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[TONCK HOBOU MeANLMUHCKOW KOHLLEeNUUU

MeaouumnHa, ocHoBaHHasA

Ha JOKa3aTelribCTBax

-

MonynAauMoOHHbINA Noaxopa,
(paHAOMU3MpPOBaAHHDbIE,

N

HabnoaaTeNnbHble nccnenoBaHms)

dddeKT B rpynne nayunmeHToB

J

* PekomeHaauuu
* CraHgapTsl
°  Anroputmsl

Mpouwe

MoXeT 1eynTb maluuvHa

NMepcoHnduumpoBaHHasn
MeauLMHa

4 )

+ UHanMBUAYanbHbIA noaxop,

ddPeKT y AaHHOro naymeHTa

N\ J

* [lpegnoyTeHusi/ueHHOCTN naumeHTa
* [eHeTuKa

*  bunomapkepbl

* (O6pas xuns3Hu, cpeaa

*  KomopbugHocTb, ncuxocomaTuka

* T[lporHos

CnoxHee
Jleunt Bpay

Ekman |, et al. Person-Centered Care — Ready for Prime Time. European Journal of Cardiovascular Nursing. 2011;10(4):248-251.

Tonelli M, Shirts B. Knowledge for Precision MedicineMechanistic Reasoning and Methodological Pluralism. JAMA. 2017;318(17):1649-1650.

Nuciforo PG. The search for simplicity: is this compatible with precision medicine? Ann Oncol. 2017;28(1):10-12.
Biankin A. et al. Patient-centric trials for therapeutic development in precision oncology. Nature. 2015;526(7573):361-70.



HepnoctaTku pekomeHaaumm

* OpuneHTUpOBaHbl Ha 3PPEKT B rpynne naumneHTos,

He Y4UTbIBAlOT UHOUBUAYA/IbHOCTDb.

* OTy4yatloT AymaTb (0AMHAKOBOE NeYyeHmne).

* Pasnnyma pekomeHaauUUM pa3HbiX obLLecTs.

* Pas3penbl Pa3HOIo KayecTtBa.

® YacTo CNOXHbI A1 NPaKTUKYIOLWLUX BPAYEN.

°* Peankoe obHOBNEHMUeE.

* BauAaeTt KOHPAUKT nHTepeca.

®EJEPAJILHBIN ®OH/T
OBSI3ATEJILHOIO MEJJHITAHCKOTO CTPAXOBAHHA

NMPUKA3

2017 High Blood Pressure Clinical Practice Guideline

Intended Use
Practice guidelines provide recommendations applicable to patients with or at risk of developing CVD.
The focus is on medical practice in the United States, but guidelines developed in collaboration with
other organizations can have a global impact. Although guidelines may be used to inform regulatory or
payer decisions, they are intended to improve patients’ quality of care and align with patients’ interests.
Guidelines are intended to define practices meeting the needs of patients in most, but not all,
circumstances and should not replace clinical judgment.

Clinical Implementation

Management in accordance with guideline recommendations is effective only when followed by both
practitioners and patients. Adherence to recommendations can be enhanced by shared decision making
between clinicians and patients, with patient engagement in selecting interventions on the basis of
individual values, preferences, and associated conditions and comorbidities.

—
’/J’t-”é & ,:Zﬁ/;é Mocksa

EpxneHus Ilopanka npHEATAS

likame QenepansroTo Hona obazaTersHOrO
[HCKOTO CTPaxOBaHHA MEP 110 HENOIYIICHHIO
[BOBMOKHOCTH BO3HHKHOBCHHA KUHd))]H[(TH
Los

|
.\umum:r;mn mcruwrewmc KOR SETEPAILHN l

3APETUCTPHPOBAHO |
Pernerpansonenii J\'ef d géj




[MpmMHUMNbI NEPCOHUPULMPOBAHHON MEANLNHDI

YYyeT no3mumnmn, LEHHOCTEN, MHTEPECOB NauMeHTa
(mMauneHT-opuUeHTUPOBaAHHAA MeanLUKnHa). PewaTtb npobiembl
NauuneHTa, a He yA0BAeTBOPATb TPeOOBAHMNA CTPAXOBOM KOMMNAHUM.

YyeT KomopbuaHocTtu (Bbibop NnpenapaTtoB, MUMHMMAIbHOE YNCNO
npenapaToB NPU MaKCMMabHOM 3PPEKTUBHOCTH).

OueHKa NCMXMYECKOTO COCTOSAHMSA N KOPPEKLMUA BblparKeHHOWM
TpeBorm u genpeccum (MCMxocomaTuKa).

[MToHMMaHWE POaN OKpYrKatoLllen cpeapl (meTeoponorus,
NONNOTAHTDI, WWYM).

ITHUYECKMe 0CobeHHOCTU: 0COBEHHOCTU PUCKOB cepaeyHo-
cocyancTbix bonesHen, Tpomb0o308/KpoOBOTEYEHUIM Y a3UaTOB.

HacneactBeHHOCTb (cemenHbIn pUCK): bonee akTMBHaAA
npodUNaKTUKa, reHeTU4YecKoe TecTupoBaHume (TouyHas meauumnHa).

[MpOorHo3npoBaHME: KOPPEKTHOE MPUMEHEHME LIKAN CO 3HAHUEM
BO3MOXHOCTEM U orpaHUYeHUin, Nonb3a/PUCK XUPYpPrumu.
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KapgunoakcnepT

- ,g CardioExpert |

@

Acute coronary syndrome

Arrhythmias

Atrial fibrillation

Comorbidity

Coronary artery disease

Crucial care

Diagnostic tools

Heart failure

IIpornosmpoBanue
1 IIKAJIbI
B KapZAMOIOT UM

@ .V.Benanor

ble heart devices

htive evaluation

hry embolism

heart disease

K

e
-

¢ Mogens NSQIP MICA

BospacT, rogs

MoBceaHeBHan akTHBHOCTb
Hesaeucuman

Knacc ASA

3 (Taxenan 60ne3Hb)
KpeatuHu

AHOManNbHbI# (2133 MKMOnb/N)
Xupyprua

Cepaue

Pacuer

Puck: cpegHui
WM/ocTaHoBka cepauya Ha onepauuu: 1.7%

172 ctpaHbl, 96000 ycTaHOBOK

[MpoekTbl AOMKHbI ObITb FMOBarbHBLIMM.
[MpoeKkTbl He AOMKHbI 3aBUCETb OT NPEXOAALLNX YCIOBUN.




MonpaBku K 323-P3 "O6 ocHOBax OXpaHbl 340POBbA
rpaxaaH B Poccumckomn epepauymnn’

Crarps 37. Opranu3anus OKa3aHus MeIUIMHCKOU MTOMOIIH
1. MenuuuHCcKas MoMoOIIb, 32 UCKIIOYEHUEM MEIUIIMHCKOM MOMOIIY, OKa3bIBAEMOM B paMKax
KJIIMHUYECKOM anpoOanuu, OpraHnu3yeTcsl U OKa3bIBaeTCH:

B COOTBETCTBHHU C TOJIOKEHUEM 00 OpraHU3alMKi OKa3aHUsI MEIUIIMHCKON MOMOIIHY MO BUAaM
MEJUIIMHCKON MOMOIIU, YTBEPKIAEMbIM YITOJTHOMOUYEHHBIM (heJiepalibHbIM OPTaHOM UCTIOJIHUTEILHOU
BIIACTH;

B COOTBETCTBHHU C MOPAJAKAMU OKA3aHUSA MEIUIIMHCKON MTOMOIIH, YTBEPKIAEMBIMU YIIOJTHOMOYEHHBIM
dbenepalibHBIM OPraHOM UCTIOJIHUTEIBLHON BJIACTH U 00SI3aTE€IIbHBIMU JIJIs1 KCTIOJTHEHUSI HA TEPPUTOPUU
Poccuiickonn @eaepanuu BCEMU MEAULIMHCKUMU OpPraHU3alUsIMU;

B COOTBETCTBUM € KINHUYECKUMHU PEKOMEHIALMSIMMU;

C YU4E€TOM CTaHJIAPTOB MEIUIIMHCKON MOMOIIY, YTBEPK/IAEMbIX YIIOJTHOMOUYECHHBIM (heiepaibHbIM
OPraHOM MCHOJIHUTEIIbHOW BJIACTH.

Crartpa 88. I'ocynapcTBeHHBbI KOHTPOJIb KA4eCTBA U 0€30MACHOCTH MEAUIIUHCKOM 1eSITeJILHOCTH
3) nmpoBeneHuUs MPOBEPOK MPUMEHEHHUS METUIIMHCKUMHU OPraHU3alUsIMU MOPSIAKOB OKa3aHUS
MEIULMHCKON MOMOIIU U €FaHAGPFOB-MEAHHHHEKOHHOMOHH COOTBETCTBUS OKA3bIBAEMOU
MEIUIIMHCKUMH paOOTHHUKAMHU MEIUIIMHCKON MMOMOIIA KPUTEPHSIM OLeHKH KauyecTBa MeAuLNHCKO
TMOMOIIIH;

http://cr.rosminzdrav.ru/
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BrnaronpunaTtHble ycnoBus
[TomoLlb B pelueHnn npobrnem
[ToBbileHne apdPeKTUBHOCTH
[NoHumMaHuMe ponuv NOMOLHNKOB

4 )

MpodeccnoHanbHble obuiecTBa
CtpaxoBas opraHm3aums
OpraHbl 34paBOOXPaHEHMS
[NaBHbIM Bpay, agMUHUCTPaLUMA BonbHUL
MeauumnHCcKaa nHAyCTpuA

- /




MHDAPKT MMOKapaa

(" CHANGE IN RECOMMENDATIONS )

2012 2017
(e —
2017 ESC Guidelines for the manag [ pgs_
acute myocardial infarction in patie
presenting with ST-segment elevat m‘i‘,f.m:ﬁfmmm}

CVLPRIT'®, C 7

The Task Force for the management of acute my«
in patients presenting with ST-segment elevation

Thrombus

(

Society of Cardiology (ESC) rudin
MATRIC, HEAT-PPCIS

parin
ATOLL™*!, Meta-analysis™

L S

(2017 NEW RECOMMENDATIONS )

+ Additional lipid lowering therapy if LDL >|.8 mmol/L
(70 mg/dL) despite on maximum tolerated statins
IMPROVE-IT*™, FOURIER**

+ Complete revascularization during index primary
PClin STEMI patients in shock
Expert opinion

Discharg
mall trials & obsemuornl data®%2
Oxygen
5302 <95% 5a02 <90%
Dose iV. TNK-tPA . DoseiV.TNK-tPA
sameinall patients  STREAM™  halfin Pts 75 years )

N\ /7

2017 NEW / REVISED CONCEPTS

MINOCA AND QUALITY INDICATORS:
* New chapters dedicated to these topics.

~

TIME LIMITS FOR ROUTINE OPENING OF AN IRA®:
« 0-12h (Class I); 12-48h (Class lla); >48h (Class Il

-
STRATEGY SELECTION AND TIME DELAYS:

* Clear definition of first medical contact (FMC).

* Definition of “time 0" to choose referfusion strategy

=
[ELECTROCARDIOG RAM AT PRESENTATION:

Left and right bundle branch block considered equal for
recommending urgent angiography if ischemic symptoms.

(i.e. the strategy clock starts at the time of "STEMI diag

+ Selection of PCI over fibrinolysis: when anticipated delay
from “STEMI diagnosis” to wire crossing is <120 min.

* Maximum delay time from “STEMI diagnosis” to bolus of
fibrinclysis agent is set in [0 min.

+“Door-to-Ballon” term eliminated from guidelines.

5.

h.

TIME TO ANGIOGRAPHY AFTER FIBRINOLYSIS:
* Timeframe is set in 2-24h after successful fibrinolysis.

W)

PATIENTS TAKING ANTICOAGULANTS:
* Acute and chronic management presented.

7




OnpegeneHne nMHPaApPKTa MMOKapAa 2 TUNa

2007 Definition of Ml B
L l 2\ ciase i J l
2012 Definition of MI Reclassified %

{Carinc others

‘[T

NMauneHTbl 63 KOpoOHapHON OOMe3Hu
C HeCcoOoTBeTCTBMEM cHabxeHus/notpedbHocTu B O,

Ds: TpenetaHue npeacepavn, MHPapPKT MUOKapAaa 2 Tuna.
Ds: N'MnepToHn4yeckas 6one3Hb, KpuU3 ¢ UHPAPKTOM MUOKapAa.

Nestelberger T, et al. Effect of Definition on Incidence and Prognosis of Type 2 Myocardial Infarction.
J Am Coll Card. 2017;70(13):1558.



MHpapKT MMOKapaa 2 Tuna

T2MI

2007

T2MI,,, T2MIyg15redassified 6.0%

0% 1% 2% 3% 4% 5% 6% 7%

Peako guarHoctupyem/nponyckaem UM 2 Tuna (TPONOHUH),
reyeHune Kotoporo ornn4yHo ot UM 1 Tuna

APAC E Nestelberger T, et al. Effect of Definition on Incidence and Prognosis of Type 2 Myocardial Infarction.
J Am Coll Card. 2017;70(13):1558.



MHPapKT MMOKapaa 2 Tuna

0 10 20 30 40 50 60 70 80 950 100 MO 120

Tachyarrhythmia

Hypertension with or without LVH +138 %

Bradycardia +167 %

Others +389%

Severe Anemia +17 %

Cardiogenic or Hypovolemic Shock

+17 % APACE [MnepkarexonammHeMus
CH (aucdoyHkums JOK, nopokun)

Coronary Spasm +0%

Two or More Contributed Equally +100 %

Severe Respiratory Failure +50 %

Coronary Embolism or Vasculitis

mT2MI mT2MI

2012 2007

MHorouleHTpoBoe uccneaoBaHue 5 eBponencknx cTpax

APAC E Nestelberger T, et al. Effect of Definition on Incidence and Prognosis of Type 2 Myocardial Infarction.
J Am Coll Card. 2017;70(13):1558.



OcobeHHOCT MHPapPKTa MMOKapaa 2 TUna

° O4yeBUOHas NpUYMHA (+ Taxenas, AMCKOMAOPT B rpyau,
HapyLweHne remogmHaMmmKn, CTONKe N3MeHeHuns SKF).

* KeHLwunHa.

* HeT nppagunauumn bonen.

* Yalle atunnyHast KNnMHUKA: ogpiwka . ..

* HeBbIiCOKMe BUOMapKepbI: TponoHuH | <41 Hr/n,

TponoHuH T ~28 Hr/n, npupocT 3a 1 4ac ~3 Hr/n.

* CMEpPTHOCTb HUXE.

Neumann JT, et al. Discrimination of patients with type 2 myocardial infarction. Eur Heart J. 2017;38(47):3514-3520.
Nestelberger T, et al. Effect of Definition on Incidence and Prognosis of Type 2 Myocardial Infarction. J Am Coll Card. 2017;70(13):1558.
Lippi G. et al. Chest pain, dyspnea and other symptoms in patients with type 1 and 2 myocardial infarction. International Journal of Cardiology. 2016;215:20-22.



[MpNUYMHbI NOBPEXAEHNA MMUOKapAa

* Munokapaunt

* Kapanommonatua Takouybo

* CepoevHada HeQOCTAaTOMHOCTL OCTPAada UMMM XPOHUYECKas
* Kapgnommnonartum

* JlerouHasi ambonus

* JleroyHas runepTeHs3uns

* Kputn4yeckmne coCcTtosiHUA

* Abnauus

* Kapgnosepcus

* KapanoTokcuyeckue npenparsl
* Ywnb cepaua

* Pabogomunonus

KpoBocHabeHue Muokapaa Ha A0CTaTOYHOM YPOBHe

Nestelberger T, et al. Effect of Definition on Incidence and Prognosis of Type 2 Myocardial Infarction.
J Am Coll Card. 2017;70(13):1558.



HeobcTpyKTMBHbBIN MHPAPKT MmnoKapaa (5-10%)

50 - Statins 50 4 ACEI/ARB

— Treated — Treated
—— Non-realed — Non-treated

Paspbis 6nswku (40%)

Cnasm anukapamanbHbIn

Cnasm MUKpoBacKynapHbIn
Tpomboambonus

PaccnoeHune aopthl
HeapekBaTHOe KpOBOCHabXeHMe
(MM 2 Tuna)

Cumulative Hazard (%)
Cumulative Hazard (%)

T T T T T T T T T T T
0 500 1000 1500 2000 2500 3000 0 500 1000 1500 2000 2500 3000

Days Days
& o Ny !ESC w.or'kln-g group p05|tton-paper on myocartzllal
— Treated — Treated infarction with non-obstructive coronary arteries
— Non-treated — Non-treated
40 40 1
30 — 30 4

20

1

T T T T T T
0 50 100 150 200 250 300 350
Days

Cumulative Hazard (%)
Cumulative Hazard (%)

T T T T T T
0 500 1000 1500 2000 2500 3000
Days

NMpu HeoGcTpykTUBHOM UM 3achchekTnBHBLI cTaTtuHbl, UATND/BPA,
BO3MOXHO OeTa-6riokaTopbl, HO He ABa Ae3arperaHTa.
Ucknountb MmokapauT, Kapaunomuonatuio Takouyoo ...

SWE D E H EART pe ' CTp Lindahl B, et al. Medical Therapy for Secondary Prevention and Long-Term Outcome in Patients

With Myocardial Infarction With Nonobstructive Coronary Artery Disease. Circulation. 2017;135:1481-1489.



Kak meHAatoTca naumeHTtbl ¢ UMnST

Table 1
Baseline characteristics of the study population. CAD: Coronary artery disease,
STEMI: ST-elevation myocardial infarction, CABG: Coronary artery bypass grafting.

