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NwemunyecKana 6onesHb cepaua



[Mpobnembl NPaKTUKK

J M'MnepaunarHoctuka MBC (HeT cTeHoKapauu, nwemumn)

J M'MnoaunarHoctnka UBC (auckomadopT B rpyam npwm
Harpyske)

L PocTt «nycTbix» aHrnorpaduii



BeccumnTomHas

kopoHapHas bonesHb MukpococyancTas UBC

Makpococyauctas NbC



Pa3BuUTME KOPOHAPHOro Ka/sibLUMHO3a N MPOrHo3

Initial age=55, CAC=135, Percentile= 75 Predicted CAC=226 at age=60
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BospacT, roabl

Kanbunesbi MHOEKC - MPoOn3BedeHme nnowanun KanbunHosa Ha
doaKTop MIOTHOCTU

Lehmann N, Erbel R, Mahabadi AA, et al. Value of Progression of Coronary Artery Calcification for Risk Prediction of Coronary and Cardiovascular
Events. Circulation. 2018;137(7):665.



Pa3BUTME KOPOHAPHOTO Ka/ibLMHO3a N MPOrHo3

15.0
| Rated progression Slow
| Expected P = 0.0029
— Rapid
125
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CepaevHo-cocyanctble cobbiTust, %
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Bpems nocrne BToporo (4epes 5 ner) ckaHMpoBaHuA, rodbl

Lehmann N, et al. Value of Progression of Coronary Artery Calcification for Risk Prediction of Coronary and Cardiovascular Events.
Circulation. 2018;137(7):665.



CpaBHeHue cTpecc-TectoB ¢ KT aHrnorpadpumen
npu HM3Kom pucke OKC

0dds ratio 0dds ratio
(95% CI) (95% CI)
Invasive coronary angiography
Stress echo —_— 0.28 (0.14 to0 0.57)
CMR —_— 0.32(0.15t0 0.71)
Exercise ECG ) 0.53 (0.28 to 1.00)
SPECT-MPI ——] 0.78 (0.58t0 1.03)
Standard care —— 0.85 (0.69 to 1.05)
Heterogeneity: t°=0.023
Any revascularisation
Stress echo —r— 0.44 (0.1610 1.24)
CMR —— 0.17 (0.04 to 0.65)
Exercise ECG _ 0.56 (0.21t0 1.49)
SPECT-MPI —_— 0.57 (0.41100.79)
Standard care —a— 0.68 (0.53 t0 0.88)

Heterogeneity: 12<0.001
Downstream testing

Stress echo 0.27 (0.04 to 1.67)
CMR 2.87 (0.3210 25.9)
Exercise ECG 0.69 (0.14 to 3.44)
SPECT-MPI 0.60(0.12 10 2.98)
Standard care —_— 411 (1.74109.74)

Heterogeneity: t2=1.21
Myocardial infarction

Stress echo 0.78 (0.10 to 6.30)
CMR 2.46 (0.29t0 20.7)
Exercise ECG 0.54 (0.08 to 3.60)
SPECT-MPI 2.38(0.77t07.34)
Standard care ——a— 1.36 (0.80to 2.31)
Heterogeneity: t%<0.001

0.1 0.2 0.5 1 2 5 10

Favours index test Favours CCTA

NMocne KT aHruorpacdpum yawe, 4em nocrie CTpecc-TecToB, HanNnpaBnATCA
Ha peBacKynspusauuio, HO BbIroabl HeO4YeBUAHbI

Siontis GCM, et al. Outcomes of non-invasive diagnostic modalities for the detection of coronary artery disease:
network meta-analysis of diagnostic randomised controlled trials. BMJ. 2018; 2018;360.



InHaMMKa cepaeyHbIX nccneaoBaHUiM U Npoueayp
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Schmidt M. et al. The Western Denmark Heart Registry. J Am Coll Card. 2018;71(11):1259.



OueHKa HeobxoAMMOCTM CTEHTUPOBAHMA

AHamMmHe3!

[MpeTecToBas
BEPOSATHOCTb 06CTpyKTMBHON NBC

(wkana CAD consorcium 2) 4 KOPOHAPHBIN KanbLinii

Hu3kas

|

He NBC

[TpomexyTo4Hasd Bbicokas
CTtpecc-OKI, Bn3yarnbHbIN CTpecc-TecT, KopoHapHas
KT aHrnorpagms aHrnorpadgus
Ecnu HyxHa
peBackynapusaums

(peako BNMSET Ha
cMepTHOCTb U M)




[InHammnyeckaa npmpoaa baaweK n NPorHo3

Ctpecc
Aenpeccua
JInuHoctb TMNA D
fl(ypel-me \
'MnepTeHsua 4 N
Auncamnuaemums 3arpa3HeHHOCTb BO3AyXa
Anabet MeTteodaKTopbl
M’MnoanHamma kCom-letu-la;l AaKTUBHOCTb y
\KOMOPGMAHOCTb j /
\ * TpomboobpaszoBaHue

\/\/_/\A/\/\

BocnaneHue v paspbiBbl basweK

Libby P, Pasterkamp G. Requiem for the ‘vulnerable plaque’. Eur Heart J. 2015;36(43):2984-7.
Arbab-Zadeh A, Nakano M, Virmani R, et al. Acute coronary events. Circulation. 2012; 125:1147-1156.



CTpyKTypa baswekK y naymeHToB ¢ byaywmm OKC

C. Culprit Lesion Precursors D. Nonculprit With Highest E. Nonculprit With Highest
in Patients With Acute % Diameter Stenosis in Patients % Diameter stenosis
160.0 - Coronary Syndrome With Acute Coronary Syndrome in Control Patients
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Y 65% nauneHTOB HEOOCTPYKTMBHAA «BUHOBHaA» OnsiLUKa,
C NpU3HakKamMu BbICOKOro pucka B 52%

Moholdt T, Lavie CJ, Nauman J. Sustained Physical Activity, Not Weight Loss, Associated With Improved Survival in Coronary Heart Disease. J Am
Coll Card. 2018;71(10):1094.



lncamnmnaemmna, atepocKknepos



Mpobnemsbl popmynbl Friedewald

MayneHTOB Ha NKMKcen
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Popmyna Friedewald HepgooueHnBaeT XC JIHI,
OCOOEHHO npu ypoBHe Tpurnuuepmaos 21.7 mmonb/n

Martin SS, et al. Friedewald-Estimated Versus Directly Measured Low-Density Lipoprotein Cholesterol and Treatment Implications.
J Am Coll Cardiol. 2013;62(8):732-739.



