam
EBponeickoro obLLecTBa Kapanonoros, Obino BbISBREHWe Y Na-
umeHToB > 1 Gannos.

Bcem naumeHtam ¢ Of1 HeknanaHHOW 3TMONOTWK, MOny-
YaIOLLMM aHTMKOAryIAHTHYIO Tepanmio, MPoBOAMIACh OLLEHKa
py1CKa pa3BUTUA KpoBOoTeYeH I Mo wikane HAS-BLED [4], cym-
Ma DannoB >3 yka3blBarna Ha BbICOKMI PUCK PA3BUTUS KPOBO-
TeYeHNN.

CTaTUCTMHECKMIA aHaM3 BbIMOJIHEH C VCMOMIb30BaHVEM
cTatucTuyeckoro naketa SPSS 2 1. MpriMeHUNNCL MeTobl Onu-
CaTefIbHOW U BapWaLMOHHOW CTaTUCTUKK. BennyumHbel npeg-
cTaBneHbl B Buge M=SD unu Me (25%; 75%).

Pe3ynbTtaThl
XapakTepucTrka nauueHToB, BKIIFOYEHHbIX
B UccniegoBaHmne

13 naumeHToB, BKJIOYEHHbIX B aHann3 (n=677; cpegHuii
Bo3pacT 68=+11,8 net), 70,5% naumeHTtos ¢ Ol HeknanaHHON
3TUONOTUN COCTaBUIIN XEHLLUMHbBI, My>X4UHbl — 29,5%. Bonb-
LUMHCTBO NaumeHToB (98,4 %) Menn yMepeHHbI U BbICOKMIA
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Table 1. Clinical and demographic characteristics of the patients with atrial fibrillation (n=677)
Tabnuua 1. KnuHuko-gemorpaduyeckme xapakTepucTMku naumeHToB ¢ dunbpunnaumnen npegcepaunii (n=677)

Characteristics / XapaktepucTuku nauyeHToB

Value / 3HauyeHue

Chronic heart failure / XpoHuueckas cepagyHas HeROCTaTo4HOCTb, N (%)

Men / MyxuHel, n (%) 200(29.5)
Women / XeHwumHbl, n (%) 477 (70.5)
Mean age, years / Cpeanuit BO3pacT, et 68 (19; 94)
Arterial hypertension / ApTepuanbHas runeptous, n (%) 587 (86.7)
Ischemic heart disease / Viwemmyeckas bonesHs cepaua, n (%) 314 (46.4)
including previous myocardial infarction / B T.4. MH®hapKT M1OKap/a B aHamHe3e, n (%) 104 (15.4)
Diabetes mellitus type 1and 2 / CaxapHbiv anatet 11 2 Tina, n (%) 125(18.5)
Stroke / OcTpoe HapyLeHyie MO3roBOro KpoBoobpaLLeHws, n(%) 101 (14.9)
52 (7.

7)

Data are presented as Me (25%; 75%) or n (%)
[laHHble npefcTaneHbl B Buae Me (25%; 75%) winn (%)

Table 2. Distribution of the patients according to the
CHA,DS,-VASc score (n=677)

Tabnuua 2. PacnipepeneHve naunmeHToB Mo KONMYecTBy

6annos wkansl CHA,DS,-VASc (n=677)

Scores / Konuyectso 6annos n (%)
11(1.6)
59(8.7)
99(14.6)

127(18.8)

145 (21.4)

112(16.5)
71(10.5)
31(4.6)
20(2.95)
2(0.29)

O || N |||~ |W|IN|— O

tients was at a low risk for hemorrhagic complica-
tions (on the average 1.45 by the HAS-BLED
score).

The main TET risk factors in non-valvular AF pa-
tients were as follows: hypertension, ischemic heart
disease, including previous myocardial infarction,
stroke, diabetes mellitus type 1 and 2 and conges-
tive heart failure (Table 1).

Chronic kidney disease (CKD stages 3a, 3b, 4)
with the significant decrease in glomerular filtration
rate was revealed in 50.6% of the patients.

Tables 1-3 present characteristics of the pa-
tients enrolled into the study.

Table 3 shows distribution of the patients ac-
cording to the HAS-BLED score.