Variable 1995-1999 2000-2004 2005-2009 2010-2014 Pvalue

Number 725 953 1081 1153 NA

Age 63.6 122 61.5+132 60.6+129 603 +127 <0.001

Sex (males) 69% 67.6% 66.9% 68.2% 0.8

/~ Diabetes mellitus 24.6% 25.4% 23.9% 30.6% 0.002

Hypertension 56.7% 66.7% 69.7% 77.3% <0.001

Current smoker  27.7% 31.6% 42.3% 45.4% <0.001

Hyperlipidemia  18% 21.5% 20.4% 22.2% 0.4

Renal 4 8% 5.4% 45% 6.3% 0.3
insufficiency

K Obesity 31.6% 36.8% 37.9% 39.6% 0.007 J

Post infarction 45 + 13% 44 4+ 11% 44 4+ 12 48 £ 13 0.001
Ejection
fraction

Type of STEMI

Anterior 43.5% 42.9% 39.8% 44.4% 0.1

Inferior 56.5% 57.1% 60.2% 55.7%

History of CAD 35.3% 38.1% 33.2% 30.1% <0.001

Traditional risk 67.7% 74.9% 17.5% 85.3% <(0.001
factors > 3

Modifiable risk 43.6% 50.6% 56.6% 67.1% <0.001
factors > 2

Modifiable risk 17.7% 11.9% 9.1% 5.6% <0.001
factors =0

TskecTb yBenuuunachb 3a cyeT (pakTopoB puUcka

Mentias A, et al. An alarming trend: Change in the risk profile of patients with ST elevation myocardial infarction over the last two decades.
IntJ Card. 2017;248:69-72.



OcCTpbIN KOPOHAPHbLIU CUHAPOM

/ .

Het noobema ST

1

Cronkunm nogbem ST

1

TpPONOHUH, KnNuHuMKa, KT,

OueHka pucka

NMAT, HeoTNOXHaA Kapauonorus,

wkansl EDACS-ADP, PURSUIT, GRACE Tpombonusuc,

KOpOHapHoOe BMellaTeNbCTBO

/\

Het UBC, nHdapkta mmokapaa,
CTeHOKapamst HU3KOro pucka

NHgbapKT Mrnokapaa,
CTeHOKapans BbICOKOIo pucka

1

AmbynaTtopHo

1

NMUT, otoeneHune




BrneyatneHune o anarHose OKRC
Npu rocnnTaamsaumm n PUCKu

bonwu B rpyan, NM6NST,
Uckntounte UM UMRnST, HCK
Table 6
In-hospital outcomes \/ l/
“Possible™ “Definite” p-value
ACS ACS
(i =5466) (= 11152)
Death 3.1% 3.4% 0.48
Myocardial (re)infarction 9.0% 2.5% <0.001
Death or myocardial infarction 12% 5.4% <0.001
Heart failure 12% 8.9% <0.001
Cardiogenic shock 1.7% 2.1% 0.12
Heart failure or cardiogenic 13% 9.6% <0.001
shock
Sustained ventricular 2.0% 2.7% 0.01
tachycardia
Recurrent ischemic symptoms 25% 25% 52

Bajaj RR, et al. Treatment and outcomes of patients with suspected acute coronary syndromes in relation to initial diagnostic impressions
(insights from the GRACE and CANRACE). Am J Cardiol. 2013;111(2):202-7.



IdPEKT HUTPOIULLEPUHA

pitations, or syncope.”* A reduction in chest pain after nitroglycerin

(glyceryl trinitrate) administration can be misleading and is not rec-

ommended as a diagnostic manoeuvre.”’” In cases of symptom relief

after nitroglycerin administration, another 12-lead ECG must be

obtained. A complete normalization of the ST-segment elevation

after nitroglycerin administration, along with complete relief of symp-

toms, is suggestive of coronary spasm, with or without associated M.

In these cases, an early coronary angiography (within 24 h) is recom-

mended. In cases of recurrent episodes of ST-segment elevation or

chest pain, immediate angiography is required.

Table 2. Outcomes by Response of Chest Pain to Nitroglycerin*

Outcome Pain Relief (n = 158) No Pain Relief (n = 240) P Value
Patients, n Gate (95% ClI), % Patients, n ﬁate (95% CI), % \

Death 4 3 (1-6) 14 6 (3-10) 0.12
Coronary artery bypass grafting 9 6 (3-11) 9 4 (2-7) >0.2
Percutaneous transluminal coronary

angioplasty 14 9 (5-14) 31 13 (9-18) 0.2
MI during index admission 18 11 (7-17) 44 18 (14-24) 0.06
MI during follow-up 12 8 (4-13) 17 7 (4-11) >0.2
Combined end point of death,

revascularization, or Ml 37 \23 (17-31) ) 7 QO (24-36) 0.18)

Henrikson C, et al. Chest Pain Relief by Nitroglycerin Does Not Predict Active Coronary Artery Disease.
Ann Intern Med. 2003;139:979-986.



[lporHo3 cmepTHOCTM No WwKane GRACE B
3aBUCUMOCTU OT BneyvyatneHna o agnarHose OKC

Bo3amoxHbin M OnpeneneHubin M
1.07 1.0
0.8 0.8
> 2
S 0.6- S 0.6+
2 0.83 (0.80-0.86)* 2 0.86 (0.84-0.88)"
w1 0.4+ v 0.4+
0.2 0.2
D~ | T T T T I D—G 1 | 1 T | T
0.0 02 04 0.6 0.8 1.0 0.0 0.2 04 0.6 0.8 1.0
1 - Specificity 1 - Specificity

LLikana GRACE ny4we oueHnBana pucku, 4Yem Bpaium

Bajaj RR, et al. Treatment and outcomes of patients with suspected acute coronary syndromes in relation to initial diagnostic impressions
(insights from the GRACE and CANRACE). Am J Cardiol. 2013;111(2):202-7.



LLIkana EDACS-ADP Ha gorocnntaibHOM 3Tane

Kputepuu bannbl
18-45 2
46-50 4
51-55 6
56-60 8
61-65 10
Bospacrt, roabl | 66-70 12
71-75 14
76-80 16
81-85 18
> 86 20
NBC nnun 23 pakTopoB pUCKa (cemeiHbIN aHamMmHe3 npexxaespemeHHon UBC, 4
amcanmngemus, anabet, rmnepTeH3una, Tekylee KypeHue) npu Bospacte 18-50 net
Bonb ¢ NOTAMBOCTbIO 3
bonb oTgaeT B nne4o nam pyry 5
bonb cBA3aHa ¢ AbIXxaHMEM -4
bonb npun nanbnauymu -6
MyXunHa 6

Ecnun TpONoHMH He NOBbIWEH, HET HOBbIX N3MeHeHun Kl n
HU3KUN puck (<16 6annos) nayneHTa MOXHO He rocnuTann3npoBaTh.



CoOpTMPOBKA B OTAENEHNMN HEOTNOKHOW MOMOLLM

QKC 20% bes OKC 80%

0 wkana EDACS-ADP

7 Otaoenexue Huskuii
34 HEOTNOXHOW oMCK
Ko MoMOoLLM

3

8 HabniogeHne,

10 nanara

oy

[oBbILLEHHBIA PUCK

Ha porocnutanbHom 3Ttane wkana GRACE paet 6onee
BbICOKY YacToTy CC cobbiTum (3%) B rpynne HU3KOro pucka

Roche T, et al. Emerg Med Australas. 2016;28(5):511-24.



[NMaunenTtka K., 48 net, 5.10.2017 anu3oa gasawmnx donen B
anNuUracTpum ¢ pacnpocTpaHeHNEM 3a rPYanHY, LLIED, CNHY,
neBoe nneyvyo, cunbHaga cnadocTb, notnueocTb, Al 180/100,

NPOOOIMKNTENBHOCTL >1 \.

OTtka3 rocnutanusauum B OHK
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PaHHAA anarHoctnka UM6nNST

] Bbicoknit BuTponoHuH (>10 x 99%, 80-100 Hr/n)
J PocT BuTponoHuHa yepes 1-3-6 4 (>20-50%, 5-10 Hr/n)

J LWkaner EDACS-ADP, PURSUIT

J AHauHO3HbIE 6osu

J Hosblie uwemuyeckue usmeHeHusa Ha IKI
J ®akmopeil pucka NBC

+ NONONHUTENBLHbIE TECTbl (KopoHapHasa aHrnorpadus, KT aHrnorpadus,
OxoKI TpaHcTopakanbHas/JYpecnuweogHasi, MPT)
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f : Vives-Borras M, et al. Am J Card. 2017;120(9):1487-94.



0/1-yacoBow anropmutm gmnarHoctmkn MMenST (ESC)

A Original 0/1-hour-algorithm
Suspected NSTEMI (n = 3267) . o
with hs-cTnT levels reported down .to FDA:99% rnopor 19 Hr/n ’
anused as the 99" percentile, NPUPOCT 3a 1426 HIr/n

resulting in(516 NSTEMD

I
- :
Yes Yes

* if chest pain onset >3 hours ago

0/1 4 anropuTM MOXHO UCNOSbL30BaTb ANA UCKNIOYEeHUA
n guarHoctukun UM

Twerenbold R, et al. Clinical Use of High-Sensitivity Cardiac Troponin in Patients With Suspected Myocardial Infarction.
J Am Coll Card. 2017;70(8):996.



TPOMNOHWUHA M IKT

LoD (1.9 ng/L) High-STEACS (<5 ng/L)
Baseline hs-cTnl <LoD | Baseline hs-cTnl <LoD | Baseline Baseline
and normal ECG hs-cTnl <5 ng/L hs-cTnl <5 ng/L and
normal ECG

Acute myocardial infarction

Proportion qualifying, 444 out of 1,631 254 out of 1,631 812 out of 1,631 406 out of 1,631
n (%) (27%) (16%) (50%) (25%)
Proportion of missed 2 out of 170 1 out of 170 9 out of 170 2 out of 170
Mis, n (%) (1.2%) (0.6%) (5.3%) (1.2%)

NPV 996 996 9 995

(95% CI) (98.9, 100) (98.8, 100) (98.2, 99.6) (98.8, 100)
Sensitivity 98.8 99.4 947 98.8

(95% CI) (97.2, 100) (98.3, 100) (91.3,98.1) (97.2, 100)
PPV 14.2 12.3 19.7 13.7

(95% CI) (12.2,16.1) (10.5, 14.0) (16.9, 22.4) (11.8, 15.6)
Specificity 303 173 550 27T

(95% CI) (27.9,32.6) (15.4, 19.3) (52.4, 57.5) (25.4,30.0)

Type 1 myocardial infarction

Proportion qualifying,

443 out of 1,529

254 out of 1,529

807 out of 1,529

405 out of 1,529

n (%) (29%) (17%) (53%) (27%)
Proportion of missed 1 out of 68 1 out of 68 4 out of 68 1 out of 68
MIs, N (%) (1.5%) (1.5%) (5.9%) (1.5%)
NPV 99.8 99.6 99.5 99.8

(95% CI) (99.3, 100) (98.8, 100) (99.0, 100) (99.3, 100)
Sensitivity 98.5 98.5 94.1 98.5

(95% CI) (95.7, 100) (95.7, 100) (88.5, 99.7) (95.7, 100)
PPV 6.2 5.3 8.9 6.0

(95% CI) (4.7.7.6) (4.0, 6.5) (6.8, 10.9) (4.6, 7.3)
Specificity 30.3 17.3 5.5 20T

(95% CI) (27.9, 32.6) (15.4,19.3) (5.2,5.8) (25.4, 30.0)

Type 2 myocardial infarction

Proportion qualifying,

443 out of 1,563

253 out of 1,563

808 out of 1,563

405 out of 1,563

n (%) (28%) (16%) (52%) (26%)
Proportion of missed | 1 out of 102 0 out of 102% 5 out 102 1 out of 102
Mis, n (%) (0.98%) (0%) (4.9%) (0.98%)
NPV 998 100 994 998

(95% CI (99.2, 100) (100, 100) (98.8, 99.9) (99.3, 100)
Sensitivity 99.0 100 95.1 99.0

(95% CIy (97.1. 100) (100. 100) (90.9. 99.3) (97.1. 100)
PPV 90 78 129 87

(95% CIy (7.3,10.7) (6.3,9.2) (10.5, 15.2) (7.1, 10.4)
Specificity 303 173 550 277

(95% CI) (27.8,32.6) (15.4,19.3) (52.4, 57.5) (25.4, 30.0)

(9KT, wkanobl)

NckntoyeHne UM no ogHOKPaTHOM OLEHKe

OpgHoKpaTHas oueHKa TPONOHUHA OOLIYHO NMO3BOSIAET UCKITHYUTDL
UM, Ho HapgeXxHee ncnosnb3oBaTb AOMNONMHUTESIbHbIE KPpUTEpPUUn

Sandoval Y, et al. Single High-Sensitivity Cardiac Troponin | to Rule Out Acute Myocardial Infarction.

Am J Med.130(9):1076-1083.e1071.



BbinucKa 13 otaeneHmna HeOT1I0XKHOU MOMOLLLU
nocne eeeaeHmne B4TpPONOHUHA
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locnutanusauum c 6onamum B rpyanm yMeHbLUUNUCb Ha 36%

Bandstein N, Ljung R, Lundback M, et al. Trends in admissions for chest pain after the introduction of high-sensitivity cardiac troponin T.
IntJ Card. 2017;240:1-7.
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YpoBeHb BYTPONOHUHA U AMArHO3 MHapPKTa MMOKapaa
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OyeHb BbICOKUU YpOoBeHb TpornoHuHa (>80-100 Hr/n) xapakTepeH ana UM

Mueller-Hennessen M, et al. Clinical Chemistry. 2017;63(2):542.



[1lon, BO3pacT M NOPOr TPONOHUHA

°* [oporoBbiN YPOBEHb BbICOKOYYBCTBUTE/IbHOTO
TPOMOHWHA BbiWe Y MY*K4YMH (B 1.2—2.4 pa3a) u
yBENNYMBAETCA C BO3PACTOM.

TecT HeHLWUHbI, HF/n My3KUMHbI, HT/N NCTOYHUK
TpOﬂOHMH T 16 28 Gore M. et al., 2014
Elecsys-2010 (DHS, ARIC, CHS)
TpOﬂOHMH I 13 35 Krintus M. et al., 2015
ARCHITECT STAT Tnl

Tect <40 net >60 net NCTOYHUK
TPONOHWH | 9 59 Krintus M. et al., 2015

ARCHITECT STAT Tnl




[loBblWeHne BYTponoHMHa npu nogospeHnn Ha OKC

Bce naumeHnTsl OHIM MonospeHue Ha OKC MonospeHue Ha OKC
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Aonsa naumeHToB ¢ UM cpeaou BCcex NpoTecTUPOBaHHbIX
B OHI1 ¢ BUTponoHMHOM HeBenunka

Shah ASV, et al. Patient selection for high sensitivity cardiac troponin testing and diagnosis of myocardial infarction: prospective cohort study.
BMJ. 2017;359.



«BoBneyeHHOCTb» NMauneHTa B n1eyeHune nocne UM

30%
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® 15%
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5% Mo
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1-2 3 4
PAM level
—&— Readmissions - & = ED visits .4« Major Medication Errors

Yem OonbLie naunmeHTbl BKIOYEHbI B npouecc revyeHus,
TeM pexe NoBTOPHbLIe rocnutTaian3aumm n meamumnHCKumne OLLUNOKHN

Peters AE, Keeley EC. Patient Engagement Following Acute Myocardial Infarction and Its Influence on Outcomes. Am J Card. 2017;20(9):1467-1471.



Kucnopog npu Sa0, >90%
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Days since Randomization

Kucnopop noka3saH npu octpoun cepaevyHon HeaoCTaTOYHOCTU, TMNOKCEMUM
Sa0, <90% (PaO, < 60 mmHg).

DETOZX_AMI Hofmann R, et al. Oxygen Therapy in Suspected Acute Myocardial Infarction.
N EnglJ Med. 2017;377(13):1240-1249.
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3aKkynku tpombonntnukos B PO B 2017 roay

YpOKHMHa3a
doprennase 3%

9%

CrpenTtoKuHasa
11%
Antennasa
42%
MpoypokunHasa
15%

MeTtanuse
20%

MuH3apaB BKIOYUT POPTENUSUH B YKIIa[AKKW OJ19 OKasaHUSA CKOPOW MOMOLLLN

829112017 @975 15 mr bontoc npukas N36
MUWH3paB NOArcTOBWII NPOEKT USMEHEHWIA B PS[l BEJOMCTBEHHbIX NPUKA30B C Lefb OON0HUTL
YKNaaKu 1 Habopbl 0718 OKa3aHWA CKOPoW MeJWULWHCKOW NOMOLLM OTeYecTBEeHHbIM q) P VID,O M I

thnBpUHCENEeKTUBHBIM TPOMBONMTUYECKMM JIeKapCTBEHHbIM NMpenapaTom GopTenuauH.