BO3MOXHOCTU «paccacbiBaHUA» badawek
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Change in Percent Atheroma Volume, %
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G LAG OV Nicholls SJ, et al. Effect of Evolocumab on Progression of Coronary Disease in Statin-Treated PatientsThe
GLAGOV Randomized Clinical Trial. JAMA. 2016;316(22):2373-2384.



Pazmep 61AWKN AN reMOgNHAMUNKA?

FeRc
0.9
0.8

Ciccarelli G, et al. Angiography Versus Hemodynamics to Predict the Natural History of Coronary Stenoses.
Circulation. 2018;14:1475-1485.



KopoHapHbIXN KPOBOTOK U BbIXXMBAaEMOCTb
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Ciccarelli G, et al. Angiography Versus Hemodynamics to Predict the Natural History of Coronary Stenoses.
Circulation. 2018;14:1475-1485.



NepBuyHana npocpunaktuka CC3

M\

Bbicokum puck XC JTHIM >4.9 mmonb/n Ouabet >40 net
(o)
Heag?:%og 2552;10/0 Bnawku (sHauntensHble, >40%)
=/. (0]
N Xbl13-4 cT
XC JMHIM >2.5 mmonb/n
1 CemenHbI aHaMHe3
v Puck gnabeta
- CH

OBcyxaeHne nonb3bl/prUcka ¢ naumMeHToMm MopaxeHue neveH

/\ Yucno npenapartos

O6pa3s KunsHu CTaTuHbI + 06pa3 XN3HU




CBAa3b Bo3pacTta, XC JIHM n CC cobbiTnin
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YpoBeHb xonectepuHa J1HI

Lind L, Sundstrém J, Arnldv J, Lampa E. Impact of Aging on the Strength of Cardiovascular Risk Factors: A Longitudinal Study Over 40 Years.
Journal of the American Heart Association. 2018;7(1).



[Tonb3a MHTEHCUBHOIO 1eYeHuns

2.0 ~

Rate Ratio

| [ statin

I statin with ezetimibe
[ ] PCSK9 inhibitor

RR per 40-mg/dL baseline LDL-C increase,
0.86 (95% Cl, 0.80-0.94); P <.001

0.1 . .
80 100 120

Baseline LDL-C in the Group Receiving More Intensive LDL-C Lowering, mg/dL

140 160 180 200

Yem Bbiwe XC JIHI, Tem 6onble nosib3a UHTEHCUBHOU Tepanuu.

Navarese EP, Robinson JG, Kowalewski M, et al. Association Between Baseline LDL-C Level and Total and Cardiovascular Mortality After LDL-C
LoweringA Systematic Review and Meta-analysis. JAMA. 2018;319(15):1566—1579.



KnnHnyecknm atepocknepos
(MBC, cumnTomHasa BI1A, niwemmnyecknin NHCyneT)

+ MaKCuMaribHasaA Ao3a CTaTUHOB

1

+ 33eTUMUO

/\

XC JIHIM >3.6 mmonb/n BbICTpOe KNMHUYeckoe nporpeccupoBaHme

BelpakeHHasi kopoHapHas 60nes3Hb

MHorococyamcThI aTepocknepos
[InabeTt oCnoXXHeHHbIN

v 1

UHrnomntop PCSK9 (anupokymab, aBonokymab)

2017 Update of ESC/EAS Task Force on practical clinical guidance for proprotein convertase subtilisin/kexin type 9 inhibition in patients with
atherosclerotic cardiovascular disease or in familial hypercholesterolaemia. European Heart Journal. 2018;39:1131-1143.



[pyrne pakTopbl PUCKA



bes cepaoeyHon cmepTtu, %
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— Inactive-Inactive
n=114 (18 events)
—=- Active-Inactive
n=228 (18 events)
Inactive-Active
n=53 (2 events)
Active-Active
n=1351 (30 events)

Log rank 65.8, p<0.001
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Log rank 78.4, p<0.001
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Lahtinen M, Toukola T, Junttila MJ, et al. Effect of Changes in Physical Activity on Risk for Cardiac Death in Patients With Coronary Artery Disease.

Am J Card. 2018;121(2):143-148.



Be3sonacHocTb BapeHuKanHa (PKWN)

[A] MACE

Period Risk Difference (95% CI) Favors Active i Favors Placebo or
Treatment | Other Comparator

During treatment period
Primary comparisons

Varenicline vs placebo -1.13 (-5.54 t0 3.27) i

Bupropion vs placebo -0.64 (-4.15 to0 2.88) i
Secondary comparisons

NRT vs placebo -1.06 (-5.41t0 3.28) L

Varenicline vs bupropion  -0.49 (-5.22 t0 4.23) i

Varenicline vs NRT -0.07 (-5.20 to 5.05) o

Bupropion vs NRT 0.42 (-4.28t05.13) B

Until 30-d follow-up
Primary comparisons

Varenicline vs placebo -1.20 (-5.60t0 3.21) i

Bupropion vs placebo -0.62 (-4.09 to 2.84) i
Secondary comparisons

NRT vs placebo -0.42 (-4.01t0 3.17) L

Varenicline vs bupropion  -0.57 (-5.27 t0 4.13) L

Varenicline vs NRT -0.78 (-5.21to0 3.65) i

Bupropion vs NRT -0.21 (-4.27 to 3.85) 8

Until end of study
Primary comparisons

Varenicline vs placebo -0.99 (-4.80 to0 2.82) i
Bupropion vs placebo -0.08 (-2.63t0 2.48) ]
Secondary comparisons
NRT vs placebo -0.30(-2.99 t0 2.39) i
Varenicline vs bupropion  -0.91 (-4.78 to 2.96) i
Varenicline vs NRT -0.69 (-4.63 to 3.26) L
Bupropion vs NRT 0.22 (-2.481t02.93) i
A

Risk Difference (95% CI)

CepaeyHo-cocyamucTbIN PUCK He NOBLICUIICA (U HE CHU3UNCA)

EAG LES Benowitz NL, et al. Cardiovascular Safety of Varenicline, Bupropion, and Nicotine Patch in Smokers
A Randomized Clinical Trial. JAMA Intern Med. 2018;178(5):622-631.
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MHoroueHTpoBoe HabrnogaTtensHoe uccriegosaHne B KaHage
56851 HOBbIX NoNb3oBaTeENen BapeHUknmHa, 6317 cepaeyHo-CcoCyauUCTbIX CODbITUN

Gershon AS, Campitelli MA, Hawken S, et al. Cardiovascular and Neuropsychiatric Events
Following Varenicline Use for Smoking Cessation. AJRCCM. 2018;197(7):913-922.