The aspects of anticoagulant therapy

Only 63.4% of the patients admitted to hospi-
tal from 2011 to 2014 years at moderate and high
TEE risk (>1 by the CHA,DS,-VASc score) received
proper anticoagulant therapy. Aspirin was pre-

Table 3. Distribution of the patients by the risk of hemorrhagic
complications (the HAS-BLED score; n=677)
Tabnuua 3. PacnpegeneHne nNaLMeHTOB Mo pUCKY remopparmye-
CKUX ocnoXXHeHun (bannbl no wkane HAS-BLED;

n=677)

Scores / Konuyectso 6annos n (%)

0 128 (18.9)
1 226(33.4)
2 227(335)
3 81(12)
4 14(2)

5 1(0.15)

puck pa3sutms TO0 — >1 6anna no wkane CHA,DS,-VASc (B
CpefHeM — 3,9 6annoB). B Lenom faHHas KoropTa naumeHTos
VIMENa HN3KMIN PUCK Pa3BUTUSA reMOPPArnieckmx OCIIOXKHEHNIA
(B cpegHeM 1,45 Gannos no wkane HAS-BLED).

Cpenn 0CHOBHbIX hakTOpOB pucka pa3suTmus T30 y nauu-
eHToB ¢ DI HekNanaHHOW 3TUONOMNK BbISIBIEHbI apTepuanb-
Has runepTeHsna (Al), niemmnyeckas bonesHb cepgua (MBC),
B T.4. MHapKT M1okapaa (M) B aHaMHe3e, ocTpoe HapyLue-
HWe MO3roBoro kposoobpatteHus (OHMK), caxapHbii Avabet
(CO) 11 2 TMNOB 1 XpoHMYecKas cepaeYHas HeqOCTaTOHHOCTb
(tTabn. 1). XpoHudeckas bonesHb nodek (XbI1 3a, 36, 4 cragnm)
CO 3HAYNMbIM CHUXEHWEM CKOPOCTU KIyOo4KOBOW huUnbTpa-
UMK Obina BoisiBReHa y 50,6 % nauueHToB.

XapaKkTepurcTyika NaLmMeHToB, BKITIOYEHHBIX B UCCIed0BaHMe,
npeacraBneHa B tabn. 1-3.

PacnpefeneHue nauyeHToB B 3aBUCUMOCTM OT Y1cna Gan-
nos no wkane HAS-BLED npencrasneHo B Tabn. 3.

OcobeHHOCTM aHTUKOArynsHTHON Tepanum

Cpeay naumeHToB, HAXOAMBLUMXCA B CTaLlMOHAPe B Nepuog,
c 2011 10 2014 rT. C yMepeHHbIM 1 BbICOKMM PUCKOM Pa3BU-
115 T20 (>1 6anna no wkane CHA,DS,-VASC) Tonbko 63,4%
nonyyanu OOMKHYIO aHTUKOArynsHTHylo Tepanuio. 24,2%
©onbHbIX ObIT Ha3Ha4YeH acnMpuH, a B 12,4% cnyyaes BOBCe
ObINO NPUHSATO peLLeHne BO3aep KaTbCs OT NPOBEAEHVIS TPOM-
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Figure 2. Distribution of the non-anticoagulated patients in accordance with the CHA,DS,-VASc score
PucyHok 2. PacnpegeneHue no 6annam wkansl CHA,DS,-VASC cpeiv NauMeHToB, He NONy4atoLmMX aHTUKOArynsiHTHYIO Tepanmio

scribed for 24.2% of the patients, while in 12.4%
of the cases thromboembolism prevention was
completely absent. 92.4% of the non-anticoagulated
women had TEE risk of >2 by the CHA,DS,-VASc
score. In case of men the situation was better — high
TEE risk among those who did not receive antico-
agulant treatment was only 65.7%. Figure 2 demon-
strates distribution of the non-anticoagulated patients
by the CHA,DS,-VASc score.

Warfarin was prescribed in 73% of the pa-
tients, novel oral anticoagulants were distributed as
follows: 22.4% of the patients received dabigatran
and 4.6% - rivaroxaban. In 78.3% of those who re-
ceived warfarin the INR was in the therapeutic
range for less than 60% of the time (in the remain-
ing 21.7% the INR was in the therapeutic range for
more than 60% of the time). According to the gen-
erally accepted conception, this may testify to inef-
fective and/or unsafe therapy. 8.4% of those who
received the VKA revealed complications of the
treatment in the form of bleeding. Hemorrhagic events
were also noted in 4.2 % of the patients treated with
dabigatran and in 14.3% of those who received ri-
varoxaban (p=0.09 as compared with dabigatran).