[ybnnkaumna nccnepgosaHma ®PNI0OM 1

Tabnuua 3. Kputepuu acpcpekTBHOCTM TpOMOONIM3NCA B TEYe-
Hue 30 AHel nocne paHAOMU3aLUK

.
KpuTepus (n=190) (n=191)
n(%) n (%)

CmepTh 0T N11060N
NPUYNHBI

KapanoreHHbIA WoK
MoBTOpHLIA UM
YBenn4enne CH
CmepTb 0T CC3

MoBTOpHas peBacky-
napusaums NICKA

loBTOpHas
rocnutanuaaums,
obycnosnexHas CC3

CmepTb 0T 160N
NPUYNHbI +
NoBTOPHbIA UM +
KapnOoreHHbIA LWOK

9(47)
8(42)
15(7.,9)
7(38)
2(1)

24 (12,63)

7(3,8) 50,99

10 (5,3) 50,99

7(3,8) 0,79
18 (9,4) 0,71
7(3,8) 50,99
2(1) 50,99
1(0,5) 50,99

24 (12,56) >0,99

Tabnuua 4. YactoTa KpOBOTEYEHMIA, BHYTPUYEPENHBIX KPOBOU3-
NUAHWIA ¥ NepenuBaHui KpoBu B Tevyenue 30 JHen nocne pau-

A0OMU3aLMKK

P T T
KpUTEpus (n 191) n (%) (n 191)n(%%

bonbwwe 1(0,9)
KPOBOTEYeHMA

BHyTpuyepenHoe 0
KPOBOM3NUAHNE

Mansle 7(3,7)
KPOBOTEYEHMS

[TepenvBaHue 1(0.5)
KpOBM

>0,99
>0,99
0,02

>0,99

MapkoB B.A., n ap. PopTenmsnH B CpaBHEHUN C MeTanuae nNpu MHgapkTe Mmokapaa ¢ NogbeMoM cermeHTa ST: pesynbTtaThl
MHOTOLEHTPOBOro paHAoMm3npoBaHHoro nccnegosanus ®PUOOM 1. Kapg BectHuk. 2017;3:52-8.



dapmaKoMHBA3MBHbIN NOAXOA,
C NONOBUHHOW A030M anTennasbl

(noKa HeT B peKkomeHaaumnAx)

Primary End Point 100 4
Ll Phl treatment
PRCI Phi
Subgroup (N=167) N=161) el
tients/rotal no. (%) Nen-inferiority margin RR 95% Cl| ] - :
no. of patients/total no. .ty .g { ) — 30 PPCI

Overall event rate IBM167(228)  55161(34.2) i l——— 148 (104,210 g .
Time to randomization 1 F ®

<3hr 24/82(29.3) 34/84(40.5) P —e——— 13 wn21) 2w o

216hr 14/85(16.5) 2177(27 3) P o @—3 165 (091,302 U] *5
Sex i 85

Men 32148(216)  53/145(36.3) ] : ——> 160 (1.17,244) “ =

Women 6/19(315) 2118(125) & T 039 (009,172) E E 40
Systolic blood pressure : ] g a

100 to <140mmHg 25/99(25.3) 35/103(34.0) ;. ——————> 135 (0.88,209) &

140to <160mmHg 9/44(20.5) 10/33(30.3) —:—0—) 137 (0.62,3.05) 204

=180mmHg 318167 8/16(50.0) P > 288 (095879)
Kilip chass ; P=0.313 by log-rank test

1 36/154(234)  52/153(34.0) H j——p————> 144 (1.01,206) 101

Y 2113(15.4) 37(430) | 257 (0.56,11.90) 1 J y ; i 5,
e S T 0 5 10 15 20 25 30

Yes 2083(241)  28/86(326) P ——————— 132 (082212 Survival Time ( Days )

Mo 18/84(21.4) 27175(36.0) : I——e— 161 (2rm
Diabetes H

Yes 5/41(12.2) 12/40(30) H ;—-:» 248 (0.96,641)

No IAM2EER62)  4IM21(355) I 4—————— 1m (001,103
Weight

<Bikg 5/18(27 8) 212(167) <4 : > 060 (018,266)

6010 <00kg 28M24(226)  501127(39.4) i | ————&——> 170 (115,249

I
1
T T t T T
0 05 07 1 15 2
Favors PPCI Favors Phl

PekomeHaauum: y naumeHToB 275 et BO3MOXHa NOfIOBMHHaA Ao3a
TeHeKTensa3bl

EARLY'MYO Pu J, et al. Efficacy and Safety of a Pharmaco-Invasive Strategy With Half-Dose Alteplase
Versus Primary Angioplasty in ST-Segment-Elevation Myocardial Infarction. Circulation. 2017;136(16):1462.



CTOMMOCTb AJINTE/IbHOTO NPMema TUKarpenopa

TABLE 6 Lifetime Cost-Effectiveness Results for Subgroups
Cost With  Cost With A Cost (8) QALYs QALYs With A QALYs With ICER Prob. Prob.
TIC, § Placebo, $ (95% CI) With TIC Placebo TIC (95% CI) ($/QALY) Dominant Dominated <$50K < $150K
=1 prior Ml 19,618 12,396 7,222 10.910 10.806 0.104 69,537 0 17.0 40.0 69.6
(6,362 to 8,000) (—0.117 to 0.346)
1 prior Mi 15,253 7,759 7,495 1.507 11.437 0.071 106,366 0 3.8 28 70.0
(7,202 to 7,767) (—0.006 to 0.155)
Diabetes 17,287 9,969 7,317 1.496 11.351 0.145 50,325 0 2.8 50.0 89.0
(6,798 to 7,880) (—0.005 to 0.304)
No diabetes 15,342 7,871 7,470 1.370 11.316 0.054 137,384 0 10.2 1.4 53.4
(7179 to 7,771) (—0.025 to 0.139)
Multivessel CAD 17,503 10,198 7,304 11.950 11.840 0.110 66,386 0 1.0 26.4 87.2
(6,938 to 7,734) (0.009 to 0.199)
No multivessel CAD 13,715 6,079 7,636 10.608 10.576 0.033 234,708 0 33.2 3.2 34.0
(7,269 to 8,008) (—0.097 to 0.161)
Age =75 yrs 12,318 5,452 6,866 6.847 6.865 -0.018 dominated 0 59.0 56 23.8
(6,254 to 7,444) (—0.201 to 0.178)
Age <75 yrs 16,616 9,034 7,582 1221 12.042 0.169 44,779 0 0.4 61.6 97.6
(7,273 to 7,919) (0.049 to 0.281)
With PAD 23,566 16,435 7,130 10.184 9.653 0.531 13,427 0 0.8 97.0 S99.0
(5,550 to 8,838) (0.128 to 0.921)
No PAD 15,565 8,057 7,508 11.476 11.432 0.044 169,772 0 13.4 0.2 44.4
(7,230 to 7,766) (—0.032 to 0.125)
P2Y,; discontinued 16,795 9,402 7,393 1.6548 11.513 0.142 52,167 0 0.8 47.6 93.2
<1 month (6,824 to 7,846) (0.018 to 0.271)
P2Y,> discontinued 15,815 8,348 7,466 n.41m 11.391 0.021 362,173 0 32.8 1.4 26.0
=1 month (7,101 to 7,862) (—0.084 to 0.123)
eGFR 14,828 8,360 6,468 9.5573 9.434 0.123 52,492 0 10.4 50.4 79.8
<60 ml/min/1.73 m? (5,870 to 7,051) (-0.062 to 0.312)
eGFR 16,352 8,593 7,759 11.9501 11.909 0.041 187,235 0 14.4 0.6 40.8
=60 ml/min/1.73 m? (7,464 to 8,103) (~0.039 t0 0.122)
U.Ss. 17,320 10,397 6,923 11.4845 11.363 0a21 57,004 0 13.4 46.0 76.2
(5,978 t0 7,822) (—0.089 to 0.332)
Non-U.S. 15,789 8,281 7,508 1.3978 11.326 0.072 103,988 0 4.4 26 69.2
(7,216 to 7,823) (—0.007 to 0.150)
CAD = coronary artery disease; eGFR = estimated glomerular filtration rate; PAD = peripheral artery disease; other abbreviations as in Tables 2 and 5.

JleyeHne 6onee onpaBaaHO NPU BbLICOKOM pPUCKe

Magnuson E, et al. Cost-Effectiveness of Long-Term Ticagrelor in Patients With Prior Myocardial Infarction.
Journal of the American College of Cardiology. 2017;70(5):527.




CmeHa TuKarpenopa/npacyrpena
Ha Knhonnaorpen nocne YKB

— 50"‘
X
§ 40+
m .
2 30+ HR 0.48 (95%CI 0.34 - 0.68), p<0.01 —— Switched DAPT
E 26.3% —— Unchanged DAPT
.g 20+
E 13.4%
3 104
=
=
O o : , . '

0 90 180 270 360

Days

3aMeHa Ha Knonuporpern yepe3 1 Mec CHUXaeT PUCK KPOBOTEYEHUN
U He BnuseT Ha puck CC coObiTumn

TO P I C Cuisset T, et al. Benefit of switching dual antiplatelet therapy after acute coronary syndrome:
the TOPIC (timing of platelet inhibition after acute coronary syndrome) randomized study. Eur Heart J. 2017;38(41):3070-3078.



Bpema peBackynsapusaumm npm OKCoNST

A

HR 95% Cl Weight HR
ABOARD 511 (060-4372)  12% ‘ >
ELISA 043  (011-1.66) 31%
ELISA-3 068 (036-129)  14.0% —_—
ISAR-COOL 1.09 (0-46-2-56) 7-8% —i"—
LIPSIA-NSTEMI 074 (031-176) 7.6% —
TIMACS 081 (060-111)  60.0%
RIDDLE-NSTEMI 088  (034-227) 63% _T__

—
Random effects model ~ 0-81  (0-64-1-03)  100-0% :
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Test for overall effect: p=0.0879 %
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HR 95% Cl Weight HR
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ELISA 103 (0.06-16-44) 2.6% & T »
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ISAR-COOL 059  (032-110)  16:9% —
LIPSIA-NSTEMI 172 (099300)  18:0% ——
TIMACS 082 (060113  217%
RIDDLE-NSTEMI 021 (0-08-0-55) 11.9% ‘-'T’
Random effects model 091 (0-57-1.46)  100-0% i
Heterogeneity: I'=65.5%, T'=0-2401, p=0.0050 — =
Test for overall effect: p=0-7014 i
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PaHHAA peBacKynsapusauuna MOXeT ObITb npeanoyvYTuTesibHee
Yy nauneHTOB BbICOKOIro pucka

Jobs A, et al. Optimal timing of an invasive strategy in patients with non-ST-elevation acute coronary syndrome:
a meta-analysis of randomised trials. The Lancet. 2017;390(10096):737-746..



Rpuctannbl xonecrtepuHa npm AM

Abela GS, et al. Frequency of Cholesterol Crystals in Culprit Coronary Artery Aspirate During Acute Myocardial Infarction and Their Relation to Inflammation
and Myocardial Injury. Am J Card.120(10):1699-1707.
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Rosenson RS, et al. Trends in Use of High-Intensity Statin Therapy After Myocardial Infarction, 2011 to 2014.

JAm Coll Card. 2017;69(22):2696.



CemenHana runepxonecrepuHemu rnpm OKC
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ACS patients < 65 years ° Present work:
LDL-C = 160 mg/dL 8.7% FH patients
4.1 mmonb/n
- J

Amor-Salamanca A, et al. Genetically Confirmed Familial Hypercholesterolemia in Patients With Acute Coronary Syndrome.
J Am Coll Card. 2017;70(14):1732.
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Lamelas P, et al. Effect of Body Mass Index on Clinical Events After Acute Coronary Syndromes. Am J Card. 2017;120(9):1453-1459.



Nocneactena UM no AaHHbIM CUMHTUTPAPUU
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Nudi F, et al. Temporal Trends in the Prevalence, Severity, and Localization of Myocardial Ischemia and Necrosis at Myocardial Perfusion Imaging After
Myocardial Infarction. Am J Card. 2017;120(8):1238-1244.



YactoTta CC cobbiTit nocne MM
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Mecsubl nocne MM

YacToTa cepae4yHo-cocyaAnUCTbIX coobiTuM nocne UM
coxpaHsieTcs Ha ypoBHe 2-4% 3a rog B TedyeHue 5 net

PEGASUS-TI MI 54 Bonaca MP, et al. Efficacy and Safety of Ticagrelor Over Time in Patients With Prior Ml in PEGASUS-TIMI 54.
J Am Coll Card. 2017;70(11):1368.
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[MTauneHT K., 71 ron,

4. Jlara nocrynienms: 14.11.2017
Jlara ppnmexn:  28.11.2017

5. Moansii AMATrHOE: . % oCT AKLTTTHA »
saGonenanne: UBC HecraGuinnas crenokapans. [TAKC ( 23, 2016) Coctoanne nocae AR
Ocnonnoe pXyiuKkH eporo xeayaouka. Muemuieckan

Y 6
OA ( 2008) AneppuamakTomua .Oprain30BAHHLIA TPOM B;‘ dopma. CHA2DS2 VASc 56 HAS BLED 36. KKI'

oMHONaTHa. Xpornueckas GuGpuanauus npejcepan
or 14.11.2017: AKIL B OA- xopowo pyrkimonupyer. AKLL B [THA npu MHOrOKPATHEIX NOMBITKAX OBHAPYANTE HE

yaagres. Xponmueckas okkmosua KA.

6o : XCH25 ®K3. XCH, pekomneHcauus.
Bk anauns: Knore ﬂnﬁu‘r nunmmmlﬁl' BEHBI NPEAMNIEHLA CIERA .

Conyreryomue sabonenannsn: Kuctei nesoi nouku. Tpombodn

Kommenrapun: B anamnese AKLLI e [THA u OA. Kontpactiposan AKLL & OA- xopowo dymxumonnpyer. AKI »
ITHA npn MHOrokpaTHBIX MOnbITKax 06HapY®HTE He yaaétes, npu Aol - minyanmnpyeres kvasts (AKI » TIHA?)

15.11.2017 : 9XOKAPJAHOI'PADHA
| 8KYCTHYECKOE OKHO Xopolee AOpPTa Ha YPOBHE CHHYCOB 3.4 CM, CTEHKM MIMEHEHBI, THIEPIXOIEHHIIE, YIOIIeHb
H KNlanaH 3X cTBOPYaTHIH, CTBOPKH YTOMLICHE!, THNEPIXOTEHHbIE, NOABMKHOCTH
laToiorHieckux obpasoBanmii Het. PG na AOPTANEHOM KAAIAHE 3 MM.PT.CT.. perypruTaiis
ACEpAHe 4.3 x 5.9 cM, B €10 NPOCBETE AONONHHTENLHLIX IXOCHTHATON e RMARISHO.
AMTPanbHBIH Kanan CTBOPKH YTOMIEHE!, FHACPINOTEHHKIC, WCKODARHTHLIC.
‘eryprutauns 2-3 crenenn [panoe npeacepame 4.5 x 5 4 ¢m, pero
Tpuxycnuaansuuiit Knanan cruopku Tonkme. Ha crsoprax
eNeHH MEeKnpeacepanas Neperopoaxka HENPephinta.
e @nbHoro aoctyna, 8 B-mode. Pacuernoe aanncnue »
YpruTaimy) 50 mm.pr.cr. Jlenniil seayaovex: KJIP 7.2 em, KCP 5.3
n) 22 %, DY 18 %, MKTI(a) 1.0 cm, 3CTDK(2) 1.0 em.




[MauneHT K., 71 ron

Ipu BLINHCKE PEKOMEHIOBANO: OFpalHyeHue (PHIMICCKON HAIPYIIKH, B ITHINE OF PAHKYHTE COTL,
WHJAKOCTD, HKHPBI HHBOTHOTO MPOHCXOHICHHA, JIHcnancepioe nabiionenne Kapanonora e M 4
KT, DXOKI" B junamuxe. OAK, kpeaTHnun B IMHAMHKE 110 M/

ITpuuumare:
Auetuicannunnosas kucaorta 75-100Mr B ey nocae e, ﬁ

Knonunorpen 75Mr Bevepom
Ep(bapuu 2,5mr ¢ 2xtabn, ¢ koppekumeii no MHO. Lenesoit yponens MHO 2-2,5 win anuicaBan

2,5Mrx2p

Owmenpason 20mr 1T Beyepom

Kantonpun 25mr 1/41x2-3p nox xourponem AJL( runoronus)

Buconpomnon Swmrl- Yt YTPOM 1o koHTposem yce. Llenesoit yposens uce 60ya B Mun. (de
Jurokcun 0.25mr 1/41x2p :

Hutparsl no norpebuocT npu 6onax s cepaue.

CrHpoHonakToH 25Mrx2p. HilH SILIEPEHOH 25MI YTPOM.

Topacemun 5-10Mr yrpom

Tpumerasuann 35Mr X 2pei
o Cratuner: atopsacratun 20Mr uin posysacratun 10mr |1 seuep Llenesoit yporens obumero xonecrepuna

KQHTPO/IEM XONIECTEPHHA H TpaHCaMHHAa3. ——e

11 npenapartoB, 15 TabneTok
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[MTauneHT K., 71 roa,

KnnHnka gekomneHcauum CH nepeq rocnutannsauuen
(+ 2.2 kr Heg, AL 90-118 mm pr. cT, HCC 80-1306).

. Bo306HOBUTL X0Ab0OY, NOCTENEHHO YBENMYNTL ANCTAHLMIO
Ilpn BLIHCKE PEKOMEHIOBANO: OrpalHyeHue (PUIMICCKON HATPY 3K, B THILE OFPANMYHTL COTL,
HHAKOCTE, AKHPBI AWHBOTHOI'O IMPOHCXOHJICHHA, HHL‘.IIHHUE]}HHU Habmoneune KapAONOri no M. 4
KT, DXOKI" B munamuxe. OAK, xpeatunun B iaHAMHKE 110 M/

ITpuunMaTh:
Anerniacannunnosan kucinora 75-100Mr B cyTkH nocie e/, ﬁ
Knonupaorpen 75Mr Beyepom é—w I &
EWEPHH 2,5Mr ¢ 2xrabun, ¢ koppekimeit no MHO., Llenepoit yposen MHO 2-2.5 win anuKcaban
2,5mrx2p

Owenpason 20Mr' 1T BedepoM 0o necantam 8 Mr, ¢ NOCTENEHHBIM YBENMUEeHe 03
Kanronpui 25mr 1/41x2-3p nox kohtponem AJL.( runotonus)

Euconpmoﬂ SMrl- VT YTpOM noj koutposem yce. Lienesoit yposens uce 60ya nmul, ( M :
Jurokcun 0,25mr 1/41x2p MeTtonponon petapg 50-75 .%ﬁlmr of

Hutparsl no norpebuocT npu 6onax s cepaue.
Cnupononakton 25Mrx2p.uim snepeson 25mr yrpom. OMNIIEPEHOH 25 Mr
Topacemun 5-10mr yrpom Topacemug, 15 Mr, Npu OTCYTCTBUN CHMKEHUS Beca 20 Mr

—Tpumetasuumn 35mr x 2paj
o Cratuner: atopsacratun 20Mr uin posysacratun 10mr |1 seuep Llenesoit yporens obumero xonecrepuna
kpos# <4.5 mmons/n, JITTHIT < 1,8 mmons/n, JITIBIT > 1. | MMOJIB/JLKOPPEKLIMA 10351 110 M/%# 1101
e _— _'_—'_l—-_._____‘

KQHTPOJIEM XONECTEPHHA H TpaHcaMHuHa3,

HanpaBuTb AOKYMEHTbI U pe3ynbTaThl aHrMorpaumn B XMpypruieckme LeHTpbI.