[Tonb3a mManbiX 403 aNKOTronA
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Wood A, et al. Risk thresholds for alcohol consumption: combined analysis of individual-participant data for 599 912 current drinkers in 83 prospective

studies. The Lancet. 2018;10129:1513-1523.



OXunpeHue u pucku npmn UbC

A Normal weight Overweight Obese
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NMonb3a CHMXXeHua maccol Tena npu oOXNpeHnn oTCyTCTBYET.
I'onyp,aHMe y nny c Hopmaanoﬁ Maccou Teria HexenaTesibHO.

Moholdt T, Lavie CJ, Nauman J. Sustained Physical Activity, Not Weight Loss, Associated With Improved Survival in Coronary Heart Disease. J Am
Coll Card. 2018;71(10):1094.



JleyeHue



beccmmnToMHbIN HEOBCTPYKTUBHbIN
(KOpOHaApHbIN) aTEPOCKIEPO3

J BbiAaBnsAeTca npu oueHKe KOPOHAPHOro KasbLMHO3a,
nHBa3nBHOU nnun KT aHrnorpadun.

J U3meHeHMe obpasa KU3HM.

J NHTeHcMBHaA Tepanua ctTaTUHaAMMU?

J AcnupuH?

Al Rifai M, et al. Factors of health in the protection against death and cardiovascular disease among adults with subclinical atherosclerosis.
American Heart Journal. 2018;198:180-188.



JleyeHne nwemmnn mmokKapaa
6e3 KopoHapHOU 0bCTpPYKLUUNK

YnyJuweHune KadyecTBa XU3HU
J MANO.

] PaHOnas3uH.

Bo3MoOXXeH aHTUaHrmHanbHbin 3 heKkT

J MAN®, paHonasunH, beta-610KaToOpPbl, aHTAarOHUCTbI
KasibLUWA, HUKOPAHAW.

HeTt adhpekTa
J Hutpatbl.

Turgeon RD, Pearson GJ, Graham MM. Pharmacologic Treatment of Patients With Myocardial Ischemia With No Obstructive Coronary Artery Disease.
Am J Card. 2018;121(7):888-895.



HuUTpaTbl M Ba3ocnacTnyeckan CTeHOKapaus

Subgroup Number of HR 95% Cl p value
patients
Non-nitrate 478 1
(reference)
Type of nitrates
Nicorandil 235 —l— 111 073 -1.69 0.62
ISMN alone 314 —l— 1.70 1.24-235 0.001
Combined nitrate 127 —l— 180 117 =276 0.008
Formulas of ISMN
Immediate-release 313 i 180 1.35-239 <0.001
Extended-release 128 S B 098 0.60-1.59 0.93
Administration time
By early evening 270 it 1.90 141-257 <0.001
At bedtime 171 —{— 137 092-204 0.12
0.25 0.5 1 2 s
Nitrate is helpful Nitrate is harmful

MOHOHMTpaTbI KOPOTKOIo AEeUCTBUSA HeXenaTersibHbl

Kim CH, et al. Impact of different nitrate therapies on long-term clinical outcomes of patients with vasospastic angina: A propensity score-matched
analysis. Int J Card. 2018;252:1-5.
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YpecKoXKHble KOpOHapPHble BMeLLCTe/IbCTBa
B VIpKyTCKe
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CtatuHbl nepeq HKB
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’§‘ 144 Placebo

E Atorvastatin
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Time, d

UHTeHcuBHaAa Tepanusa ctatuHamu npu YKB He cHuU3una
puck CC cobbiTni

SECU RE_PCI Berwanger O, Santucci EV, de Barros e Silva PGM, et al. Effect of Loading Dose of Atorvastatin Prior to
Planned Percutaneous Coronary Intervention on Major Adverse Cardiovascular Events in Acute Coronary
SyndromeThe SECURE-PCI Randomized Clinical Trial. JAMA. 2018;319(13):1331-1340.



Yucno 3a rog
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OTCcyTCTBME YAYULLEHUS KayeCcTBa KU3HU
nocsie KOPOHapHOro WyHTUpoBaHUsA (25%)

J Mano cumntomos

J Nenpeccus

J KypeHue

J duabert

J BonesHb nepmndepuryeckmx aptepui
1 XOBN

J UHcynbT

RO O BY Bishawi M, et al. Preoperative factors associated with worsening in health-related quality of life following coronary artery
bypass grafting in the Randomized On/Off Bypass (ROOBY) trial. American Heart Journal. 2018;198:33-38.



Tnkarpenop + acnnpuH nocne KU

No. (%) [95% ClI] Ticagrelor + Aspirin vs Aspirin Alone
Analysis and Ticagrelor + Ticagrelor Difference, %
Outcome Aspirin Alone Aspirin Alone  (95% Cl) RR (95% CI) P Value®
Per-graft analysis (n = 487 (n =488 (n = 485
(ITT) grafts) grafts) grafts)
Primary
Outcome
1-y Saphenous 432 (88.7) 404 (82.8) 371 (76.5) 12.2 0.48 <.001

vein %raft patency [84.6t092.8] [78.0t087.6] [70.8to082.1] (5.2t019.2) (0.31t00.74)
(ITT)"<

1-y Saphenous (n = 458 (n = 445 (n =436
vein l]gtlj'aft patency grafts) grafts) grafts)
(PP)™ 429 (93.7) 390 (87.6) 363 (83.3) 10.4 0.38 <.001

[90.7 t0 96.6] [83.8t091.5] [78.3t088.2] (4.7 to 16.2) (0.22t0 0.66)

NMpoxoanMoCTb BeHO3HbIX WYHTOB nyywe npu OAT

Zhao Q, et al. Effect of Ticagrelor Plus Aspirin, Ticagrelor Alone, or Aspirin Alone on Saphenous Vein Graft Patency 1 Year After Coronary Artery
Bypass Grafting.A Randomized Clinical Trial. JAMA. 2018;319(16):1677—1686.
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CTpyKTypa TopaKanarmm