CHA,DS,-VASc score of at least 1 was presentin
98% of the patients and, according to clinical
guidelines, it indicated a high risk of stroke and the
need for anticoagulant therapy. The presence of mul-
tiple risk factors was noted to increase the probability
of bleeding. Risk factors included the following: heart
failure, low left ventricle ejection fraction (<40%),
hypertension, age above 75 years, diabetes mellitus,
history of stroke or transient ischemic attack, other
vascular diseases, age 65-74 years and female
gender. Bleedings were more frequent in the group

OonpodmNakTKK. V13 XeHLLWH, He MoMyYaBLUMX aHTUKOAary-
NAHTHYIO Tepanuio, B 92,4% puck TpoMbo3Mbonmyeckmnx
OCITIOXXHEHWI cocTaBun >2 6annos no Lwkane CHA,DS,-VASc.
Y My>XUMH cuUTyaums Obina nyyile, 1 BbICOKMI PUCK pa3BUTUS
T20 cpenu He Nosly4aBLUMX aHTUKOArYNAHTHYIO Tepanuio, Co-
CTaBUn Tonbko 65,7%. PacnpeneneHune no Gannam wkasnbl
CHA,DS,-VASC cpefivt nauMeHToB, He MoyHatoLx aHTKoa -
TYAAHTHYIO Tepanuio, NpeacraBieHo Ha puc. 2.

BapdapuH HaszHavancs 73% nauMeHToB, HOBble Mepo-
pasnbHble aHTUKOATYNAHTbI PACNPeaenUINCh Ceayiowmnm 0b-
pa3oM: 22,4% nauyeHToB nonyvanu naduratpaH 1 4,6% — pu-
BapokcabaH. Y 78,3 % naumeHToB, NonyyasLUmx BapdapyH, no-
kasartens MHO HaxoOmncs B TepaneBTUHeCKOM OMana3oHe Me-
Hee 60% BpemeHK (y octanbHbIx 21,7 % nokazatens MHO Ha-
XOLMICS B TepaneBTNUYeckoM AranasoHe bonee 60% Bpeme-
HW), 4TO, MO ODLLENPUHATLIM NPEACTaBAEHNAM, MOXET CBU-
LLeTeNbCTBOBATL O HE3I(MEKTUBHON 1 /NN HeDe30MaCcHOW aH-
TUKOArynaHTHOW Tepanun. Cpeam naumeHToB, nonyyasumx ABK,
OCIIOXHEHWs Tepannu B BUAE KPOBOTEYEHWN Oblnin 3ahmKCn-
poBaHbl B 8,4% cny4aeB. leMoppariyeckme cobbiTis Obinm 3a-
ukcrpoBaHbl y 4,2 % naumeHToB Ha JaburatpaHe, a Ha pu-
BapokcabaHe NMPOoLEHT KpoBoTeueHNIn coctasuin 14,3% (p=0,09
[N8 Pasnnyni ¢ gaburatpaHom).

Kak MuHMMyM 1 6ann no wkane CHA,DS,-VASc nmenn 98%
naLMeHToB, Y4TO, B COOTBETCTBUW C KITMHUYECKVIMWN PEKOMEH-
JaumsaMuM, 03Ha4YaeT BbICOKMI PUCK MHCYNBTa M NOTPeOHOCTL B
aHTUKOArynaHTHOW Tepanun. OTMeYeHo, 4TO Hanu4me MHo-
>KEeCTBEHHbIX (DAaKTOPOB PMCKa MOBLILLANO BEPOATHOCTb Pa3BUTISA
KpoBoTeyeHmi. DaKTopbl pYCKa BKOYaNW CEpAeYHYIO0 Hefo-
CTAaTOYHOCTb, HM3KYIO (PaKLMIO BbIOPOCA NEBOro xenyno4ka
(<40%), apTepmanbHyio rmnepTeHsmio, Bo3pact >75 ner, ca-
XapHbIV AMabeT, nepeHeCceHHbIN paHee MHCYNET UV TPAH3N-
TOPHYIO ULLIEMUYECKYIO aTaKy, Apyrie cocyamcTble 3abonesa-
HUS, BO3pacT 65-74 rofa, a Takxke XeHckunn non. Hanbonee Ya-
co (B 12,7 % cny4aeB) KpOBOTEYEHMS BO3HWUKANN B rpyrne na-
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Figure 3. Relation of bleeding incidence to the
CHA,DS,-VASc score

PucyHOK 3. 3aBMCMMOCTb KPOBOTEUYEHMI OT Konn4yecTBa ban-

nos no wkane CHA,DS,-VASc

of patients who had a CHA,DS,-VASc score of 6. It
should be noted that significant number of hemor-
rhagic events (8.5% of the cases) was in the group
of patients with a CHA,DS,-VASc score of 1 which
demands further understanding of possible reasons
for this fact (Fig. 3).