CtabunbHaa UBC

2017 ESC focused update on dual antiplatelet
therapy in coronary artery disease developed
in collaboration with EACTS

The Task
disease of
European

2017 Update of ESC/EAS Task Force on
practical clinical guidance for proprotein
convertase subtilisin/kexin type 9 inhibition in
patients with atherosclerotic cardiovascular

diseal NuarnocTuka u KOpPeKuUWs HapywWweHuii MMNUQHOTO

o06MeHa C yenb NpohuNakTUKU U Nevenns
aTepocknepo3a

Poccuitckue pekomeHaaumu
VI nepecmoTtp
Mocksa 2017 rop




lnarHoctuka npu noao3peHun Ha NbC

[NpeTecToBas
BEPOSATHOCTb 06CTpyKTMBHOMN NBC

Ulkana CADC2
KauyecTBeHHbIN aHaMHe3

Huskaga [TpomMexyTo4Had Bbicokas
Ctpecc-OKI, Bn3yanbHbIN CTPECC-TECT,
He UBC UBC
€ KopoHapHbIt Ca, KT aHrnorpadgus (320-640),

XOInTepoBCKOE MOHUTOPpUpOBaHe

PeBackynapusauma??

CoxpaHsieTcs 3HauuTenbHasa runepamardHoctuka UbC
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bonee Bblpa)KeHHblﬁ KOpOHaprII7I KallbUMHO3
noBbillaeT PUCK KOPOHAPHbLIX COObLITUA N CMepTu y monoabix

Carr JJ, et al. Association of Coronary Artery Calcium in Adults Aged 32 to 46 Years With Incident Coronary Heart Disease and Death.

JAMA Cardiol. 2017;2(4):391-399.



KT aHrnorpaoua nam ctpecc-tect

Illustrative Comparative Risks, No. per 1000°

Assumed Risk Corresponding Risk No. of Participants Quality of
Qutcome (SC) (CCTA) (95% CI) RR (95% CI) (No. of Studies) Evidence®
| Death 11 10 (8-14) 0.93 (0.71-1.21) 20092 (13) Moderate |
Acute chest pain subgroup 3 2 (1-5) 0.66 (0.27-1.59) 5275 (9) Moderate
Stable chest pain subgroup 13 12 (9-17) 0.96 (0.72-1.27) 14817 (4) Moderate
[ Myocardial infarction 11 8 (6-11) 0.71 (0.53-0.96) 20092 (13) Moderate ]
Acute chest pain subgroup 8 7 (4-13) 0.84 (0.44-1.61) 5275 (9) Moderate
Stable chest pain subgroup 13 7 (5-10) 0.68 (0.49-0.95) 14817 (4) Moderate
Cardiac hospitalization 27 27 (21-33) 0.98 (0.79-1.21) 19401 (12) Moderate
Acute chest pain subgroup 63 52 (42-66) 0.83 (0.66-1.04) 4584 (8) Moderate
Stable chest pain subgroup 17 21 (16-26) 1.21 (0.96-1.53) 14821 (4) Moderate
llnvasive coronary angiography 91 121 (102-155) 1.33 (1.12-1.59) 20092 (13) Moderate ]
Acute chest pain subgroup 72 100 (79-127) 1.39 (1.10-1.76) 5275 (9) Moderate
Stable chest pain subgroup 98 125 (94-167) 1.27 (0.96-1.70) 14817 (4) Moderate
[Revascuiarization 45 84 (64-109) 1.86 (1.43-2.43) 20092 (13) High ]
Acute chest pain subgroup 28 55 (41-74) 1.96 (1.45-2.65) 5275 (9) High
Stable chest pain subgroup 54 87 (57-133) 1.70 (1.12-2.60) 14817 (4) Moderate
[ Coronary artery disease diagnosis 83 232 (169-321) 2.80 (2.03-3.87) 8793 (9) High ]
Acute chest pain subgroup 50 169 (96-295) 3.37 (1.92-5.89) 3979 (6) High
Stable chest pain subgroup 107 251 (162-392) 2.35 (1.51-3.66) 4814 (3) High
[Therapeutic change—aspirin 82 181 (98-331) 2.21 (1.20-4.04) 5625 (5) Low l
Acute chest pain subgroup 249 316 (247-401) 1.27 (0.99-1.61) 811 (2) Low
Stable chest pain subgroup 54 189 (145-245) 3.50 (2.69-4.54) 4814 (3) Low
lTherapeutic change—statin 73 148 (80-275) 2.03 (1.09-3.76) 5625 (5) Low ]
Acute chest pain subgroup 190 230 (177-300) 1.21 (0.93-1.58) 811 (2) Low
Stable chest pain subgroup 53 184 (139-244) 3.48 (2.63-4.61) 4814 (3) Low

Nocne KT aHruorpacdumn yvauie gnarHOCTUpPyeTCH U nevYnTcs
KOpOHapHas 00re3Hb, HO CMEPTHOCTb He MEeHSIeTCA

Foy AJ, et al. Coronary Computed Tomography Angiography vs Functional Stress Testing for Patients With Suspected Coronary Artery Disease.
A Systematic Review and Meta-analysis. JAMA Intern Med. 2017;177(11):1623-1631.



KopoHapHbIX aTepockiepos be3 nwemumn mmokapaa

® JleyeHue: CTaTUHbI, aCNUPUH.

* [1pn nosaABEHNN CTEHOKapauun: beta-b1oKaTopbl,
aHTaroHUCTbI KanbUMA, HUTPATbl, HUKOPaHAWUA,
TPUMeTa3nauH, paHO/1a3uH.



CpaBHeHune 64 n 320-cpe3oBou KT aHrnorpadpum
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Khan A. et al., Am J Roentgenol. 2011;197(1):163-8.



CpaBHeHune 64 n 320-cpe3oBou KT aHrnorpadpum

OTnnyHoe kadecTBo 86%
HepnarHoctmnyeckon 3.3%

OTnnyHoe kadectBo 97%
Hegunarnoctmnyeckom 0.1%



MblleYyHblI MOCTUK

| End-diastole !

o

| End-systole |

n '. - 4 - "

|ACh provocation |

B nogaBnsawowem 60nbLIMHCTBE cCrny4yaeB He3HaYUMbIN PeHOMEH.
lNMpu BbipaXXeHHOM CTeHO3e BO3MOXEH POCT OfIfILLKU NMPOKCUManbHee,
KoTopasi Yyauie paspbiBaetca ¢ UM B monogom Bo3pacrTe.
BeTta-6rnokaTtopbl, HO BO3MOXeH Ba3ocnasm - BepanamMmur.

Saito Y, et al. Relation between severity of myocardial bridge and vasospasm.
Int J Card. 2017;248:34-38.



BavaHue pusnyeckom akTMBHOCTU Ha CMEPTHOCTb
naymeHToB co ctabunbHomn UBC

Outcome Physical No of No of Events HR (95% CI) Least

Activity Patients (%/3 yrs) Active as Reference p-value
All-cause mortality l
Least Active 5281 528 (8.72) 1
Intermediate activity 5055 326 (5.47) —— 0.62 (0.54-0.72)
Most Active 5151 273 (4.45) —i— 0.50 (0.44-0.58) <0.0001
CV death
Least Active 5281 320 (5.29) [ | 1
Intermediate activity 5055 229 (3.84) - m— 0.72 (0.61-0.86)
Most Active 5151 162 (2.64) —a— 0.50 (0.41-0.60) <0.0001
Non-CV death
Least Active 5281 159 (2.63) [ | 1
Intermediate activity 5055 76 (1.28) i 0.48 (0.37-0.63)
Most Active 5151 91 (1.49) = 0.56 (0.43-0.72) <0.0001
MACE
Least Active 5281 621 (10.61) [ ] 1
Intermediate activity 5055 515 (8.91) —u— 0.84 (0.75-0.94)
Most Active 5151 413 (6.93) —a— 0.65 (0.58-0.74) <0.0001
MI
Least Active 5281 277 (4.70) [ ] 1
Intermediate activity 5055 251 (4.31) ——— 0.92 (0.77-1.09)
Most Active 5151 220 (3.67) —a— 0.78 (0.66-0.94) 0.0255
Stroke
Least Active 5281 104 (1.73) [ ] 1
Intermediate activity 5055 109 (1.84) - 1.06 (0.81-1.39)
Most Active 5151 89 (1.46) i 0.84 (0.63-1.12) 0.2498

1 1 1 1 1 1
04 0.6 0.8 1 1.2 14 16
Lower Risk Higher Risk

dusnyeckasa Harpyska CHMXaeT OOLLYI CMEePTHOCTb

Stewart R, et al. Physical Activity and Mortality in Patients With Stable Coronary Heart Disease. J Am Coll Card. 2017;70(14):1689.



[yTb 00 pPaboTbl U CMEPTHOCTb

No of events Total Hazard ratio Hazard ratio P value

All cause mortality (#5%CD G50

Non-active (reference) 1379 186763 ] 1.00

Walking 103 12 848 —— 1.03 (0.84t01.26) 0.78

Cycling 37 6301 —— 0.59 (0.42t0 0.83) 0.002

Mixed mode: walking 122 21765 —.— 0.96 (0.80t0 1.15) 0.66

Mixed mode: cycling 58 11 588 — 0.76 (0.58t0 1.00) 0,05
CVD mortality

Non-active (reference) 420 199 141 [ ] 1.00

Walking 18 13 780 —_— 0.64(0.45t00.91) 0.01

Cycling 8 6613 —— — 0.48(0.25t00.92) 0.03

Mixed mode: walking 29 23 142 —_— 0.78(0.53t01.15) 0.21

Mixed mode: cycling 20 12 200 —— 0.92(0.58t0 1.46) 0.72
CVD incidence

Non-active (reference) 1029 198536 ] 1.00

Walking 51 13 749 —— 0.73(0.54100.99) 0.04

Cycling 18 6603 —_— 0.54 (0.33t0 0.88) 0.01

Mixed mode: walking 86 23 085 —a 0.84 (0.66t01.07) 0.16

Mixed mode: cycling 42 12178 — 0.82 (0.59t01.14) 0.24
Cancer mortality

Non-active (reference) 912 193 205 [ ] 1.00

Walking 74 13 230 —t— 1.10 (0.86 t0 1.41) 0.45

Cycling 25 6428 —— 0.60 (0.40t0 0.90) 0.01

Mixed mode: walking 81 22296 —— 0.97 (0.77 t0 1.22) 0.80

Mixed mode: cycling 31 11822 —_— 0.64 (0.45t00.91) 0.01
Cancer incidence

Non-active (reference) 3504 190617 [ ] 1.00

Walking 241 13 065 —- 0.93(0.81t01.07) 0.30

Cycling 89 6364 —r— 0.55 (0.44 10 0.69) <0.001

Mixed mode: walking 333 22 044 —te 0.99 (0.88t0 1.11) 0.87

Mixed mode: cycling 135 11718 —— 0.68 (0.57 to 0.81) <«0.001

0.2 0.5 % 2
Lower risk Higher risk

Ha Benocunene unum newkom A0 paboTbl - MeHbLUe CMEepPTHOCTb,
puck CC bone3Hen u paka.

Celis-Morales CA, et al. Association between active commuting and incident cardiovascular disease, cancer, and mortality:
prospective cohort study. BMJ. 2017;357.



CMepTHOCTb 1 PU3NYECKas aKTUBHOCTb

1
= 0,8
@]
i All cause
(-]
u All cancer
<
v All cancer
é 0,6 All cause
CVD
o
= CVD
=
o
e 0,4
E} Causes of deaths PROOF cohort MVPA doses
E N i i g
B RR RR (95% CI) RR (95% Cl) RR (95% CI)
E 0,2 Cardiovascular disease 1011 1 0.52 (0.10-0.98) 0.50 (0.08-1.06) 0.49 (0.05-0.66)
All cancer 1 0.88 (0.21-0.96) 0.75 (0.14-1.09) 0.67 (0.10-0.89)
All cause 1 0.78 (0.25-0.90) 0.76 (0.26-0.98) 073 (0.18-0.88)
0 1
Inactivity Medium High
No activity 1-499 MET-min/week 500-999 MET-min‘week =1000 MET-min‘week
beyond baseline of MVPA of MVPA of MVPA

Y noxunbix 15 MMH B AeHb YMEPEHHbIX/MHTEHCUBHbIX Harpy3okK

CHMXKAaeT CMepPTHOCTb Ha 22%

Hupin D, et al. Physical activity to reduce mortality risk. Eur Heart J. 2017;38(20):1534-1537.



HR for CHD
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Healthy plant foods

166049 300p0oBbIX XeHLWKWH 1 43259 300poBbIX MYX4uH, 4 roga, 8631 cnyyan UBC

Satija A, et al. Healthful and Unhealthful Plant-Based Diets and the Risk of Coronary Heart Disease in U.S. Adults.
J Am Coll Card. 2017;70(4):411.



IdPEKT orpaHUYEHNA TPAHC-*KNPOB

| B: Myocardial infarction
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Brandt EJ. et al. Hospital Admissions for Myocardial Infarction and Stroke Before and After the Trans-Fatty Acid Restrictions in New York.
JAMA Cardiol. 2017;2(6):627-634.
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Kim MK, et al. Cholesterol variability and the risk of mortality, myocardial infarction, and stroke: a nationwide population-based study.
Eur Heart J. 2017;38(48):3560-3566.



ExXerogHan CKOpOCTb pocTa bAsALKK

Agreans  Oxcupgauusa WHdunstpauus MNoseneHuwe Mponucdepaums CosgaHuwe  Paspbis
MOHOLIUTOB NHN MakpodaraMu NEHUCTbIX  rMaaKOMbIWEYHBIX Kancynsl ¢ TpoMGom
KNEeToK KNETOK

CTaTuHbI

23eTnMmnG
NHrmbutopel PCSK9
Oueta (TX, HX)
CHumxeHne Al
OTKas oT KypeHus

MonoumTel  NIHM ofIHM CPB MeHwucTele  Magko- TpomBounTsl Kancyna
CoHHasa apTepus KopoHapHaa aptepusa
J 1.2% + 0.4% (van Gils M. et al., 2012) (J 1.0 0.1% (PuriR. et al., 2015)
J 2.3% (Bianda N et al, 2012) (1 3.5+12.1% (Liz.etal, 2016)

bnawka pactet MeaneHHo,
HO NauUeHTbl Pa3finyaroTCH MO CKOPOCTU POCTa ONALLKMK



JleyeHne aTepocKaepo3a

* JleyeHune aTepoCKiepo3a A0/KHO ObITb

anpdpepeHUMpPoBaAHHBLIM, B 3aBUCMMOCTU OT CKOPOCTU
pocTa 6aaWKN.

* [1pn BbICOKOM CKOPOCTU: MHTEHCUBHAA
MNMAHOPMANN3yoLWaa Tepanusa (ctatuHbl +
33eTUMNG, MHIMbUTopPbl PCSK9), }KECTKNUIN KOHTPO/b
$aKTOpPOB, YCKOPAKOLWMUX POCT BNALLKM.
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Kim Y, et al. Depression is associated with recurrent chest pain with or without coronary artery disease:
A prospective cohort study in the emergency department. Am Heart J. 2017;191:47-54.
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YposeHb xonectepuHa JIHIM n CC cobbiTnA

p-0.0012 for the P coefficient

Po3syBactatuH 20-40 mr
* 33eTMn6 10 mr
MHrnburopbl PCSK9

Umcno CC cobbiTum

B Secondary endpoint
016 p-0.0001 for the ! coefficient

Umcno CC cobbiTum

0 0.5 XonectepuH JTHIM, mmone/n

Npun UBC Bcerga nHTeHCUBHAaA Tepanusa cCTaTUHaAMMU

FOU Rl ER Giugliano R, et al. Clinical efficacy and safety of achieving very low LDL-cholesterol concentrations
with the PCSKS9 inhibitor evolocumab. The Lancet. 2017;390(10106):1962-1971.
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Sabatine MS, et al. Evolocumab and Clinical Outcomes in Patients with Cardiovascular Disease.

New Engl J Med. 2017;376(18):1713-1722.
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@ ICER as a function of event rate
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Fonarow GC, et al. Cost-effectiveness of Evolocumab Therapy for Reducing Cardiovascular Events in Patients With Atherosclerotic

Cardiovascular Disease. JAMA Cardiol. 2017;2(10):1069-1078.



CTaTuHbI ANA BTOPUYHOMN NPOPUITAKTUKHA

Figure 2. Adjusted Mortality Curves for High- vs Moderate-Intensity Statins by Age
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. Association Between Intensity of Statin Therapy and Mortality in Patients With Atherosclerotic

Cardiovascular Disease. JAMA Cardiol. 2017;2(1):47-54.



Coronary Heart Disease Events, %
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Serban M-C, et al. Statin Intolerance and Risk of Coronary Heart Events and All-Cause Mortality Following Myocardial Infarction.
J Am Coll Card. 2017;69(11):1386.