KapauvoreHHbie bes guarHosa

PecnupaTtopHble ‘ ‘
McuxoreHHble

nb6C

MbiweyHOoCKeneTHble

FacTtpouHTeCcTUHaNbHbIE

Verdon F, et al. Swiss Med Wkly. 2008;138:340-7.
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[ToN3HAKKN HexapaKTepHble
A8 aHTMHO3HbIX bonen

bosie3HeHHOCTU NpuY HaAdaBINBAHUN
[To303aBucuMbIe 60K

CBd3aHHbIe C AbIXxaHUeM

CeKyHAHble UM NOBTOPHbIe AnnTesnbHble (Yachbl)
Monoable XeHLWHbI

Xoabba npun 6onax
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bonn xapaktepHble ana octpon UBC

BnepBble

Anddy3HO 3a rpyanHoOn, cresa

[1aBUT, CXKUMAET, XXXeT
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A Results of cardiac tests
&
(P@ Type of Test Positive ~ Negative  Non-diagnostic
Exercise Treadmill Test 3Q2%)  155(87%) 21 (12%)
Myocardial Perfusion Imaging 6(5%) 101 (89%) 6 (5%)
Exercise Stress Echocardiography 0 (0%) 31 (91%) 3(9%)
Coronary Angiography 1 (10%) 9 (90%) —
TOTAL 10(3%) 296 (88%) 30 (9%)

Howell SJ, Bui J, Thevakumar B, Amsterdam EA. Utility of Physician Selection of Cardiac Tests in a Chest Pain Unit to Exclude Acute Coronary
Syndrome Among Patients Without a History of Coronary Artery Disease. Am J Card. 2018;121(7):825-829.
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Clinical evaluation alone
= === Noninvasive testing

Proportion of
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Reinhardt SW, Lin C, Novak E, Brown DL. Noninvasive Cardiac Testing vs Clinical Evaluation Alone in Acute Chest PainA Secondary Analysis of the
ROMICAT-II Randomized Clinical Trial. JAMA Intern Med. 2018;178(2):212-219.
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Cumulative Incidence of HF (%)
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During a median follow-up of 13 years, 976 (10.6%) of the total participants (n = 9,243)
developed HF:
- Cumulative incidence among participants with clinical Ml was 31.4%

- Cumulative incidence among participants with silent Ml was 17.7% - L
- Cumulative incidence among participants without Ml was 9.5% -
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Clinical M|

Silent Ml

No Ml

p-value < 0.001

15 10.0 12.5
Years of Follow-Up

OaHa u3 npuymnH HesscHou CH — naTteHTHbIM UM.

Qureshi WT, Zhang Z-M, Chang PP, et al. Silent Myocardial Infarction and Long-Term Risk of Heart Failure. ) Am Coll Card. 2018;71(1):1.
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Mpexoaawmm noabem ST
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Group NSTEMI STEMI TSTEMI

Cuamxenue >90% noabema ST Oe3 jedeHus WK BCKOPE MOCie Havaja, Ho 0e3 penepdy3un

Blondheim D, Kleiner-Shochat M, Asif A, et al. Characteristics, Management, and Outcome of Transient ST-elevation Versus Persistent ST-elevation
and Non-ST-elevation Myocardial Infarction. American Journal of Cardiology. 2018;12:1449-1455.



[lonb3a BYTPONOHMHA

Date Hospital hs-cTnT/cTn RR (95% CI)
08/10/2009 Sundsvall 151/135 112 (0.89-1.41) —
08/10/2009  Omskéldsvik  74/53 1.40 (0.99-2.02) | —
12/02/2009 Landskrona 15/7 214 (0.95-7.09) -
12/02/2009 Lund 314/291 1.08 (0.92-1.27) =
01/14/2010 EksJo 81724 3.38(2.24-5.75) — =
01/27/2010 Lycksele 31/35 0.89 (0.54-1.44) — =
01/27/2010 Skellefted 82/63 1.30 (0.94-1.83) 4
01/27/2010 Umed 1221136 0.90 (0.70-1.14) ——
02/22/2010 Héssleholm 65/49 1.33 (0.92-1.95) B S —
02/22/2010 Kristianstad 130/97 1.34 (1.03-1.76) e
02/22/2010 Angelholm 42/38 111 (0.71-1.74) S
02/25/2010 Helsingborg 142/m 1.28 (1.00-1.65) ——
03/01/2010 Arvika 43/44 0.98 (0.64-1.50) - &
03/01/2010 Karlstad 167/143 117 (0.94-1.46) =l S
03/01/2010 Torsby 43/32 1.34 (0.86-2.18) = S
05/03/2010 Gstersund 8314 0.73 (0.54-0.96) — =
06/11/2010 Motala 40/48 0.83 (0.541.27) —
06/11/2010 Norrk&ping 90/66 1.36 (1.00-1.89) -
06/14/2010 Linképing 179/166 1.08 (0.87-1.33) —lm—
11/01/2010 Blekinge 154/168 0.92 (0.74-1.14) —
12/06/2010 Givle 164/164 1.00 (0.80-1.24) — .
12/08/2010 Huddinge 134/133 1.01(0.79-1.28) N
12/08/2010 Karolinska 204/228 0.89 (0.74-1.08) =
12/08/2010 stider 214/229 0.93 (0.77-113) —m{—
12/08/2010 Sodertilje 64/50 1.28 (0.89-1.88) e
01/01/2011 Bollnis 55/81 0.68 (0.47-0.95) —
01/18/2011 Gallivare 61/33 1.85(1.23-2.93) S
01/18/201 Kalix 37/32 116 (0.72-1.89) — -
01/18/2011 Kiruna 29/22 1.32 (0.76-2.38) —
01/18/2011 Ssunderby 125123 1.02 (0.79-1.31) e
01/19/201 Hudiksvall 57/81 0.70 (0.49-0.98) ——|
01/20/2011 Pited 63/53 1.19(0.83-1.73) —
05/01/201 Oskarshamn 43/39 110 (0.71-1.72) — s
05/01/2011 Ystad 81/84 0.96 (0.71-1.31) —a
05/02/201 Malmo 220/263 0.84 (0.70-1.00) ——|
05/10/2011 Simrishamn E] 0.78(0.24-213)
05/10/2011 Trelleborg 52/27 1.93(1.24-3.22) —
05/11/2011 Vistervik 44/37 119 (0.77-1.87) — -
05/12/2011 Kalmar 182/195 0.93 (0.76-1.14) —m—
09/30/2011 Danderyd 227/194 117 (0.97-1.42) A
02/01/2012 Trollhdttan 225/181 1.24 (1.02-1.52) —=—
02/13/2013 S:t Goran 10/174 0.63 (0.49-0.80) — =
[-90;89] Total 4446/4252 1.05 (1.00-1.09) I
I T T T T 1
025 035 050 071 10 141 4.0