Increased frequency of bleedings distinctly cor-
related (p<0,05) with the HAS-BLED score. The pa-
tients with 3 and 4 points by this score revealed the
maximal incidence rate of these events (22% and
40%, respectively) (Fig.4).

Discussion

Our study has shown that more than a third of
non-valvular AF patients (36.6%) do not receive an-
ticoagulant treatment. However, this index, re-
ceived in a clinical hospital of one of the major med-
ical universities of the country, can be considered very
high for Russian Federation. So, the RECVASA reg-
istry with 3690 AF patients from outpatient practice
of Ryazan revealed that anticoagulants were not pre-
scribed in 95.9% (1) of such patients (only 3.6% of
the patients received warfarin and 0.6% - dabiga-
tran) [11]. The situation in Nizhny Novgorod is not
much better - according to Drozdova E.A. data, 75%
of AF patients with stroke were non-anticoagulat-
ed (in 56,8% cases - anticoagulation was not pre-
scribed by a doctor; in 18.2% of the cases patients
disregarded doctor’s prescriptions) [12]. Similar
low frequency of oral anticoagulants prescription was
recorded in Saratov: 28.6% of AF patients at high risk
for stroke were prescribed warfarin and 71.4% re-
ceived no anticoagulant medications. [13].

Figure 4. Relation of bleeding incidence to the HAS-BLED
score
PrcyHoK 4. 3aBUCMMOCTb YaCTOTbl KPOBOTEHEHUI
oT KonnyecTsa 6annos no wkane HAS-BLED

LMeHTOB C 6 bannamu no Lwkane CHA,DS,-VASc. CTouT oTme-
TUTb, 4YTO BOMbLIOE YNCIO reMOPParnYeckmx OCIOXHEHUI
(8,5% crnyyaes) ObINIO OTMEYEHO B rpyrnne nawumeHTos ¢ 1 6an-
nomM no wkane CHA,DS,-VASc, 4to TpebyeT ganbHeunLero
OCMbICTIEHUSA BO3MOXHbIX MPUHKH, NEXAaLLMX B OCHOBE AaHHOTO
sBneHus (puc. 3).

MpocnexuBaetcs Yetkas 3aBucumMocTb (p<0,05) pocta
YyMcra KpOBOTEYEHMI OT KonmyecTsa 0annos Mo wkane HAS-
BLED. MakcimarnbHoe 4ncio cobbimiit (22% 1 40% ) NpuLLNIOCh
Ha NauMeHToB ¢ 3 1 4 Gannamu No AaHHOW WKane, COOTBET-
cTBEHHO (puc. 4).

OGcyxpaeHune

B Hallen paboTe GbINIo NokasaHo, YTo bonee TpeTu nauu-
eHToB ¢ DI (36,6%) HeKNANaHHOM 3TUONOMMK He NofyvaeT
AHTVKOAryNAHTHOM Tepanunun. TeM He MeHee, OaHHbIN MoKa-
3aTeslb, MOMYyYeHHbIN B YHUBEPCUTETCKOM KIIMHUYECKON BOofb-
HWMLE OOHOrO 13 KPYNHEenLWmnx MeanLMHCKMX BY30B CTPaHbI,
ans Poccninckon Mepgepaumi MOXHO CHUTATb O4eHb BbICOKMM.
Tak, peructp PEKBA3A, BkiodaBLUmnin 3690 6onbHbIx ¢ DI 13
aMOynaTopHOW NPaKTUKW B I. PA3aHK, nokasan, 4To HeHa-
3HAYeHMe aHTUKOArynsaHTOB NpomcxodmT B 95,9% (1) cnyyaes
(Tonbko 3,6% naumeHToB nonyyani sapdapuH 1 0,6% — na-
OuratpaH) [11]. HeHamHoro ny4iue cutyaums 1 B HuxHem Hos-
ropoge, rae, no AaHHbiM Oposgosout E.A., 13 Yncna naumeHToB
¢ OHMK Ha doHe ®I1 HeHa3HayeHVe aHTMKOarynsHTOB COo-
cTaBuno 75% (56,8% — HeHa3HadeHue Bpadom; 18,2% — ur-
HOpMPOBaHWe MauMeHTaMn pekomeHdaumn Bpaya) [12].
AHaNOrM4YHO HN3KMIN YPOBEHb MCMONBb30BaHWA MO NMOKa3aHMIo
nepopanbHbIX aHTUKOarynaHToB otMedeH 1 B CapaTtoBse:
28,6% C BbICOKMM PUCKOM MHCYNbTa Ha hoHe DI Ha3HayeH
BapdapuH, 71,4% nauneHToB oCTanch 6e3 aHTMKOoarynsaH-
ToB [13].
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A total time within the target INR range (time
in therapeutic range) was 39% in our study, which
is significantly lower than the same level revealed
in the trials RE-LY (64 %), ROCKET-AF (55%) and
ARISTOTLE (62%) [14]. This, once again, under-
lines the difficulty in the VKA treatment adjustment
due to a number of reasons, both objective and sub-
jective.