ASCOT-LLA

3ddeKT Houebo y cTaTUHOB

A Hazard ratio (95% CI)
Muscle related
Definite — - 114 (0-90-1-44); p=0-27
Definite or probable — 1.03 (0-88-1-21); p=0-72
Definite, probable, or possible —— 1-02 (0-93-1-11); p=0-69
Erectile dysfunction
Definite N 0-86 (0-73-1-02); p=0-09
Definite or probable — 0-88 (075-1:04); p=0-13
Definite, probable, or possible —— 0-87 (074-1-02); p=0-09
Sleep disturbance
Definite —— 0-65 (0-49-0-86); p=0-002
Definite or probable — 0-69 (0-56-0-85); p=0:0005
Definite, probable, or possible ——— 073 (0-60-0-89); p=0-002
Cognitive impairment
Definite * 1.07 (057-2:03); p=0-83
Definite or probable + 0-94 (0-57-1-54); p=0-81
Definite, probable, or possible A 4 079 (0-53-1-18); p=0-25
T
B Hazard ratio (95% CI)
Muscle related
Definite 127 (0-93-1.74); p=013
Definite or probable & 141 (1-10-1- 79); p=0-006
Definite, probable, or possible 117 (1-02-1-35); p=0-03

Erectile dysfunction

Definite

Definite or probable

Definite, probable, or possible
Sleep disturbance

Definite

Definite or probable

Definite, probable, or possible
Cognitive impairment

Definite

Definite or probable

Definite, probable, or possible

*
*
—

i

05

<4
Favours atorvastatin

15

Favours placebo

0-89 (0-66-1-21); p=0-45
0-89 (0-66-1-20); p=0-44
0-88 (0-66-1-18); p=0-39

0-93 (0-63-1:38); p=0-73
0-87 (0-63-1-20); p=0-40
0-88 (0-65-1.21); p=0-44

0-55 (0-28-1-08); p=0-08
0-59 (0:34-1.02); p=0-06
0-63 (0-40-0-99); p=0-05

lNMoBbIlleHMe YacToTbl O0nen B MbiLLLaX,
ecnv nauueHT U Bpad 3Hanu o npmemMe ctaTtuHa

Gupta A, et al. Adverse events associated with unblinded, but not with blinded, statin therapy
in the Anglo-Scandinavian Cardiac Outcomes Trial Lipid-Lowering Arm (ASCOT-LLA). The Lancet. 2017.




AHTUKOATYNIAHT C aCMMPUHOM

1.0+ Rivaroxaban+aspirin vs. aspirin alone
Hazard ratio, 0.76 (95% Cl, 0.66—0.86)
0.10- P<0.001
Rivaroxaban alone vs. aspirin alone
Hazard ratio, 0.90 (95% CI, 0.79-1.03)

0.8 "
i P=0.12

— —rAspirin alone

-~ =" Rivaroxaban alone
Rivaroxaban+aspirin

Bbilwe puck
KPOBOTEYEHUI
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0.2

Cumulative Risk of Cardiovascular
Death, Stroke, or Myocardial Infarction
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Hy)KHO CcpaBHEHUe C ABYMA Ae3arperaHtamum

COM PASS Eikelboom JW, et al. Rivaroxaban with or without Aspirin in Stable Cardiovascular Disease.
N Engl J Med. 2017;377(14):1319-1330.



JleyeHne TeCTOCTEPOHOM N 0OBbEM DNALLIKM

Table 2. Change From Baseline and Estimated Differences for Primary, Secondary, and Exploratory Outcomes
in the Cardiovascular Trial

Treatment Group Estimated
Testosterone Placebo Difference
Outcome (n =75} (n = 65) (95% CI)? P ValueP®
Primary
Noncalcified plaque volume, mm?
Baseline, median (IQR) 204 (60 to 420) 317 (168 to 589)
Month 12, median (IQR) 232 (103 to 473) 325 (172 to 560)
Change from baseline value, 40 (23 to 56) 4 (-14 to 22)
unadjusted mean (95% Cl)
LS mean (95% CI)¢ 54 (12 to 97) 14 (-29 to 56) 41 (14 to 67) .003
Secondary
Total plaque volume, mm?
Baseline, median (IQR) 272 (84 to 600) 499 (246 to 925)
Month 12, median (IQR) 318 (133 to 693) 541 (248 to 950)
Change from baseline value, 57 (35to 78) 21 (0 to 42)
unadjusted mean (95% Cl)
LS mean (95% CI)¢ 75 (22 to 128) 28 (-24 to 81) 47 (13 to 80) .006

Y NOXunbixX ¢ rMNOroHagu3MoM TeCTOCTEepPOH
yBenun4yunsn oobem oOnaLwku

Budoff MJ, et al. Testosterone Treatment and Coronary Artery Plaque Volume in Older Men With Low Testosterone.
JAMA. 2017;317(7):708-716
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J He cHuKaeTcs puck nHdpapkta mmokapaa (+ 4 tmn)

J YmeHblueHMe cMMNTOMOB NpU afeKBaTHOM
MeANKaMEeHTO3HOM Tepanuu




CteHTbl NnpoTuB naauebo: nepsoe PKA

e} Placebo
Exercise time (s)
Patients assessed 104 90
Pre-randomisation 5280(1787) 4900 (195-0)
Follow-up 5563 (1787) 501-8 (190-9)
Increment (pre-randomisation to follow-up) 284 118

(95% C111:6 to 451) (95% C1-7.810313)
Difference in increment between groups 166

(95%C1-8-91042.0)
pvalue 0-200
Time to 1 mm ST depression (s)
Pre-randomisation 4797 (141-4) 4711 (1287)

Patients assessed 7 18
Follow-up 4727 (129-1) 470-1(176-0)
Patients assessed 23 21

pvalue betwean groups 0164
Peak oxygen uptake (mL/min)
Patients assessed 99 89
Pre-randomisation 17150 (6381) 17074 (567-0)
Follow-up 17130(5837) 17183 (550-4)
Increment (pre-randomisation to follow-up) -20 109

(95% 0-5411050-1) (95% 1 -47-2 10 69.0)
Difference in increment between groups -12.9 -

(95% C1-90-2to 64-3)
pvalue 0741
SAQ-physical limitation
Patients assessed 100 28
Pre-randomisation 713(225) 69-1(247)
Follow-up 786 (240) 741(247)
Increment (pre-randomisation to follow-up) 74 50

(197;95%C1351011.3) (21.2;95% C1051095)
Difference in increment between groups 24 i

(95% €1-351083)
pvalue 0420
SAQ-angina frequency
Patients assessed 103 90
Pre-randomisation 79:0(255) 750 (31-4)
Follow-up 930 (26-8) 846 (277)
Increment (prerandomisation to follow-up) 140 96

Difference in increment between groups

pvalue

SAQ-angina stability

Patients assessed

Pre-randomisation

Follow-up

Increment ( Pre-randomisation to follow-up)

Difference in increment between groups

pvalue

(25-4;95% C19-0t0 18.9) (28-4;95% C13-6t0 15.5)

44
(95%C1-331012.0)

0260
102 89
647 (255) 685(243)
605 (237) 635(256)
-42 51
(334,95%0-1071024)  (316;95% U-117101-6)
09
(95% 01-8-41010-2)
03851

(Table 3 continues on next page)

ORBITA

P Placebo
(Continued from previous page)
EQ-5D-5L QoL
Patients assessed 103 )
Pre-randomisation 0-80(0-21) 079(022)
Follow-up 0-82(0-2) 0-82(0:20)
Increment (pre-randomisation to follow-up) 0-03 0-03
(0-14; 95% C1 0-00 to 0-06) (0-17; 95% C1 0-00 to 0-07)
Difference in increment between groups 0-00
{953% C1-0-04 to 0-04)
pvalue 0-994
Peak stress wall motion index score
Patients assessed 80 57
Pre-randomisation 111(0-18) 1.11(0-18)
Follow-up 103 (0-06) 113 (0-19)
Increment (pre-randomisation to follow-up) -0-08 002
(0-17; 95% C1-0-11t0-0-04)  (0-16; 95% C1-0-03 to 0-06)
Difference in increment between groups -0-09
(95% C1-0-15t0 -0-04)
p value 00011
Duke treadmill score
Patients assessed 104 90
Pre-randomisation 4-24 (4-82) 418 (4-65)
Follow-up 5-46(4-79) 4-28(4-98)
Increment (pre-randomisation to follow-up) 122 010
(4-36;95% C10-37 t0 2.07) (5-20; 95% C1-0-99 10 1-19)
Difference in increment between groups 112
(95% C1-0-23t0 2-47)
p value 0104

CtentTupoBaHue (CBJl, cteHO3 ogHoro cocyaa
84%, FFR 0.69) He noBbIcuno Bpems
hnM3n4eCcKon Harpy3ku U Ka4eCTBO XU3HU Y
nauyueHToB co cteHoKapaueu ll-lll DK,
NPUHUMAaBLUUX afeKBaTHoOe
aHTUaHrMHanbHoOe fie4YyeHune

5 ueHtpoB CoeanHeHHOro KOporeBCcTBa,
105 YKB, 95 nnauebo

Al-Lamee R, et al. Percutaneous coronary intervention in stable angina (ORBITA): a double-blind, randomised controlled trial.

The Lancet. 2017.



UKB npotne megmkameHTo3HoM Tepanuu npu ctabunsHon IbC

YacTtoTta cteHokapaun, %
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Honsa «HeocTpbix» peBackynspusaumm 13% (NCDR, 2014)

Boden WE, et al. Optimal Medical Therapy with or without PCI for Stable Coronary Disease.
The New England Journal of Medicine 2007;356:1503-16.



UKB npotnB megmkameHTo3HOW Tepanun npu ctabunsHom NbC

Figure 2. Comparison of Percutaneous Coronary Intervention (PCl) and Medical Therapy (MT) vs Medical Therapy Alone in Patients With
Documented Myocardial Ischemia
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Source OR (95% Cl) PValue OR (95% CI)
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MASS []22 1.24 (0.40-3.88) 71 -
COURAGE”  124(0.94-1.65 .13 [ |
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Overall 0.90(0.57-1.44) .67 <
001 01 1 0 100
Favors PCI Favors MT

MeTta-aHanu3 PKU

Stergiopoulos K, et al. Percutaneous Coronary Intervention Outcomes in Patients With
Stable Obstructive Coronary Artery Disease and Myocardial Ischemia. JAMA Intern Med. 2014;174(2):232-240.
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Vogrin S, et al. Comparative Effectiveness of Routine Invasive Coronary Angiography for Managing Unstable Angina.
Ann Intern Med. 2017;166:783-791.
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SMART_CASE Hahn J-Y, et al. Conservative versus aggressive treatment strategy with angiographic guidance alone
in patients with intermediate coronary lesions. Int J Card. 2017;240:114-119.



KopoHapHoe BMeLLeTanbLCcTBO
npu xpoHnveckon NbC

!

Puck kpoBoTe4yeHnn

/\

[ Bbicokun ] [HeBbICOKMVI]

! |

Puck Tpomb603a cteHTa

Tun cTeHTa pombosa C
([ MC J\ [ CB/ ] [ HeBbicokuit } | Bbicokmii J
OAT 1 mec OAT 3-6 mec OAT <1 ropa NAT >1 rona
N\ /

Ona oueHKn ANUTeribHOCTU npueMa AByX Ae3arperaHtoB
HYXHO 3HAThb, KaKoOW CTeHT NnocTaBfeH



PeBacKynapunsayma npu nopaxkeHnn cteona JIKA

Heterogeneity Pooled estimates

Outcomes N 2 P RR (95% CI) P
All-cause mortality i
One-year 5 0% 0.72 o 0.78 (0.56-1.08) 0.13
Long-term 4 23% 0.27 |—Ip—| 1.05(0.83-1.34) 0.67

1

I
Myocardial infarction .
One-year 5 0%  0.74 -—0;—- 0.89 (0.66-1.19) 0.43
Long-term 4 69%  0.02 : O 4 1.50 (0.86-2.61) 0.15
Revascularization E
One-year 4 0%  0.70 ! —— 1.68 (1.24-2.27)  <0.001
Long-term 4 0%  0.90 - 1.70 (1.43-2.01)  <0.001

i
Stroke :
One-year 5 0% 0.55 —— i 0.43 (0.23-0.78) 0.006
Long-term 4 62%  0.05 ——— 0.88 (0.40-1.95) 0.76

Random effect model

| I
0 2 3

Favours DES Favours CABG

Figure 3. Meta-analyses for all-cause mortality, myocardial infarction, revascularization, and stroke at 1-year and long-term follow-ups.

- —— - -

A Kak HeMHBa3uBHO BbIAeNUTbL rpynny nayueHToB
C BbICOKUM PUCKOM CTeHo3a cTBonal/3 cocynoB ?

Qian C. et al. Meta-Analysis of Randomized Control Trials Comparing Drug-Eluting Stents Versus CABG
for Significant Left Main Coronary Narrowing. Am J Card. 2017;119(9):1338-1343.
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dopmynmnpoBKa AMArHO3a
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Yeaxaemblii Bnagmmmp bopucoeuy, B MHorue epaum B PO cuutarot O ocnoxervem/nposaenedmem MBC, uTo He COOTBETCTBYET COBPEMEHH
- MILUEMMA XKeNyA0UKOB, CBA3aHHaA C aTepOCKNepO30M KOpoHapHLIX apTepuid. O He neunTcA pesackynApW3aumMed, a abnaUMA He BNMACT He
FEO3MOMHO oBoCTpeHWe ckpuiToi O, BawwW apryMeHTsl BecbMa yEeaMTenbHel, B KOHCYABTATMEHBIX 3AKIHYEHWAX 0BBIYHO NPOCTO NEPEYNC
rOCNUTaNAx MMpa.+

4

4

Yeaxaemold Qegop Mcmarmnoesny! ¢

B npukpenaeHHom dakne A pasMecTvi pekomeHaosaHHsle Bamy npuMeps QOpMyAMpOB0oK AMarHosa npy codetadnm MBC n @1 (Hawen B
Bl pekomenayeTe pasmelwats O 8 ocnoxHenuax.( A sceraa Tacke GopMynMpoBan AMar4os).

Ho konnerw na TTMY (BnaavsocToKCKMA MeAYHWMBEDCHTET) MHE yKasbisatoT, uto npy MBC O, somkHa 6biTh pasmelleHa B 0CHOBHOE 3abo/m
Mow aosoasl; +

1. @M no MKE 10 ewiHeceHa 3a pamen MBEC ( MBC 120-125, @ - 148)«

2. Ecnwn nocne AKW (Hanpumep) passuneaeTtca @I enepssle, TO 3T0 OCAOXHEHWUE OT orepaummne

3. MNossnenme O npu UM - ocnoxHeHue. ¢

4, B pexomergaupmax no ®N 2017 r, ykasaHo: «<MILEMMYECKOR bonesHbio cepaua (MBC) ctpaaatot okono 20% GonbHbix ¢ ©N [29,30]. Mpw 37C
KaK OT1 KoppenypyeT ¢ KOpoHapHo/ nepdysnes.d

MNosacHuTe , noxanyicta, O (No cospemeHHsIM B3rN84aM) — 3T0 ocnoxHeHne MBC?Y

B cTpyktype anarHosa O gomkHa nomelwatbea B ocnoxHeHye npw MBC vav B ocHoBHOE 3abonesaHmne?

bonbwoe cnacubo! M otaenbHoe cnacvbo 3a Baw caiT B MHTEpHETE.¢

C ysaxednem Axmmerko Baagvmup bopmcosny, Bpay-Tepanest. Baagveoctok.+

d

< >
Current Character Set: "7hit ASCII (US-ASCI)" R:1 85 Lines:18 AutoFmt &

Ds: BC: nHdapkt mmokapaa (2016), ctrabunsHaa cteHokapaus |l OK.
[MnepToHnyeckada bonesHb |l ctagna, 4 puck (Ons akcrnepTusbl).
[MapokcmnamanbHas pubpunnaunsa npegcepaun, EHRA 3.

XpoHu4yeckasa cepgedHasl HeoCcTaTOMHOCTb CO CHMKeHHON OB, || OK| 26.



CpaBHeHMe meToaoB CKPUHMHIA PI1

Table 4. Sensitivity and Specificity of Different Methods of Screening for Atrial Fibrillation

Device Method of Interpretation Sensitivity (%) Specificity (%) Reference
Mynbc Pulse palpation 94 (84-97) 72 (69-75) Cooke et al*®
MopTaTUBHLIN Handheld single-lead ECGs
aneKkTpokapauorpacdc AliveCor (Kardia) heart monitor Algorithm only (based on presence of 98 (89-100) 97 (93-99) Lau et al*®
P wave and RR irregularity)
Merlin ECG event recorder Cardiologist interpretation 939 90.1 Kearley et al*”
Mydiagnostick Algorithm only (based on RR irregularity) 94 (87-98) 93 (85-97) Tieleman et al®
Vaes etal®
Omron HCG-801 Algorithm only (based on RR irregularity) 98.7 (93.2-100) 76.2(73.3-78.9) Kearley et al*”
Omron HCG-801 Cardiologist interpretation 94.4 04.6 Kearley et al*”
Zenicor EKG Cardiologist interpretation 96 a2 Doliwa et al®®
Annapart A} Modified blood pressure monitors
Microlife BPA 200 Plus Algorithm only (based on pulse irregularity) a2 ar Marazzi et al®'
Microlife BPA 200 Algorithm only (based on pulse irregularity) 97 (81.4-100) 90 (83.8-94.2) Wiesel et al®
Omron M6 Algorithm only (based on pulse irregularity) 100 a4 Marazzi et al®'
Omron MG comfort Algorithm only (based on pulse irregularity) 30 (15.4-49.1) 97 (92.5-99.2)
Microlife WatchBP Algorithm only (based on pulse iregularity) | 94.9 (87.5-98.6) | 89.7 (87.5-91.6
Mnetusmorpad Plethysmographs
Finger probe Algorithm only (based on pulse irregularity) 100 91
iPhone photo-plethysmograph Algorithm only (hased on pulse irregularity) 97.0 9

The comparator for all studies was a 12-lead ECG; RR irregularity indicates irregularity of intervals between successiv
*Three-lead telemetry used.

4

Freedman B, Camm J, Calkins H, et al. Screening for Atrial Fibrillation. Circulation. 2017;135(19):1851.