BbiknBaemMocTb He Bbiwe, HWXxe Ha 11% peunHdapkTbl,
yawle aHrnorpadum u peBacKynsipysaumm

Odqvist M, Andersson P, Tygesen H, et al. High-Sensitivity Troponins and Outcomes After Myocardial Infarction. Journal of the American College of
Cardiology. 2018;23:2616-2624.



[MoBbileHMe TPONOHUHA Yy monoabix (<50 ner)

Causes of Troponin Elevation (N=6081)

“ Myocardial Infarction

“ Myocarditis

~ Central Nervous System Pathology
“ Cardiomyopathy

“ End Stage Renal Discase

“ Chest Wall Trauma

“ Pulmonary Embolism

“ Rhabdomyolysis/Myositis

Wu C, Singh A, Collins B, et al. Causes of Troponin Elevation and Associated Mortality in Young Patients. Am J Med. 2018;131(3):284-292.e281.



[ToBblWEeHNEe TPOMOHMHA Y MoAoAbIX (<50 ner)
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Log-Rank p<0.0001
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Non-Myocardial Infarction Cause Myocardial Infarction

NoBbIlWeHMe YPOBHA TPOMNOHMHA UHANKATOP BbICOKOrO
pucka cMepTU, He3aBUCUMO OT Hanunuusa nHdapkra MMokapaa

Wau C, et al. Causes of Troponin Elevation and Associated Mortality in Young Patients. Am J Med. 2018;131(3):284-292.e281.
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Peacock WF, Baumann BM, Bruton D, et al. Efficacy of High-Sensitivity Troponin T in Identifying Very-Low-Risk Patients With Possible Acute Coronary
Syndrome. JAMA Cardiol. 2018;3(2):104-111.
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6 4 guckomdopt B rpyaun. Kypenue 10 nayka-ner.
McxogHo TPOnoHWH | HopmManbHbIW.



[MauneHT C., 36 nert

Uepes 14 4 nocrne pesBackynapusaunm TpornoHuH | 7190 Hr/n.



TponoHWH T n | npu nopa*keHnm mblLlL

Any of the Cardiac No Cardiac  p Value
Variables Above Involvement Involvement

22.9 (16/70) 77.1 (54/70)
cTnT, ng/l 37 (15-181) 23 (10-49) 0.025
cTnT >14 ng/l 75.0 (12/16) 66.7 (36/54) 0.760
cTnl, ng/l 9 (6-22) 3 (2-5) <0.001
cTnl >26 ng/l 18.8 (3/16) 0.0 (0/54) 0.010
NT-proBNP, ng/l 128 (49-328) 56 (24-108) 0.003
CK, U/L 619 (277-1,026) 309 (160-602) 0.169
CK-MB, U/l 25 (16-50) 18 (13-38) 0.160
Myoglobin, ng/l 102.1 (79.6-206.1) 81.3 (41.6-157.4) 0.205
eGFR, ml/min/ 17.4 + 40.0 109.0 + 23.6 0.769

1.73 m?

Framingham risk, % 10.0 (4.1-14.9) 4.6 (0.9-9.2) 0.043

TponoHuH T, B oTnn4une ot TponoHuHa |, yacto
NOBbILIAETCA NPU MUONATUAX

Schmid J, et al. Elevated Cardiac Troponin T in Patients With Skeletal Myopathies.
Journal of the American College of Cardiology. 2018;14:1540-1549.



UM 2 TMna n nospexageHune



lNoBbileHMe TPONOHUHA

(99% = Bce 3a0poBble — 1% HanbonbLnX)

— N —

UM 1 Ttuna UM 2 tTuna NospexaeHue
MUOKapAaa
Pa3pbiB 6ngLWKn n Tpomb603 Taxukapaus Mwuvokapant
bpagukapaus Takouy6o
Cnasm JlekapcTBa
ombonus Ywunb
[Mnokcemus
Lok
\ Backynur |
|
HecooTBeTtcTBre notpebHocTn mmnokapga s O,
N MPUTOKaA. I/IEF }
|
He NBC

Montone RA, Niccoli G, Fracassi F, et al. Patients with acute myocardial infarction and non-obstructive coronary arteries: safety and prognostic
relevance of invasive coronary provocative tests. Eur Heart J. 2018;39(2):91-98.



CMmepTHOCTb pa3Hbix TMNos MM 1 noBpexaeHus
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UM 2 Tna v noBpexaeHne Mmokapaa He MeHee onacHbl, yem UM 1 Tuna

Lambrecht S, et al. Different Causes of Death in Patients with Myocardial Infarction Type 1, Type 2, and Myocardial Injury.
The American Journal of Medicine. 2018;5:548-554.



CMmepTHOCTb pa3Hbix TMNos MM 1 noBpexaeHus
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Chapman AR, et al. Long-Term Outcomes in Patients With Type 2 Myocardial Infarction and Myocardial Injury.
Circulation. 2018;137(12):1236.



KymynatmueHaa yactoTta cobbitusi, %

CMmepTHOCTb pa3Hbix TMNos MM 1 noBpexaeHus

CC cobbiTHnga

HecepaeuHo-cocyancTas cMepTb

Major Adverse Cardiovascular Events
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NMpn UM 2 Tuna n noBpexgeHMn mMmmokapaa
CMepTb Yalle He cepaeyvyHo-cocyaucTasn

Chapman AR, et al. Long-Term Outcomes in Patients With Type 2 Myocardial Infarction and Myocardial Injury.

Circulation. 2018;137(12):1236.
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ONnTenbHOCTb rocnUTanmn3aLmm
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HeocnoxHeHHoro UM

Panel A: Trends in length of hospital stay
In non-surgical patients with a first uncomplicated AMI

T
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I | | T T
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Year

Tran HV, et al. Trends in Length of Hospital Stay and the Impact on Prognosis of Early Discharge After a First Uncomplicated Acute Myocardial Infarction. Am

J Card. 2018;121(4):397-402.