Patients with CHA,DS,-VASc score of 2-6 and a
HAS-BLED score of 0-2 were the most common in
our sample. So, anticoagulants prescription in such
patients at high risk for stroke and systemic embolism
and low one for bleeding basically seemed rather safe,
but nevertheless it was insufficient. The HAS-BLED
score clearly correlated with the bleeding incidence
rate. The fact that patients with CHA, DS, -VASc score
=1 had similar risk for hemorrhagic events as the pa-
tients with a score of 4-5 can possibly be explained
by a small sample size.

The RE-LY and ROCKET-AF trials have demon-
strated a trend of increase in gastrointestinal bleed-
ing incidence rate at dabigatran and rivaroxaban treat-
ment as compared with warfarin intake. This is in line
with our data concerning rivaroxaban, while treat-
ment with dabigatran turned out to be safer according
to the results of our cohort study.

Our study has limitations due to the fact that
rather high incidence of anticoagulants prescription
in comparison with other Russian cities is related to
the selection for the analysis of routine doctors’ prac-
tice of two cardiologic clinics of Moscow (the ther-
apeutic clinic named after V.N. Vinogradov and car-
diologic clinic), that are in close coordination with
respective chairs professionals, and this allows to
make collegial decisions. In outpatient settings
general practitioner or cardiologist without sufficient
experience of work with antithrombotic medications
can possibly have some difficulties in taking a de-
cision, concerning anticoagulant prescription, this
results in a dramatically low incidence of anticoag-
ulants prescription (both old and new ones) in AF
patients.

Conclusion

More than a third of patients with non-valvu-
lar AF receive inadequate antithrombotic therapy
in routine clinical practice. Traditionally, VKA (usu-
ally — warfarin) are prescribed to 75% of the an-
ticoagulated patients. At that, such therapy could
be considered adequate (the time in therapeutic
range 60% or more with INR 2.0-3.0) only in a
small number of patients (21.7%) who receive vi-
tamin K antagonists. This problem can be overcome
by the training of doctors and patients on main prin-

ObLlee Bpems npebbiBaHWA B LieneBom AuanasoHe MHO
(Time in Therapeutic Range — TTR) coctaBun 39%, 4To cylile-
CTBEHHO HM>XXe Mokasatens, nofy4eHHOro B MCCNefoBaHNsAX
RE-LY (64%), ROCKET-AF (55%) 1 ARISTOTLE (62%) [14].
ST0 B o4epeiHON pa3 NoAYepKUBAET CIIOXKHOCTbL Nofbopa Te-
panuy aHTaroHUCTamMm BUTaMmnHa K B cuny psaa npuymviH — o0b-
eKTUBHBIX 11 CyObeKTUBHbIX.

B Haluen BbIOOpKe Yalle BCTpeYanmuch NauyeHTbl, MMeBLLNE
2-6 6annos no Lwkane CHA,DS,-VASc 1 0-2 6annos no Lwka-
ne HAS-BLED. Takim 06pa30oM, STUM NaumeHTaM, KoTopble nme-
N BbICOKWNI PUCK Pa3BUTUS UHCYNBTOB 1 CUCTEMHBIX 3MOONUIA
MPY HN3KOM PUCKe KPOBOTEHEHUI, HA3HAYEHME aHTVIKOAryIsIHTOB
NPeACTaBnsANOCh, B LIeIOM, LOBOSIbHO Oe30MacHbIM, TeM He Me-
Hee, 370 fenanocs HegoctatodHo. LLikana HAS-BLED veTko kop-
penMpoBarna C 4acToTom KpOBOTEHEHMM. A BOT TO, YTO NaLMeHTbI,
nmetoLme no wkane CHA,DS,-VASc 1 6ann, nmenn aHano-
MMYHBIN PUCK FEMOPPArNHECKMX CODBITUIA, YTO U NMaLMeHTbI C 4-
5 Gannamu no faHHOW Lkane, no-BUAMMOMY, CBS3aHO C He-
DonbLM 06BEMOM BbIOOPKIM NaLMEHTOB.