Attach Kardia Mobile

Apple Compatibility

iPhone 7 (i0S 10.0.2)

iPhone 6 Plus / 6s Plus (i0S 10.0.2)
iPhone 6 / 6s (i0S 10.0.2)

iPhone SE (i0S 10.0.2)

iPhone 5/ 5s / 5¢ (i0S 10.0.2)
iPhone 4s (i0S 9.3.5)

[

iPod Touch 5G (i0S 9.3.5)

i

iPad Air / Air 2 (i0S 9.3.5)
iPad Mini (i0S 9.3.5)
iPad Mini 2/ 3 (i0S 10.0.2)

MobunnbHbIN 3NEKTpOKapanorpad

e, tablet or case (not included).

Kardia Mobile

Android Compatibility

0

Samsung Galaxy S3 (Android 4.3)

Samsung Galaxy 54 (Android 5.0.1)
Samsung Galaxy S5 / 56 / S7 (Android 6.0.1)
Samsung Note 3 (Android 5.0)

Samsung Note 5 (Android 6.0.1)

Samsung Galaxy J1 (Android 5.1.1)

LG Nexus 5 (Android 6.0.1)

HTC One M7 (Android 4.3)

Jitterbug Touch 3 (Android 4.3)

Kardia App

Use of Kardia Mobile requires the companion app Kardia, available
for download in the App Store and Google Play .

> G(;oéle Play

Last updated on October 21, 2016
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BbisBneHne HegmarHoctupoBaHHou PI1y naumeHToB
c CHA,DS,-VASc 23 n cepae4yHbiMm MOHUTOPOM

A | Time to first episode of AF lasting =6 min

50+

~
o
1

o
o
1

PJ
o
1

Incidence Rate, %

10+

0 I I I I I 1
0 6 12 18 24 30

Post-1CM Insertion, mo
No. at risk 385 290 247 208 116 30

YacTo HeBbisiBneHHas Pl y naumeHTOB BbICOKOIro puUckKa

REVEAL AF Reiffel JA, et al. Incidence of Previously Undiagnosed Atrial Fibrillation Using Insertable Cardiac Monitors in a High-Risk Population
The REVEAL AF Study. JAMA Cardiol. 2017;2(10):1120-1127.



dunsnyeckana akTMBHOCTb npwu PI1
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§ — Regular
O P <0.0001

800/0 - 1 < 1 | 1 1 1 1
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Time (in days)

Pusnyeckne Harpyskm cHuxkarot oowyro n CC cMepTHOCTbL

EO RP_AF Proietti M, et al. Self-reported physical activity and major adverse events in patients with atrial fibrillation.
EP Europace. 2017;19(4):535-543.



KymynatueHas BebKUBaemocTtb, %

100% —

90% —

dopmbi Pl 1 BbIXKMBAEMOCTb

80% —

P-value <0.0001|

=
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OnuteneHo nepcucTUpyoWas
% MocToaHHaA

BI'IepBbIE BblABNeHHaA

| | | | | | |
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Bpems oT nocnegHero gnarHosa, AHU

YeMm MeHblUue npopormkutenbHocTb @1, TeM nyylwie NporHos

Proietti M, et al. ‘Real-world’ atrial fibrillation management in Europe: observations from the 2-year follow-up of the EURObservational
Research Programme-Atrial Fibrillation General Registry Pilot Phase. EP Europace. 2017;19(5):72



Cumulative incidence of mortality (%)

KoHTpoab HCC

80 Digoxin
None Risk ratio/hazard Risk ratio/hazard
. i0 (959 i (95%
Calcium channel blockers Observational studies e i i
60 - Beta_blockers Unadjusted relative risk (n=33) - 1.76(1.57 to 1.97)
Adjusted relative risk (n=8) —m—  1.61(1.31t0 1.97)
Adjusted hazard ratio (n=14) ——— 1.17 (1.07 to 1.29)
40 1
Propensity matched relative risk (n=6) - 1.18 (1.09to 1.26)
Propensity matched hazard ratio (n=7) = 1.07 (0.96 t0 1.19)
20
Randomised controlled trials relative risk (n=7) = 0.99 (0.93 to 1.05)
0.5 1 2
< 0.001
Log rank P 0.00 Lower mortality Higher mortality
0 with digoxin with digoxin

T 1 T Li i T i

o 2 4 6 8 10 12 14
Follow-up (years)

AurokcuH xyxe KoHTponupyet YCC, HO no-BuanMomy 6e3onaceH.
ATteHonon (KayecTBeHHbIU) ny4llie U3 6eta-6riokaTopoB.

Ziff O, et al. BMJ. 2015;351; Chao T-F, al. Circulation 2015;132:1604-1612.
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Standardized Global Score

®I1 n puck aemeHumnm

o ||— No AF

T ||~ 95% CI, No AF
= 50-65 years

Y 1|= 60-75 years
= 70-85 years

p=0.031

50 55 60

65 70
Age (years)

75

80 85

Singh-Manoux A, et al. Atrial fibrillation as a risk factor for cognitive decline and dementia. Eur Heart J. 2017;38(34):2612-2618.



LLIkana ATRIA vs CHA,DS,-VASc

ATRIA CHA2DS2-VASc

Events _ Total Even :
1.1.1 Low Risk
Abumuaileg-2015 5 79 0 5 07%
Aspberg-2016 1869 57277 142 12266 244%
Chao-2014 10549 73242 683 9416 27 4%
Lip-2014 3891 72452 696 20851 273%
Singer-2013 96 15217 1 2493 1.3%
van den Ham-2015 690 15217 45 2493 19.0%
Subtotal (95% CI) 233484 47524 100.0%
Total events 17100 1567

Heterogeneity: Tau? = 0.05; Chit = 47.70, df = 5 (P < 0.00001); It = 90%
Test for overall effect: Z = 6.72 (P < 0.00001)

1.1.2 Moderate Risk

Abumuaileq-2015 0 14
Aspberg-2016 1473 20429
Singer-2013 83 4364
van den Ham-2015 338 6665
Subtotal (95% CI) 31472
Total events 1894

0 18
337 15694 479%
21 3806 14.7%
130 6544 37.5%
26062 100.0%
488

Helerogeneity: Tau® = 0.02; Chi# = 5.58, df = 2 (P = 0.06); I* = 64%
Test for overall effect: Z = 10.26 (P <0.00001)

1.1.3 High Risk

Abumuaileg-2015 & 61
Aspberg-2016 7711 74443
Singer-2013 506 13018
van den Ham-2015 2723 29691
Sublotal (95% CI) 117213
Total events 10944

9 131 06%
10574 124193 389%
663 26310 24.3%
3576 50051 362%
200685 100.0%

14822

Heterogeneity: Tau® = 0.01; Chi* = 18.03, df = 3 (P = 0.0004); I = 83%
Test for overall effect Z = 6.01 (P < 0.00001)

0.82[0.05, 13.21]
2.82[2.38, 3.34]
1.99[1.84, 2.14]
1.61[1.49, 1.74]

15.73 [2.19, 112.74]
2.51[1.86, 3.39]
218[1.74,2.74)

Not estimable
3.36([2.99, 3.77]
345(2.14, 555]
255[2.09, 312]
3.04 [2.48, 3.76]

0.95[0.31, 2.98]
1.22[1.18, 1.25)
1.54 [1.38, 1.73]
1.28[1.22, 1.35]
1.31 [1.20, 1.43]

001 01

CHA2DS2-VASc ATRIA

10 100

Zhu W, Fu et al. Meta-analysis of ATRIA versus CHA2DS2-VASc for predicting stroke and thromboembolism in patients with atrial fibrillation.

IntJ Card. 2017;227:436-442.



Pnbpunnsauma npeacepanm

:

OueHKa pucka UHecyneta

LIKanbl
Hunaknin CpenHun Bbicoknn
<1% B rop, 1-2% B rog, >2% B rog,
CHA,DS,-VASc 0 CHA,DS,-VASc 1-2 CHA,DS,-VASc 23
ATRIA <6 ATRIA 6 ATRIA >6
Bo3MOXHbI OpanbHble
bes aHTMKoarynsaHToB
aHTUKOAarynsaHThl aHTUKOarynsaHThl

YuntbiBaTb PUCK KpoBOTe4YeHUu/TpaBm, komopoumaHoctb (MBC, AL, XbI ...),
NO3nLMI0O N BO3SMOXHOCTHU NaLneHTa.



Opan bHbl€ aHTUKOAlryJAHTbI

/\

TpyaHoctn ¢ MHO,

> PUCK remopparm4eckoro NHCynbTta,
wkana SAMe-TT,R, >2

MwuTpanbHbIN CTEHO3,
MCKYCCTBEHHbIE KflanaHhbl,
Taxkenasa Xbl1 4-5,

1 Tpomb npencepann (MHO 3-4, 3 mec),
KOHTPOJSIb aHTUKOArynsaumm,

bepeMeHHOCTb, NakTaums,

Tpombopunun?,
HU3KUIN OoXoA,

[Mpambie
aHTUKOArynaHTbl

> puck KK KkpoBoTeYEeHUM
(wkana HAS-BLED),

XbBIl1 4 ctagus,
cTapble nauneHTbl

icmepTHOCTbl dueHa v
AnnkcabaH
OaburatpaH (He MBC) AnukcabaH BapdapuH
PuBapokcabaH




Py6pUKaTOp KAMHWYECKX PEKOMEeHAaLINA

| O6paTHas CBA3L | Bxop B akKkayHT
(npoTokonoe neyeHmnA) [

6. JlonmonHuTenbHast MHGopMauus,
B/IAMSIONIAsl HA TeYeHNe U VCX0d 3a00/1eBaHNA

Brifop mpemnapata u3 kmacca HOAK nna mepBuaHOM NMpodMIakKTHKM HMHCYIETA M
TpoMGoaMbonMit v OonpHEIX ¢ PIL/TII OCYIIECTEAAETCS EBpadoM HA OCHOBAHMH
OLIeHKM MHIMBMAVATBHOTO pHcKa M 1 reMopparMuecKmMy OCTOXRHeHM, a TAKKe C
V4eToM MpefnodYTeHHI MalHeHTa.

Knacc pexomennanmii I (yposeHb gokasanHocTH C)

KommeHTapuit: IlpakmuueckoMmy  epauy  npu  ewifope  odHozo0  u3  mpéx,
aapezucmpuposaHieix € P& HOAK cnedyem yuumsieams, umo Hanpamyi ece mpu HOAK He
cpasHusanuce. TeM HE MeHee, Npu cpasHeHuu kaxcdozo HOAK ¢ sapdapunom™™ Oeiau
noayueHsl caedyiowue pesyasmamet, (cm. TTPHITOKEHHE T4 u A5): 1) Hayuenme ¢ &IT,
goweduwiue & uccnedoearua ¢ HOAK, paaauuanucs no pucky UHCYIsMA U mpomBosmooauil,
onpedengemozo no wrane CHADSZ. B uccaedoaaHuu ¢ pueaporcabanom ™™ puck uHcyasma u
C3 okaszanca esliie (cpednull Gann no wxkane CHADS2 cocmasun 3,5), ueM e uccnedosaHuax
% (cpednull bann no wrkate CHADSZ e
oBoux uccnedoeanuax cocmasun 2,1). 2) DipgexmusHocmes daduzampaHa 3mexcunama™®
150 mz u anuxkcabaHa™® e OMHOWEHUU CHUWMEHUA PUCKA UHCYIEMA U aApMePUaIsHbIX
mpomboamboaull uMeem npeumywjecmea neped eapgapuHom™®, a sddexmusHocme
Haduzampauna smercunama™® 110 mz u pusaporcabara™™ cpasHuma ¢ eapgapunor ™. 3)
Hpeuvywecmea neped sapdapuHom™™ @ OMHOWEHUU CHUMEHUA PUCKA UWEMUUECKOZ0/
HEYMOUHEHHOT 3MUOA0ZUL UHCWIBIOS OMMEUEHE! THOABKO v daduzampana™ & dose 150 me.
4) Bezonacxocms daduzampaHa smercinama™™ 150 Mz u pusaporcadarHa™™ e omHoweHUU
PUCKA 6CEX KPYNHBIX KPOSOMEUEHUNl cpasHuMa ¢ sapgapuvom™®, a anurkcabama™™ u
daduzampana smexcunama** 110mz usmeem npeumyuiecmeaa neped seapdapunom ™ 5) Obe
dosst  dabuzampana smexcunama*®,  pusapoxcadaH™*
npeumyuiecmea neped sap@apuHoM ™™ & OMHOWEHUL CHUMEHUA UACMOMB pPaseumus
EHYMPUYEPENHBIX KPOSOMEUEHULI, HO 00HO8peMeHHo dadusampad 3mexcunam ™™ g doze 150
Mex2p u pusaporkcadaH ™® noesll@m OMHOCUMEIEHEBIN PUCK KPOSOMEYEHUL! U3 HeTV00UHO-
KULEUHO20 mpakma. 6) Jdaduzampad™ e doze 150 mz JocmosepHO CHUMCAEN! PUCK
cepdeuno-cocyducmoil cvepmi. 7) Anuxkcafad ™™ — eduHCMEEHHBIU U3 HOSBIX NEPOPATBHBIX
AKT, docmosepHO CHUHMCAEM PUCK CMEPIIU O 8CEX NPUULIH.

¢ dabuzamparom 3mexcuaamom™® u anukcadanom

U anukcaban™®®  umewm

KauecTBO pekomeHaauum BapbupyeT



AnunkcabaH 1 racTponHTECTUHANIbHbIE KPOBOTEUYEH WA

Table 5.Stratified Analysis in Propensity Score Matched Apixaban vs Dabigatran Users

Apixaban (n = 6542) Dabigatran (n = 6542) Apixaban vs dabigatran (n = 13,084)
Variable Events, n IR Events, n IR HR (95% CI) P for interaction
Overall 33 1.38 121 2.73 0.39™ (0.27
Age
18-64y 2 0.34 7 0.73 0.38 (0.08 .54
B5-74y 5 0.69 29 212 0.25™ (0.10
=75y 26 2.43 85 4.06 0.45™ (0.29

NOTE. P value in the table is for interaction; P < .01; ™P < .001 indicates significance for the HR.
IR, incidence rate per 100 person-years.

Table 6.Stratified Analysis in Propensity Score—Matched Apixaban vs Rivaroxaban Users

Apixaban (n = 6565) Rivaroxaban (n = 6565) Apixaban vs rivaroxaban (n = 13,130)
Variable Events, n IR Events, n IR HR (95% Cl) P for interaction
Overall 32 1.34 116 3.54 0.33™ (0.22-0.49)
Age
18-64 y 2 0.34 6 0.81 0.38 (0.08-1.89) .36
6574y 5 0.69 32 3.24 0.18™ (0.07-0.47)
=75y 25 232 78 5.05 0.39™ (0.25-0.61)

NOTE. P value in the table is for interaction; P < .001 indicates significance for the HR.
IR, incidence rate per 100 person-years.

AnunkcabaH pexe Bbi3BaeT raCTPOUHTEeCTMHarNbHble KPOBOTEYEHMUH,
yem BapdapuvH n gpyrme HoBble aHTUKOArynsAHTbI

Abraham NS, et al. Gastrointestinal Safety of Direct Oral Anticoagulants: A Large Population-Based Study.
Gastroenterology. 2017;152(5):1014-1022.e1011.



[aburatpaH n MHGAPKT MMOKapaa

OQutcome Adjusted HR (95% CI)
0.92
Ischemic stroke ———t—i
0.51
Intracranial hemorrhage —
Intracranial hemorrhage 0142 x
excluding trauma . .
0.74
Combined stroke — e
0.75
Combined stroke
" e
excluding trauma
0.89
Major extracranial bleeding ——
1.04
Gastrointestinal bleeding —l—
0.36

Nongastrointestinal

1.88
Myocardial infarction —_——y

0.1 1.0 10.0
Favors Dabigatran Favors Warfarin

NMpobnema BbIABNAETCA B OONbLIOM YUcrie nccrnegqoBaHumn
(paHAOMUN3NPOBHHbIX U HAbMNOAaTesNIbHbIX)

Go AS, et al. Outcomes of dabigatran and warfarin for atrial fibrillation in contemporary practice: A retrospective cohort study.
Ann Int Med. 2017;167(12):845-854.



MaKporemaTtypus y NPUHUMAIOLWMX aHTUKOArYNAHTbI

§ 30 - —— GU cancers

g - - - GU stones, BPH, others
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NMpu makporemaTtypum Ha TepaneBTUYECKUX AO3aX
aHTukKoarynsaHtoB Yy 20% nauueHTOB BbISABNSIETCA
nopaxeHue mo4yenonoBoro Tpakra (AINMK, pak ...)

Mladenov BS, Mariyanovski V, Hadzhiyska V. Macroscopic hematuria in patients on anticoagulation therapy.

Central European Journal of Urology. 2015;68(3):330-333.

Antoniewicz A. et al., Macroscopic hematuria-a leading urological problem in patients on anticoagulant therapy: is the common diagnostic standard

still advisable? ISRN Urol. 2012;2012:710734.



[Tpnem opanbHbIX aHTUKOArynaHToB npu Ol
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Marzec LN, et al. Influence of Direct Oral Anticoagulants on Rates of Oral Anticoagulation for Atrial Fibrillation.

J Am Coll Card. 2017;69(20):2475.
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— Warfarin INR 2.0-3.0

=== Apixaban 5 mg twice daily

—-=— Dabigatran 150 mg twice daily
Edoxaban 60 mg once daily

—— Rivaroxaban 20 mg once daily
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Fig 5 | Cost effectiveness acceptability curves. The
probability each preferred intervention is most cost
effective against willingness to pay for each QALY
threshold

Lépez-Lopez J, Sterne J, Thom H, et al. Oral anticoagulants for prevention of stroke in atrial fibrillation: systematic review, network meta-analysis, and cost effectiveness analysis. BMJ.
2017;359.