OKcureHauma

Study Year RA {95% CI) axygen control Wesght
Stub et al 2m5 * 0.63 (0.27, 1.49) aig 134223 5.28
Haffrman et al 2mzy ——— 0.98 (0.80, 1.23) 1668311 168/3318 B9.61
Ranchord & al 2mz { + } 0.50 (0.05. 5.39) 1/68 268 .68
Rawles &t al 1976 * } 289 (081, 10.27) QR0 ar? 243
Koshnood atal 2MB { * 0.88 (D.18, 4.24) 3|5 aTs 1.59
Likholking atal 2005 { + } 4.07 (017, 98.10) 158 ara 0.29
Owverall (l-squared = 0.0%, p = 0.4249) <> 0.99 (0.81, 1.21) 1B88/3820 188/3840 100.00
NOTE: Weights are from random aflects analysis

“ o
- -

Cixyogen is associated with lower all Oxygen is associated with increased
cause mortality all cause mortality

Abuzaid A, et al. Oxygen Therapy in Patients with Acute Myocardial Infarction: A Systemic Review and Meta-Analysis.
The American Journal of Medicine. 2018;6:693-701.



Harpy3oyHas no3a Knonugorpena
y NaUMEeHTOB, MPUHMMAIOLLUX Knonuaorpen

Table 2 In-hospital outcomes of Ml patients taking pre-admission clopidogrel and receiving clopidogrel within the first

24 h of presentation

Reload No reload Unadjusted Adjusted OR
(=300mg (<300mg P-value
clopidogrel) clopidogrel)
STEMI N = 9369 N=2997
In-hospital mortality 4.5% 7.3% <0.001 0.80
In-hospital major bleeding 10.6% 11.3% 0.26 0.98
NSTEMI N=10144 N=29014
In-hospital mortality 22% 22% 0.88 113
In-hospital major bleeding 7.0% 7.3% 033 1.00

95% ClI

0.66-0.96
0.85-1.13

0.93-1.37
0.90-1.11

Harpysquaﬂ A03a Knonuaorpesna Mmoxet CHU3UNTb roCnUTasibHyHr

CMepTHOCTb y naumeHtoB ¢ UMnST

Doll JA, Li S, Chiswell K, et al. Clopidogrel reloading for patients with acute myocardial infarction already on clopidogrel therapy. Eur Heart J.

2018;39(3):193-200.



NAMN® nau BPA npn MMnST

BbixkuBaemocTtb, %

15
iy
ey RR: 0.97,95% Cl: 0.56 - 1.68 BE: -1 ARB RR:0.90,95% Cl: 0.67 —-1.21
. 8 g M ACEI
e =
b
L [is}
— 8 10 9.3%
-1 ARB "t " o e
- ACEI = 97.4% | 3 _ sl
----- S—— = F 8.3%
97.4% | 3 LA
3 55— '._‘,r‘-
P
I
T
]
=L 'J""
Log rank = 0.919 k- o Log rank = 0.478
]
| | | : 0 | T | .
180 360 540 720 0 180 360 540 720
AHu OHn

Choi SY, Choi BG, Rha S-W, et al. Angiotensin-converting enzyme inhibitors versus angiotensin Il receptor blockers in acute ST-segment elevation
myocardial infarction patients with diabetes mellitus undergoing percutaneous coronary intervention. Int J Card. 2017;249:48-54.



Tukarpenop nocne Tpombonmnsunca

Figure 2. Major Bleeding (Thrombolysis in Myocardial Infarction [TIMI], Platelet Inhibition and Patient Outcomes [PLATO],
and Bleeding Academic Research Consortium [BARC] Definitions) at 30 Days

Difference In

Ticagrelor, No. Clopidogrel, No. Percentage Points Favors Favors
Safety Outcomes (%) (n=1913) (%) (n=1886) (95% CI) Ticagrelor Clopidogrel i PValue
TIMI major bleeding 14 (0.73) 13 (0.69) 0.04 (-0.49 to 0.58) » i <.001
PLATO major bleeding 23(1.20) 26(1.38) -0.18 (-0.89t0 0.54) B i .001
BARC type 3-5 bleeding 23 (1.20) 26 (1.38) -0.18 (-0.89 to 0.54) . : 001
—ll.D —0|.5 (IZI CII.S 1.|0 1|.5
Difference In Percentage
Points (95% CI)
Puck KpoBOoTe4YeHuUs nocrne TpOM60]1VI3VIC3 He oTrnin4varncsa
y NIPpUHUMaAROLWUX Krnonunaorpesn n Tukarpenop
TREAT Berwanger O, Nicolau JC, Carvalho AC, et al. Ticagrelor vs Clopidogrel After Fibrinolytic Therapy in Patients

With ST-Elevation Myocardial InfarctionA Randomized Clinical Trial. JAMA Cardiol. 2018;3(5):391-399.



UM n npamble OAK

A Efficacy: CV death, M1, or stroke

OR (95% CI)
STEMI
APPRAISE 0.79(0.38-1.64)
AFPRAISE 2 0.78(0.59-1.04)
ATLAS ACSTIMI 46 0.56 (0.37-0.85)
ATLAS ACS 2 TIMI 51 0.80 (0.66-0.96)
Subtotal: I-2 = 0.0% (P=.49; P<.001) 0.76 (0.66-0.88)
NSTE-ACS
AFPRAISE 0.85 (0.40-1.80)
APPRAISE 2 1.05 (0.85-1.30)
ATLAS ACSTIMI 46 1.06 (0.70-1.60)
ATLAS ACS 2 TIMI 51 0.80 (0.67-0.96)
Subtotal: 1-2=27.2% (P=.25; P=.36)  0.92(0.78-1.09)

Overall: 1-2 = 29.1% (P=.20; P<.001)

'B Safety: major bleeding

0.84 (0.74-0.95)

OR (95% C1)

STEMI
AFPRAISE
APPRAISE 2
ATLAS ACSTIMI 51

Subtotal: I-2 = 11.0% (P=.33; P<.001)

NSTE-ACS
AFPRAISE
APPRAISE 2
ATLAS ACS 2 TIMI 51

6.44 (0.79-52.59)
2.11(0.91-4.90)
4.53(2.27-9.03)
3.45 (1.95-6.00)

1.03 (0.25-4.18)
2.93(1.42-6.02)
2.04 (1.05-3.96)

(
Subtotal: I-2 = 0.00% (P=.41; P<.001) 2.19(1.38-3.48)
(

Overall: I-2 = 12.2% (P=.34; P<.001)

2.67 (1.83-3.89)
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Puck TpomM60TNYECKUX COOLITUUN YMEHbLUAeTCA, KPOBOTEYEHUN pacTeT

Chiarito M, Cao D, Cannata F, et al. Direct Oral Anticoagulants in Addition to Antiplatelet Therapy for Secondary Prevention After Acute Coronary
Syndromes. A Systematic Review and Meta-analysis. JAMA Cardiol. 2018;3(3):234-241.