B nccnenosaHmsx RE-LY 1 ROCKET-AF Gbino BbISBEHO, YTO
Ha choHe Tepanm AaburaTpaHoOM U prBapoKcabaHOM OTMeYaeTcs
TeHAEHUMS K OonblUeMy YUCTY XeNyaoYHO-KULWEYHbIX KpO-
BOTEYEHWW, YeM Ha hoHe Tepanum BapdapuHoM. Hallm aaH-
Hble MO puMBapoKcabaHy MepekIMKaloTCa C NpUBeaeHHbIMU
BbllLIE AaHHbIMK, B TO BPEMS KaK Tepanus gadbunratpaHom, rno
pe3ynbsratamM HaLlero KOropTHOro UCCIeA0BaHNs, okasanacs 0o-
nee 6e3onacHomn.

OrpaHu4eHms HaLLero NccneoBaHMs CBA3aHbl C TeM, YTO 4O-
CTaTOYHO BbICOKMM MPOLEHT Ha3Ha4eHUst aHTVKOarynsHToB, B
CpaBHEHNV C APYTMI POCCUMCKMMI FOPOAAMM, ODYCIIOBEH BbI-
OopoM AN1s aHaNM3a PYTMHHOW PaboTbl Bpayer ABYX Kapamono-
MAHeCKIX KIMHIK ropofa Mocksbl (hakynsteTckas TepanesTHeckast
KIHMKa UMeHW B.H. BUHOrpagoBa v KNHMKa Kapamonorim), Tec-
HO B3aVMOZENCTBYIOLLMX C COTPYOHMKAMM COOTBETCTBYIOLLIMX
Kadeap 1 C BO3MOXHOCTBIO MPUHATUSA KOMNEervanbHbIX, CoBe-
LLATeNbHbIX peLleHni. [o-BraMMOMYy, Koraa TepaneBT Uu Kap-
Z1onor Ha aMBynaTopHOM NMpremMe, He Mest [LOCTAaTOMHOTO Ofbl -
Ta PabOoTbI C aHTUTPOMOOTNHECKMI NPenapaTamMm, JOMXKeH ca-
MOCTOSITENTIbHO MPUHATL PELLEHME O HAa3HAYEHW aHTUKOArySIsfH-
Ta, 370 COMPOBOXAAETCS ONPEAeNeHHbIMM TRYAHOCTAMM, YTO NPK-
BOOMUT K APaMaTUHeCKM HU3KM MOKa3aTeNsiM Ha3HaYeHNs aH-
TMKOArynsHToB (CTapbix 1 HOBbIX) y NaLeHToB ¢ DI,

3aknoyeHue

Bonee Tpetn naumeHTos ¢ Ol HekNanaHHOW 3TNONOMM B Py -
TUHHOW KIIMHUYECKOW NPAaKTUKe NOy4atoT HealeKBaTHYIO aH-
TUTPOMOOTLYECKYIO Tepanuio. MpuMepHo B 75% Clly4aeB B Ka-
4ecTBe aHTMKOAryNnaHTa nauyeHTam TPagULMOHHO Ha3Ha-
yatotcst ABK (Hale Bcero — BapdapyH). B 1o e BpemMs y o4eHb
He3HauyuUTenbHoro Ymcna 6onbHbIX (21,7%), nonyYaoLmx
aHTaroHUCTbl BUTaMmHa K, AaHHbIV BUA, Tepanmm MOXHO nNpu-
3HaTb afiekBaTHbIM (60% 1 Donee BpeMeHu NpebbiBaHNs B Te-
paneBTMyeckom AuanasoHe MHO 2,0-3,0). Bo3mMoxHOCTH
NpeofoneHns AaHHOM NpobeMbl CBsi3aHbl C 00yYeHMeM Bpa-
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ciples and special aspects of the VKA use and/or
by a wider (but at the same time adequate) im-
plementation of novel oral anticoagulants that do
not demand routine monitoring of coagulogram in-
dices.
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of potential conflict of interest which needs to be dis-
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