Tepanua BapdapnHOM HU3KON MHTEHCUBHOCTM Y a3MaToB

1.5-2.5 Group  2.0-3.0 Group Odds Ratio Odds Ratio
i -H, Fi 95% Cl M-H, Fixed, 95% CI

2.1.1 Thromboembolic Events
Cheung CM 2005 13 581 7 360 12.7% 1.15[D.46, 2.92] N =
Inoue 2013 58 8404 29 4434 56.7% 1,06 [0.67, 1,65] -
Naganuma 2012 29 1062 12 516 23.6% 1.18 [0.60, 2.33] B
Yasaka2001 1" 302 4 198 7.0% 1.83 [0.58, 5.84] =
Subtotal (95% CI) 10349 5508 100.0% 1.15 [0.83, 1.60] >
Total events 111 52

Heterogeneity: Chi* =077, df =3 (P =0.86), P =0%
Test for overall effect: Z = 0.83 (F = 0.40)

2.1.2 Hemorrhagic Events

Cheung CM 2005 7 581 7 360 8.2% 0.61 [0.21, 1.77] R S
Inoue 2013 88 8404 57 4434 T1.0% 0.81[0.58, 1.14]

Naganuma 2012 18 1062 10 516 12.7% 0.87 [0.40, 1.90] B
Yasaka2001 3 302 7 198 B8.1% 0.27 [0.07.1.07] S s |
Subtotal (95% CI) 10349 5508 100.0% 0.76 [0.57, 1.01] L 4
Total events 1186 a1

Heterogeneity: Chi* = 2.58, df = 3 (P = 0.46); I? = 0%
Test for overall effect: Z = 1.87 (P = 0.06)

2.1.3 Major Hemorrhagic Events

Inoue 2013 50 8404 39 4434 894%  0.80(0.53,1.20] L 3
Yasakaz001 2 302 5 198 10.6% 0.26 [0.05, 1.34] B
Subtotal (95% CI) 8706 4632 100.0%  0.74 [0.50, 1.09] <&
Taotal events 61 44

Heterogeneity: Chi* = 1.70,df =1 (P=0.19); P=41%
Test for overall effect: £ =1.52 (P =0.13)

2.1.4 Cardiovascular mortality

Inoue 2013 38 B404 14 4434 96.8% 1.43 [0.78, 2.65]

Yasaka2001 1 302 0 198 3.2%  1.98[0.08, 48.73] ‘b
Subtotal (95% CI) 8706 4632 100.0% 1.45 [0.79, 2.65]

Total events 39 14

Heterogeneity: Chi* = 0.04, df =1 (P = 0.85); F = 0%
Test for overall effect: Z=1.21 (P =0.23)

0.01 01 1 10 100

Test for subgroup differences: Chi? = 6.83 df = 3 (P = 0.08), I° = 56 1% Tk athom ANl

Huskune go3sbl BapdapuHa (MHO 1.5-2.0) yMmeHbLWAKOT PUCK KPOBOTEYEHUN U
He NOBbIWAKT PUCK TPOMOOIMOONIMN Y BOCTOUYHLIX a3MaToB

Liu T, et al. Meta-Analysis of Efficacy and Safety of Low-Intensity Warfarin Therapy for East Asian
Patients With Nonvalvular Atrial Fibrillation. Am J Card. 2017;120(9):1562-1567.



BapdapunH nocne remopparnyeckoro MHCybTa

Outcome by ICH Event

AHR (95% Cl)

Ischemic stroke/SE
Hemorrhagic stroke

Traumatic ICH

Recurrent ICH

Hemorrhagic stroke

Traumatic ICH

All stroke

Hemaorrhagic stroke

Traumatic ICH

All-cause mortality
Hemaorrhagic stroke

Traumatic ICH

0.43(0.21-0.86)
0.49 (0.24-1.02)

0.47 (0.18-1.27)
0.40 (0.15-1.11)

1.41(0.77-2.58)
1.31 (0.68-2.50)

0.48 (0.29-0.80)
0.45 (0.26-0.76)

0.69 (0.41-1.14)
0.74 (0.44-1.27)

0.39(0.17-0.89)
0.36 (0.16-0.84)

0.49 (0.36-0.67)
0.51 (0.37-0.71)

0.29 (0.20-0.42)
0.35 (0.23-0.52)

Favors | Favors
Warfarin | No Warfarin
Treatment | Treatment
=
-
]
i
)
=
i
—'—
—'—
£
0.25 0.50 1.00 2.00 4.00
AHR (95% CI)

Bo3obHoBneHue BapgapuHa nocne BHYTPUMO3roBou remopparmm
(ocobeHHO TpaBMaTU4YeCKOMN) MOXET ObITb onpaBaaHoO

Nielsen PB, Larsen TB, Skjgth F, Lip GYH. Outcomes Associated With Resuming Warfarin Treatment After Hemorrhagic Stroke or Traumatic
Intracranial Hemorrhage in Patients With Atrial Fibrillation. JAMA Intern Med. 2017;177(4):563-570.



[TpAMble opanbHble aHTUKOATryAAHTbI NPU abaauunm

Thromboembolic events
A NOACs VKAS Risk Ratio Risk Ratio
Study or Subgroup __ Events Total Events Total Weight IV, Random, 95% Cl 1V, Random, 95% CI
Arshad Interrupted 1 374 2 232 3.2%  0.31([0.03,3.40]
Arshad Uninterrupted 1 374 4 276 3.8% 0.18 [0.02, 1.64] —
Bassiouny 1 344 0 344  1.8% 3.00(0.12, 73.39]
Dillier 0 272 0 272 Not estimable
Ellis 2 61 1 110  3.2% 3.61[0.33,38.97) —_—
Haines. 2 202 0 202 2.0% 5.00[0.24, 103.50] o I E—
Ichiki & 30 18 180 33.5%  2.67 [1.28,5.58) ——
Imamura 1 101 0 126  1.8% 3.74[0.15,90.72] —_—————
Kaess 0 105 0 210 Not estimable
Kaiser 3 122 1 135 3.6% 3.32[0.35, 31.49] e,
aseno 1 110 1 101 2.4%  0.92 [0.06, 14.49) 1
Lakkireddy 3 145 0 145 2.1% 7.00[0.36, 134.32] —_———#
Maddox 1 212 0 251  1.8% 3.55[0.15, 86.67] _—
Mendoza o 60 1 58 1.8% 0.32[0.01,7.76) ——7
Nin (Takamitsu) o 45 1 45  1.8%  033[0.01,7.97) ———————
Pavaci 1 27 0 27 1.8% 3.00[0.13,70.53] —
Piccini 3 160 3 161 7.2%  1.01[0.21,4.91] s
Providencia - Dabi 1176 4 192 38%  0.27[0.03,2.42] _—
Providencia - Riva 2 188 4 192 64%  0.51[0.09,275) g
Rowley 2 113 2 169  4.8% 1.50(0.21, 10.46] —_—
Stepanyan - Dabi 1 89 1 114 2.4% 1.28[0.08, 20.20] —_—
Stepanyan - Riva o 98 1 114 1.8% 0.39 [0.02, 9.40] —_—
Winkle - Dabi 2 426 5 1113 6.8%  1.05[0.20, 5.37] —
Winkle - Riva 0 187 5 1113 22%  0.54[0.03,9.70]
Total (95% CI) 4021 5882 100.0% 1.39 [0.91, 2.14] o
Total events R 362 .
Heterogeneity: Tau? = 0.00; Chi’ = 18.45, df = 21 (P = 0.62); I = 0%
Test for averall effect: Z = 153 (7 = 0.13) VL i ity Favours s, 0
B Thromboembolic events
NOACs VKAS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI 1V, Random, 95% CI
1.1.1 VKAs Uninterrupted
Arshad Uninterrupted 1 374 4 276  3.9%  0.18([0.02, 1.64] —
Bassiouny 1 344 0 344  1.8% 3.00[0.12, 73.39]
Dillier 0 272 0 272 Not estimable
Ellis 2 61 1 110 3.3% 3.61(0.33,38.97) ——=
Haines 2 202 0 202 2.0% 5.00[0.24, 103.50] =
Ichiki & 30 18 180 34.1%  2.67(1.28,5.58) ——
Kaess 0 105 0 210 Not estimable
Kaiser 3 122 1 135 3.7%  3.32[0.35, 31.49] -
Kaseno 1 110 1 101 2.4%  0.92 [0.06, 14.49] —
Lakkireddy 3 145 0 145  2.1% 7.00[0.36, 134.32] —r——
Maddox 1 212 0 251 1.8%  3.55[0.15, 86.67] —
Mendoza 0 60 1 58  1.8%  0.32(0.01,7.76) ——————
Piccini 3 160 3 161 7.4% 1.01[0.21, 4.91] ———
Stepanyan - Dabi 1 89 1 114 2.4% 1.28(0.08, 20.20] e
Stepanyan - Riva o 98 1 114 1.8% 0.39 [0.02, 9.40] I
Subtotal (95% CI) 2384 2673 68.6%  1.89[1.13,3.18] -
Total events 26 31
Heterogeneity: Tau? = 0.00; Chi* = 10.18, df = 12 (P = 0.60); ¥ = 0%
Test for overall effect: Z = 2.41 (P = 0.02)
1.1.2 VKAs Interrupted
Arshad Interrupted 1 374 2 232 32%  0.31(0.03,3.40] —_—
Imamura 1 101 0 126 1.8% 3.74[0.15, 90.72] —_—
Nin (Takamitsu) 0 45 1 45 18%  033(0.01,7.97] —_———
Providencia - Dabi 1 176 4 192 3.9%  0.27 (0.03, 2.42) —_—1
Providencia - Riva 2 188 4 192 65%  0.51([0.09,2.75] —_—
Rowley 2 113 2 169 4.9%  1.50[0.21, 10.46] —
Winkle - Dabi 2 426 5 1113 6.9%  1.05[0.20,5.37] —_—t
Winkle - Riva 0 187 5 1113 22%  0.54[0.03,9.70] —_—
Subtotal (95% CI) 1610 3182 314% 0.68 [0.32, 1.47] i
Total events 9 23
Heterogeneity: Tau? = 0.00; Chi® = 3.41, df = 7 (P = 0.84); I* = 0% T et o 7
Test for overall effect: Z = 0.97 (P = 0.33) faveine edaeicl Bwears Iviksi

NMpsaMble opanbHble aHTUKOArynsaHTbI Npu adbnauum
He ycTynarT BapdapuHy

Elgendy AY, et al. Meta-Analysis of Safety and Efficacy of Uninterrupted Non-Vitamin K Antagonist Oral Anticoagulants
Versus Vitamin K Antagonists for Catheter Ablation of Atrial Fibrillation. Am J Card. 2017;120(10):1830-1836.



[1Ba ne3arperaHTa npu Bbicokom pucke CC cobbiTui

13 nHdpapkros

9 60nbLuMX
KpoBOTEYEHU

23 nHcynbTa

an/I OTKa3€e OT aHTUKOoarynsaHToB BO3MOXHa Tepanus
ABYMA Ae3arperaHtamMmum npu BbiICOKOM cepaevyHo-CocyanCTtoM puUcke

Squizzato A . et al. Clopidogrel plus aspirin versus aspirin alone for preventing cardiovascular events.
Cochrane Database of Systematic Reviews 2017, Issue 12.



3aKpbiTME NpUaaTKa IEBOro Npeacepansa OKKAI0AEPOM

Efficacy —-— 0.82 03
1
All stroke or SE —— 0.96 09
1
Ischemic stroke or SE —e— 17 0.08
1
Hemorrhagic stroke —e—— | 02 0.0022
1
Ischemic stroke or SE >7 days ——— 14 03
1
Disabling/Fatal Stroke (MRS change of 22) +———&— 0.45 0.03
1
Non-Disabling Stroke »—i—o—' 137 0.35
1
CV/unexplained death —a—! 059 0.03
!
All-cause death —e— 073 0.04
1
Major bleed, all —8— 001 06
1
Major bleeding, non procedure-related —e— | 048 0.0002
1
1
Favors WATCHMAN < | — Favors Warfarin
T T T 1
0.01 0.1 1 10
Hazard Ratio (95% CI) '}
10
s 4
-
iz
] 8 6
=2
Eg
E g 44 o
S o o o
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il ot ; _%_’7___7 =
S L PREVAIL ;
et e WASP 17 S
! e PROTECT AF 15 EWOLLITIC
et ————— 14 CAP 11
0+— : . : . : 12, ‘ i
1 15 2 25 3 5 4 45 5
Baseline CHA,DS,-VASc Score
------ Untreated AP —— Treated with Warfarin -~ & WATCHMAN Arm

Okkno3ns conoctaBuma ¢ BapgapuHom.

PREVAI L, PROTECT AF Reddy Y, et al. 5-Year Outcomes After Left Atrial Appendage Closure. J Am Coll Card. 2017;70(24):2964.



®l1 nocne abnaumm nepewenka y naymMeHToB
C TpeneTaHMem npeacepamm

1.0 A

0.8 -

0.6

T 6e3 PI1
0.4

Freedom from AF

T + o
0.2 -

log rank test, p=0.007

0 10 20 30 40 50 60
Time to event [months]

Nocne abnauum nepewenka yacto passuaetca Ol

Celikyurt U, et al. Incidence of new-onset atrial fibrillation after cavotricuspid isthmus ablation for atrial flutter. EP Europace.
2017;19(11):1776-1780.



Cuctonmnyeckaa ancpyHkuma 1K n abnayus

25 Mean difference = +14.0%,
G 95% Cl: 8.5% t0 19.5%
2
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= 50
a Roof line
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Catheter Medical Rate
Ablation Control
Nocne abnaunn yBennumnBaetca PBIIK
CAM E RA_ M RI Prabhu S, et al. Catheter Ablation Versus Medical Rate Control in Atrial Fibrillation and Systolic Dysfunction.

J Am Coll Card. 2017;70(16):1949.



Perocnutanmsaumm ¢ CH nocne abnaymnm

Table 4. Cumulative hazard rates for readmission with 95% confidence intervals (in
parentheses).

Dayvs 30 90 180 240 300
=
“_“h 0.089 0.324 0.776 1.047 1.297
Ablation

(0.055-0.144) (0.246-0.425) (0.601-1.001) (0.773-1.418) (0.827-2.034)
No Ablation 0.229 0.625 1.158 1.576 2.195
(0.213- 0.246) (0.606-0.643) (1.136-1.180) (1.548-1.603) (2.153-2.236)

CeppaeyHasi He4OCTaTOYHOCTb — MNOKa3aHue K abnauum

Joy PS, Gopinathannair R, Olshansky B. Effect of Ablation for Atrial Fibrillation on Heart Failure Readmission Rates.
Am J Card. 2017;120(9):1572-1577.



ArpeccuBHoe cHUeHune A/l nocne abnaumu
n peunamnsbl I

[y

o
o

e
ta

o
~

Aggressive BP
Treatment

0.6

Standard BP
Treatment

o
=

Cumulative Incidence (%)
o o
[#8] (%]

Hazard Ratio 0-94, 95% confidence interval (0-65,1-38)
p=0-763

o
[

0.1

0 3 6 9 12 15 18

Months of Follow-up

Parkash R, et al. Effect of Aggressive Blood Pressure Control on the Recurrence of Atrial Fibrillation After Catheter Ablation.
Circulation. 2017;135:1788-1798



AHTUKOA 'YA1AHTbI NOCAE abnsa LA

1.00+

0.99+

0.98+

0.974

Cumulative Survival

0.96+

0.95-

0.94

Warfarin treatment
No warfarin treatment

CHA:DS:-VASc >2

0

200
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800

Time at Risk, d

1000

1200

anI NnoBbILLEHHOM PUCKe UHCYIJIbTa nocirie abnauun
HYXHO npoaomxatTb aHTUKOArynAaHTbI

Sjalander S, et al. Assessment of Use vs Discontinuation of Oral Anticoagulation After Pulmonary Vein Isolation in
Patients With Atrial Fibrillation. JAMA Cardiol. 2017;2(2):146-152.



Cepae4vyHaa HeAOCTAaTOYHOCTb



XpoHunyeckas
cepaeYHasi He4oCTaTOYHOCTb

[ CoxpaHeHHas ®BJTX 250% } [ Huskaa ®BJTX <40-50% }
AnypeTnkn NAMN®/BPA
CHukeHne HCC BeTa-6noKkatopbl, MBabpaauH
Cakybutpun+sancapraH

MOHUTOPUHI Macchbl Tena,
CnNMPOHONaKTOH/3N1IepeHOH

noadop Ao3 AnypeTuka

AnypeTtnkn

PeBackynsapusaums mmokapaa
CPT, UKL



[MporHo3 B 3aBUcMMOCTU oT PBJIHK

A 5-Year All-Cause Readmission B 5-Year Cardiovascular Readmission
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— HFpEF (EF 250%) — HFbEF (EF 41-49%) — HFrEF (EF s40%)

HFpEF  HFrEF

46% 46% .
5-NeTHAA BbhKMBaeMoCTb 6rin3ka npu pasHoun ®BITXK
HFbEF

8%

Shah KS, et al. Heart Failure With Preserved, Borderline, and Reduced Ejection Fraction.
J Am Coll Card. 2017;70(20):2476.



Cakybutpun/BancaptaH 1 KOpoHapHbIE NCXOAbI

HR (95% CI) P-value*
Primary endpoint —— 0.80(0.73-0.87) <0.001
Composite of CVD, HFH, M|, stroke, and RSD —— 0.83 (0.76-0.90) <0.001
Coronary composite —— 0.83 (0.75-0.92) <0.001
CV death —u— 0.80(0.71-0.89) <0.001
HF hospitalization —— 0.79(0.71-0.89) <0.001
stroke — 0.99(0.76-1.29)  0.92
Resuscitated sudden death - 0.56(0.31-1.06) 0.068
Myocardial infarction — 0.96 (0.74-1.24) 0.73
Angina hospitalization — 0.94(0.70-1.26)  0.66
Unstable angina hospitalization —_—— 0.87(0.57-1.31) 0.50
Coronary revascularization —_— 0.96 (0.71-1.31) 0.82
All-cause mortality e 0.84(0.76-0.93) 0.001
0.25 0.5 1 2
Sacubitril/valsartan better  Enalapril better

Xnoem He3aBUCUMMbIX nccrneaoBaHUU, CpaBHEHUS C
3Hananpuriom B go3se 40 Mr/cyT n CHUWXKeHUA LUeHbl

PARADIG M -H F Mogensen UM, et al. The effects of sacubitril/valsartan on coronary outcomes in PARADIGM-HF.