Bpems npu HecTabmabHOM remoaAnHaMUKeE
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Scholz K, Maier S, Maier L, et al. Impact of treatment delay on mortality in ST-segment elevation myocardial infarction (STEMI) patients presenting

with and without haemodynamic instability: results from the German prospective, multicentre FITT-STEMI trial. European Heart Journal.
2018;13:1065-1074.



Ba)KHOCTb BTOPUYHOWN NPOPUNAKTUKM
npu UM c HeobcTpyKkTMBHOM UNBC

100 Low-density lipoprotein cholesterol level in the target range
— No
o\o — Yes
" =1294
< 95 8
s
=
© -
o
(@)
>< 85 -
s
N
C 80 -
8 OocturHyta uenb XC JIHI
(9f)
d 7
LQ
70 - LDL-C in target range No Yes p- Adjusted HR p-
(n=2239) value (95% CI) value
' ' ' All-cause martality 42 (6.1%) 75 (4.8%) 0217 077 (052-1.14) 0196
0 500 1000 1500 Cardiovascular mortality 19 (2.8%) 17 (1.1%) 0.006 0.33(0.17-0.64) 0.001
Non-fatal Ml 40 (5.8%) 58 (3.7%) 0.033 061(0.40-093) 0.020
Days Heart failure 27 (3.9%) 40 (2.6%) 0.106 055(0.33-091) 0.021
Ischemic stroke 25 (3.6%) 32 (2.1%) 0.040 068(0.38-121) 0.186
SWEDEH EART Eggers K, Hadziosmanovic N, Baron T, et al. Myocardial Infarction with Nonobstructive Coronary Arteries: The

Importance of Achieving Secondary Prevention Targets. The American Journal of Medicine. 2018;5:524-531.e6.
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Eggers K, Hadziosmanovic N, Baron T, et al. Myocardial Infarction with Nonobstructive Coronary Arteries: The
Importance of Achieving Secondary Prevention Targets. The American Journal of Medicine. 2018;5:524-531.e6.
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Weng L-C, Preis SR, Hulme OL, et al. Genetic Predisposition, Clinical Risk Factor Burden, and Lifetime Risk of Atrial Fibrillation. Circulation.
2018;137(10):1027.
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Mahajan R, Perera T, Elliott A, et al. Subclinical device-detected atrial fibrillation and stroke risk: a systematic review and meta-analysis. European Heart
Journal. 2018;16:1407-1415.
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Staerk L, Wang B, Preis S, et al. Lifetime risk of atrial fibrillation according to optimal, borderline, or elevated levels of risk factors: cohort study based on
longitudinal data from the Framingham Heart Study. BMJ. 2018;361.
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Table 2: Accuracy of the Cardiio Mobile App in study patients included in the pre-
cardioversion analysis

. ) CR Label

Pre-cardioversion Rhythm n Overall Accuracy, %o (n)
AF non-AF

AF 87 83(95.4%)  4(4.6%)

Coarse AF 4 4(100%) 0(0%) 92.7% (89/96)

AF with V-pacing 5 2(40%) 3(60%)

Sinus with VPCs 1 1(100%) 0(0%)

Abbreviations: AF — Atrial Fibrillation; V-Pacing — Ventricular pacing; CR Label —

Rozen G, Vaid J, Hosseini S, et al. Diagnostic Accuracy of a Novel Mobile Phone Application for the Detection and Monitoring of Atrial Fibrillation.
American Journal of Cardiology. 2018;10:1187-1191.
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Purmah Y, Proietti M, Laroche C, et al. Rate vs. rhythm control and adverse outcomes among European patients with atrial fibrillation.
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Lopes RD, Rordorf R, De Ferrari GM, et al. Digoxin and Mortality in Patients With Atrial Fibrillation. J Am Coll Card. 2018;71(10):1063.
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Purmah Y, Proietti M, Laroche C, et al. Rate vs. rhythm control and adverse outcomes among European patients with atrial fibrillation.
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Gaita F, Scaglione M, Battaglia A, et al. Very long-term outcome following transcatheter ablation of atrial fibrillation. Are results maintained after 10

years of follow up? EP Europace. 2018;20(3):443-450.
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De Greef Y, Schwagten B, Chierchia GB, et al. Diagnosis-to-ablation time as a predictor of success: early choice for pulmonary vein isolation and long-
term outcome in atrial fibrillation: results from the Middelheim-PVI Registry. EP Europace. 2018;20(4):589-595.
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Freeman JV, et al. Contemporary Procedural Complications, Hospitalizations, and Emergency
Visits After Catheter Ablation for Atrial Fibrillation. Am J Card. 2018;121(5):602-608.
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Proportion of patients with atrial tachyarrhythmia
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Duytschaever M, Demolder A, Phlips T, et al. PulmOnary vein isolation With vs. without continued antiarrhythmic Drug trEatment in subjects with
Recurrent Atrial Fibrillation (POWDER AF): results from a multicentre randomized trial. European Heart Journal. 2018;16:1429-1437.
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Huang JJ, Reddy S, Truong TH, Suryanarayana P, Alpert JS. Atrial Appendage Thrombosis Risk Is Lower for Atrial Flutter Compared with Atrial
Fibrillation. Am J Med. 2018;131(4):442.e413-442.e417.
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Boriani G, Proietti M, Laroche C, et al. Contemporary stroke prevention strategies in 11 096 European patients with atrial fibrillation: a report from the
EURObservational Research Programme on Atrial Fibrillation (EORP-AF) Long-Term General Registry. EP Europace. 2018;5:747-757.