Am HeartJ. 2017;188:35-41.



CeneKkTMBHOCTb aHTAaroHMCTOB a/1bAoCTe POHA

JnnepeHoH CnUpoHONaKTOH
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HapylieHne MeHCcTpyanbHOro umkna
A3BblI racTpogyoneHarbHble
KpoBoTedeHus ...

AnbaocrtepoH AHgporeH  KopTMHOCTEpOMA
MporecrepoH

v T‘,'I'
VR

®RxXList



All-Cause Mortality

CHuxeHune YCC

Baseline heart rate <70 bpm Baseline heart rate 70-90 bpm Baseline heart rate >90 bpm
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0% NNT = 21(95% CI 13 to 51) 0% NNT = 35 (95% CI 23 to 68) 0% NNT =15 (95% CI1 10 to 26)
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Y GeTa-6nokaTopoB eCcTb He3aBMCUMOe OT CHMmKeHusa HYCC
BfIUSSHME Ha OOLYyI0 CMEePHOCTb
(B oTnnume ot MBabpagnHa, Bepanamuna, AUrokCuHa)

Kotecha D, et al. Heart Rate, Heart Rhythm, and Prognostic Benefits of Beta-Blockers in Heart Failure:
Individual Patient-Data Meta-Analysis. ] Am Coll Cardiol. 2017 Apr 5.



Bpema oo Havyana neyenna OCH
dypocemmaom U CMePTHOCTb

15 - 14.2

S
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£
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All cohort Q4
(low rlsk) (high risk)
Group
m Early group m Nonearly group
RE AL'TY_ AH F Matsue Y, et al. Time-to-Furosemide Treatment and Mortality in Patients Hospitalized With Acute Heart Failure.

J Am Coll Card. 2017;69(25):3042.



[Mlowarosoe neyeHne anypetmkamm octpoun CH

LLiar ¢y:§::::p.ﬂ:(::’l?/cy7 lNpepnaraeman tepanus

A <80 40 mr 6ontoc + 5 mr/y

B 81-160 80 mr 6ontoc + 10 mr/y

C 161-240 80 mr 6ontoc + 20 mr/y

D >240 80 mr 6ontoc + 30 mr/u
CARRESS-HF

Bart B, et al. Ultrafiltration in Decompensated Heart Failure with Cardiorenal Syndrome.
New England Journal of Medicine 2012;367(24):2296-304.



Cl)ypOCGI\/\l/I,EII AnA NoAKOXHOINo BBeaAeHUA
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[ Intravenous Furosemide [ ] n/k dypocemua

Gilotra NA, et al. Efficacy of Intravenous Furosemide Versus a Novel, pH-Neutral Furosemide Formulation Administered Subcutaneously in Outpatients
With Worsening Heart Failure. JACC: Heart Failure. 2017.



ApTepunanbHaa rmnepTeH3und

2017 ACC/AHA/AAPA/ABC/ACPM/AGS/APhA/ASH/ASPC/NMA/PCNA
Guideline for the Prevention, Detection, Evaluation, and Management
of High Blood Pressure in Adults

A Report of the American College of Cardiology/American Heart Association Task Force on
Clinical Practice Guidelines




Knaccndpumkauma rmnepteHsnm B CLUA

BP Category SBP DBP
Normal (HopmarbHoe) <120 mm Hg and <80 mm Hg
Elevated (nosblweHHOE) 120-129 mm Hg and <80 mm Hg
Hypertension (rmnepteH3ns)
Stage 1 (1 ctagus) 130-139 mm Hg or 80—89 mm Hg
Stage 2 (2 ctagms) A\ 2140 mm Hg or 290 mm Hg

* B 2 pasa Bbllle pUck cepaevyHo-CoCyanCTbIX COObITUN
* PacnpocTpaHeHHOCTb rMNePTEH3NN Y B3POCHbIX BO3pacTeT ¢ 32 0o 46%

* [lpnem npenapatoB yBennuutcs Ha 2%
* Wamepenne ALl poma, CMA

2017 ACC/AHA/AAPA/ABC/ACPM/AGS/APhA/ASH/ASPC/NMA/PCNA Guideline for the Prevention, Detection, Evaluation,
and Management of High Blood Pressure in Adults. J Am Coll Card. 2017.




[Tonb3a cHMXKeHnAa Al <130 mm pT. CT.

Figure 3. Hazard Ratios and 95% Cls for Major Cardiovascular Disease
Associated With More Intensive Reductions in Systolic Blood Pressure

Figure 4. Hazard Ratios and 95% Cls for All-Cause Mortality Associated
With More Intensive Reductions in Systolic Blood Pressure

Hazard Ratio (95% Cl)

Favors i Favors Favors | Favors
Lower : Higher Lowe Higher
Mean Achieved Systolic Hazard Ratio Blood ; Blood Mean Achieved Systolic Hazard Ratio Blood ; Blood
Blood Pressure, mm Hg (95% ClI) Pressure : Pressure Blood Pressure, mm Hg (95% CI) Pressure : Pressure
Reduction to 120-124 f Reduction to 120-124
120-124 vs 125-129 0.82(0.67-0.97) - 120-124 vs 125-129 0.74 (0.57-0.97) —-—
| 120-124vs130-134 0.71 (0.60-0.83) - 120-124 vs 130-134 0.73 (0.58-0.93) —-u—: |
120-124 vs 135-139 0.68 (0.55-0.85) - 120-124vs 135-139 0.79 (0.59-1.05) -
120-124 vs 140-144 0.58 (0.48-0.72) - 120-124 vs 140-144 0.59 (0.45-0.77) —-—
120-124 vs 145-149 0.55(0.42-0.72) - 120-124 vs 145-149 0.71 (0.50-1.00) —m—
120-124 vs 150-154 0.46 (0.34-0.63) - 120-124 vs 150-154 0.51(0.36-0.71) -
120-124 vs 155-159 0.41(0.32-0.54) - 120-124 vs 155-159 0.49 (0.34-0.67) —m—
120-124 vs 2160 0.36 (0.26-0.51) —— 120-124 vs 2160 0.47 (0.32-0.67) —a—
Reduction to 130-134 Reduction to 130-134
130-134 vs 135-139 0.96 (0.83-1.14) —I— 130-134vs 135-139 1.08 (0.90-1.29)
130-134 vs 140-144 0.83 (0.74-0.94) . 3 130-134 vs 140-144 0.82 (0.68-0.93)
130-134 vs 145-149 0.78 (0.63-0.98) - 130-134 vs 145-149 0.97 (0.75-1.26)
130-134 vs 150-154 0.65 (0.51-0.85) —— 130-134vs 150-154 0.71(0.53-0.90)
130-134 vs 155-159 0.58 (0.48-0.72) - 130-134vs 155-159 0.68 (0.51-0.85)
130-134 vs 2160 0.51(0.39-0.69) - 130-134 vs 2160 0.68 (0.47-0.85)
Reduction to 140-144 Reduction to 140-144
140-144 vs 145-149 0.94 (0.74-1.20) - 140-144 vs 145-149 1.20(0.93-1.59)
140-144 vs 150-154 0.79(0.63-0.99) + 140-144vs 150-154 0.87 (0.69-1.08)
140-144 vs 155-159 0.70 (0.60-0.84) - 140-144vs 155-159 0.83 (0.67-1.01)
140-144 vs 2160 0.62 (0.48-0.80) —— 140-144 vs 2160 0.80 (0.62-1.03)
Reduction to 150-154 Reduction to 150-154
150-154 vs 155-159 0.90 (0.68-1.19) = 150-154vs 155-159 0.96(0.71-1.29)
150-154 vs 2160 0.79 (0.66-0.94) - 150-154 vs 2160 0.92 (0.77-1.09) j
I T |||||||i ] [ T T T T 1
0.1 10 2 0.1 0 2

Hazard Ratio (95% CI)

Bundy JD, et al. Systolic blood pressure reduction and risk of cardiovascular disease and mortality:
a systematic review and network meta-analysis. JAMA Cardiol. 2017;2:775-81.

Ettehad D, et al. Blood pressure lowering for prevention of cardiovascular disease and death:

a systematic review and meta-analysis. The Lancet. 2016;387:957-67.



TaKTUKa neyeHnA runepTeH3Inmn

[ [Moporoebiv ypoBeHb ALl 4N nNeYyeHUsa U KOHTPOIS J

MoBbiweHHoe Al 1 cTagus 2 ctagus
120-129/<80 130-139/80-89 >140/90

OueHka pucka
wrana PCE 210%

SCORE 25%

Y + CC3, pCK®<60 Mr/MuH/1.73 M2, anaber
——Her Na

O6pas X13HK Obpa3 Xn3Hn + MeauKamMeHTbl
<130/80
HOPE-3 SPRINT

Takon nogxoa MoXxeT ObITb onNnTUManbHbIM

2017 ACC/AHA/AAPA/ABC/ACPM/AGS/APhA/ASH/ASPC/NMA/PCNA Guideline for the Prevention, Detection, Evaluation,
and Management of High Blood Pressure in Adults. J Am Coll Card. 2017.



5 BONPOCOB NO KnaccupuKauum rmnepTeH3nm

J BauvsaeT nm ctagua Ha nedyeHume?
J BauvseT v oueHKa puUcKa Ha iedyeHune?

] MpoBepeHa N1 oLeHKa pUCKa B HE3aBUCUMbIX
nccnenoBaHMAxX?

. Hy»XHa nn cnoxHasa, rpomo3aKas, HernposepeHHas
OoUEeHKa puUcKa npu Hanndmm wrkan SCORE mn PCE?

J Ecnun He ucnonb3osaTth rpagaLmio CTaamm U PUCKOB —
CHU3UTCA N CMEPHOCTb U YAaCTOTa CepaeYHO-
COCYAMNCTbIX COObITUI?



CepaeuyHo-cocyanCTbIN PUCK
LLikanel SCORE, PCE,

KOPOHapPHbLIN KanbLnK

Punsnyeckme Harpysku Punsnyeckme Harpysku
HueTa CpeansemMHoMOpcKasa agmerta
CTaTuHbl

AcnnpunnH?



NamepeHne Al B uccnenosaHnm SPRINT

KymynaTUBHbIA pUCK CMepTH

1.9

0.84

0.6-

0.4-

0.2-

0.0

0.10+

0.08

0.06-

0.044

0.02-

CraHgapTHoe JieyeHune
(AQc 135 MM pT.CT.)

WHTeHCMBHOE NeyeHune

(Adc 122 MM pT.CT.)

loppbi

After the participant sat quietly alone for 5 minutes, after which study personnel
returned to the room to measure BP 3 times at 1 minute intervals with all 3
values averaged. Huxxe Ha 10 MM PT. CT., 4eM 00bI4HO — 125-140 MM PT. CT.

SPRINT

A Randomized Trial of Intensive versus Standard Blood-Pressure Control. N Engl J Med 2015; 373:2103-16.

Funded by the National Institutes of Health



CamounsmepenHune Al B bonbHuLe

50
45

 ABTOMaTuuyeckoe camomnsamepeHue T
B 60/1bHULE HUXKE NepBOHaYa/IbHO
namepeHHoro spadyom Ha 10-15 mm pT1. CT.  “=

J ABTOMaTMuecKoe camomnsmepeHue
B 60/1bHULE B OO/IbLLUMHCTBE C/1Yy4YaEB 5"

COMOCTaBMMO C U3SMEPEHHbIM BPayom
nocsne nepmoaa NOKos.

d Al uamepeHHoe B 60/1bHULE
Ha 5-10 mm pT. CT. BbilWe, 4Yem AOoMa.
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Systolic SMOBP — HBP (mmHg)

Al-Karkhi |, et al. Blood Press Monit. 2015;20(2):98-103.
Armstrong D. et al. Blood Press Monit. 2015;20(4):204-8.
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Al n obwaa cmepTHOCTb

20.0 4

s Lens Al <140 mm pT. CcT.

b
]
L

Puck cmepTu
M
[ ]
L

Lens Al <120 mm pT. CT.

0.5 4

-40 =20 [I) 2ID 4ID
OTtknoHernune Alc oT ueneeoro
CHuxeHue A[lc MOXeT NOBbLICUTb
ooy U cepaevHoO-COCyaAUCTYIHO CMEPTHOCTD.
UHanBmnayanbHbIM NOAXOA.

SPRINT (,uma6eT-), ACCORD'BP (JJ,Ma6eT+) Kalkman D, et al. J Curve in Patients Randomly Assigned to Different

Systolic Blood Pressure Targets. Circulation. 2017;136(23):2220.



PeMTUHI aHTUTMNEPTEH3UBHbIX MPEenapaTos
(ACC/AHA)

J AnypeTtnkun

. AHTaroHMCTbI KanbLUS
J NAND

1 BPA

J Bema-6a0kamopel

Studies Intervention Control RR (95% CI)
Events  Participants Events  Participants
Major cardiovascular events |
ACE inhibitor 10 5379 31652 9766 50805 4 1.03 (1-00-1-06)
ARB 3647 27140 3779 29331 B 098 (0-93-1.02)
B blocker 9 2863 25989 2520 7231 | L 117 (1-11-1-24)
CCB 21 7857 63693 12808  B2004 = 097 (0-94-0-99)
Diuretic u 5830 38353 6782 42410 i 0.07 (0.04-1.00)
Coronary heart disease
ACE inhibitor 13 1718 33054 3355 £2157 R 0.95 (0-90-1.01)
ARB 9 1135 27593 1080 28654 Hi— 1.06 (0-98-115)
B blocker 11 1579 39864 1544 39966 - 1.03 (0-96-110)
CCB L 2955 76465 4576 95725 & 0-98 (0-94-1.03)
Diuretic 1 2041 40531 2246 43508 = 1.02 (D.97-1.09)
Stroke
ACE inhibitor 14 1502 33355 2297 52460 —— 1.08 (1-01-1-16)
ARB 10 1150 28703 1265 30837 —] 092 {0-85-0-99)
f blocker 12 1199 40053 989 42170 —&— 1.24 (1-14-1-35)
CCB 26 2245 76768 340 96026 - 0.90 (0-85-0-95)
Diuretic 12 1215 41625 1409 45707 0-97 (0-90-1.05)
Heart failure
ACE inhibitor 13 1494 32304 2706 50277 b 098 (0-92-1.05)
ARB 8 1141 26418 1187 26311 —H 0.96 (0-89-1.04)
B blocker 8 652 33953 634 34185 e 1.04 (0-93-1-16)
B 22 2104 72323 2055 90403 = 117 (111-1-24)
Diuretic 8 1108 32580 1570 35435 —&— 0.81 (0.75-0-88)
Renal failure
ACE inhibitor 6 220 19589 503 34002 —— 0-85 (0-72-0.99)
ARE 5 160 19634 185 19533 —t— 0-85 (0-69-1.05)
B blocker 3 526 10417 468 10692 — 119 (1.05-134)
cCB 12 787 45024 1022 61117 —— 1.02 (0.93-112)
Diuratic 3 220 20992 7 3817 — 0.93 (0-78-1.11)
All-cause mortality
ACE inhibitor 14 33n 33104 5865 52263 B 1.01 (0-97-1-05)
ARB 1 2546 29282 2638 31404 AI— 0-39 (0-94-1-04)
B blocker 12 2805 40053 2688 42170 L3 106 (1-01-1-12)
ua:] 26 5602 76672 8428 95932 -+ 0.97 (0:94-1.00)
Diuretic 12 3425 41625 3806 45707 —;0— 1.02 (0-97-1.06)
05 1 .
Class superior Class inferior
to pooled comparators to pooled comparators

Ettehad D, et al. The Lancet. 2016;387:957—-67.




OuypeTuk, aHTaroHucT Ca
NATTD, BPA

l

NATT®/BPA + onypeTtuk
NATTP/BPA + antaroHuct Ca

}

NATT®/BPA + antaroHucTt Ca + anypeTtuk

1 Pe3uncteHTHaa Al

NAI®/BPA + aHtaronuct Ca + guypeTuk
+ aMKP

l PedpaktepHasa Al

NAT1®/BPA + aHTtaroHuct Ca + gnypetuk
+ aMKP + 6eTa-6nokatop/qokcasosunH




An/epeHOH U Pe3nUCTEeHTHaA r’MNepTeH3us

Home Home

(mmHg)  Clinic morning evening 24-hour  Awake Sleep Maorning
8

6 ® Control group

4 Eplerenone group

= - - N
2 L]
P=0.45
Y = L] i
P=0.08 i L P=0.60
6 : P=0.04
-8 L J* o
P=0.16 el *P<0.05, **P<0.01 vs. baseline

-10

Eguchi K. et al. Add-On Use of Eplerenone Is Effective for Lowering Home and Ambulatory Blood Pressure in
Drug-Resistant Hypertension. The Journal of Clinical Hypertension. 2016;18(12):1250-1257.



HI1BI1 n rmnepTeH3unA

Systolic blood pressure

Celecoxib (N=146) | 0 l -0.3 (-2.25,1.74)
Ibuprofen (N=151) | 3 | 3.7(1.72,5.58)
Naproxen (N=147) : x | 16 (-0.40, 3.57)

Diastolic blood pressure

Celecoxib (N=146) —1— 02(-1.04,1.37)
Ibuprofen (N=151) H—— 0.8 (-0.35, 1.99)
Naproxen (N=147) ——— 0.7 (-0.50, 1.90)

I I I I

4 -2 0 2 4 6

LS mean change (mmHg)

PRECISION _ABPM Ruschitzka F, et al. Differential blood pressure effects of ibuprofen, naproxen,
and celecoxib in patients with arthritis. Eur Heart J. 2017;38(44):3282-92.
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