Bo3obHoBneHMe dHTUKOArynaumm nociae Kposote4yeHmA

a) Any Stroke a) Recurrent Major Bleeding

OAC Restarters  OAC Non Restarters Odds Ratio Odds Ratio OAC Restarters  OAC Non Restarters Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M=-H, Random, 95% CI M-H, Random, 95% CI Study or Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 Any Major Bleeding 1.3.1 Any Major Bleeding
Hernandez 2017 103 696 90 843 36.3% 1.45 [1.07, 1.97) = B el 57 g4 a7 losiLas2mel -
Subtotal (95% CI) 596 843 36.3% 145 [107, 1.97] - Subtotal (95% CI) 696 843 38.7%  1.87 [131,2.66] -
Total event 103 %0 Total events 83 57

otal events Heterogeneity. Not applicable

Heterogeneity: Not applicable Test for overall effect: Z = 3.46 (P = 0.0005)

Test for overall effect: Z = 2.42 (P = 0.02)
1.3.2 Intracranial Hemorrhage

1.1.2 Intracranial Hemorrhage Kuramatsu 2015 8 110 26 456  8.0%  1.30[0.57, 2.95]
Kuramatsu 2015 5 110 51 456 22.9% 0.38 (0.15, 0.97) — Nielsen 2017 16 405 16 778 9.0%  1.96[0.97, 3.96]
Nielsen 2017 20 405 37 778 31.2% 1.04 [0.60, 1.82] —— Subtotal (95% CI) 515 1234 16.9%  1.65[0.97, 2.79]
Subtotal (95% CI) 515 1234 54.1% 0.67 [0.25, 1.82] i Total events 24 42

Heterogeneity: Chi 0.56, df = 1 (P = 0.46); I* = 0%
Test for overall effect: Z = 1.85 (P = 0.06)

Total events 25
Heterogeneity: Tau® = 0.37; Chi® = 3.35, df = 1 (P = 0.07);, P = 70%

Test for overall effect: Z = 0.78 (P = 0.44) 1.3.3 Gastrointestinal Bleeding
. . . Qureshi 2014 61 653 29 676 22.0%  2.30(1.46,3.63] ——
1.1.3 Gastrointestinal Bleeding Staerk 2015 74 s11 22 219 22.4% 152 [0.92,2.51) .
Sengupta 2015 Q 7l 2 44 4.6% 0.12 [0.01, 2.54] Subtotal (95% CI) 1164 895 44.4% 1.90 [1.36, 2.67] -
Witt 2012 ] 120 4 103 5.0% 0.09[0.00,1.72]) &¥—————T— Total events. 135 51
Subtotal (95% CI) 191 147 9.6% 0.10 [0.01, 0.86] e —— Heterogeneity: Chi* = 1.44, df = 1 (P = 0.23); I = 30%
Total events. Q Test for overall effect: Z = 3.72 (P = 0.0002)
Heterogeneity: Tau® = 0.00; Chi? = 0.01, df = 1 (P = 0.90); I = 0%
Test for overall effect. = 2.10 (P = 0.04) I:::LIS:::“ o 2375 0 2972 100.0%  1.85 [1.48, 2.30] *
Heterogeneity: Chi® = 2.21, df = 4 (P = 0.70); I* = 0%
Total (95% CI) 1402 2224 100.0% 0.75 [0.37, 1.51] Test for overall effect: Z = 5.42 (P < 0.00001) 0.01 Favgfrs Restarters Faiois NcmlRDEstar\Ers 100
Total events 128 Test for subgroup differences: Chi* = 0.21, df = 2 (P = 0.90), I* = 0%
Heterogeneity: Tau® = 0.33; Chi® = 12.91, df = 4 (P = 0.01); I? = 69% oL o1 1 0 100
Test for overall effect: Z = 0.82 (P = 0.41) ) Favours Restarters Favours Non Restarters b) All-Cause Death
Test for subgroup differences: Chi* = 7.67, df = 2 (P = 0.02), I' = 73.9%
OAC Restarters  OAC Non Restarters Odds Ratio Odds Ratio
b) Any Thromboembolic Event Study or Subgroup __ Events _ Total _ Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.4.1 Any Major Bleeding
OAC Restarters OAC Non Restarters 0Odds Ratio Odds Ratio ;‘e:tz'l‘;e(zgis:én 32 ggg m g:g 3311: 3.35 {ggi 3:3} -
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI T:tal - - 3t - I .
1.2.1 Intracranial Hemorrhage Heterogeneity: Not applicable
Kuramatsu 2015 6 110 68 456 11.6%  0.33 [0.14, 0.78] e Test for overall effect: Z = 5.52 (P < 0.00001)
Nielsen 2017 10 405 32 778 9.9% 0.59[0.29, 1.21] T
Subtotal (95% CI) 515 1234 21.4%  0.45[0.26, 0.78] e 1.4.2 Intracranial Hemorrhage
Total events 16 100 Kuramatsu 2015 9 110 171 456 15.3% 0.15[0.07, 0.30] _—
it Chit = - - e Nielsen 2017 54 405 132 778 21.1% 0.75 [0.53, 1.06] —
Heterogeneity: Chi” = 1.05, df = 1 (P = 0.31);1" = 5% Subtotal (95% CI) 515 1234 36.4% 0.34 [0.07, 1.74] e
Test for overall effect: Z = 2,86 (P = 0.004) Total events 63
. " . Heterogeneity: Tau? = 1.29; Chi? = 17.02, df = 1 (P < 0.0001); I = 94%
1.22 Gastrointestinal Bleeding Test for overall effect: 2 = 1.29 (P = 0.20)
Qureshi 2014 90 653 131 676 51.3% 0.67 [0.50, 0.89] i
Sengupta 2015 ] 71 3 44 2.0% 0.08[0.00,1.65] +——— 11— 1.4.3 Gastrointestinal Bleeding
Staerk 2015 43 511 38 219 22.5% 0.44 [0.27, 0.70] - Qureshi 2014 187 653 276 676  22.6% 0.58[0.46, 0.73] -
Witt 2012 0 120 5 103 2.7%  0.07[0.00,136] & Staerk 2015 87 511 91 219 20.9% 0.29 [0.20, 0.41] ——
Subtotal (95% CI) 1355 1042 786%  0.56 [0.44, 0.72] * Subtotal (95% CI) 1164 895 43.5% 0.42 [0.21, 0.83] -
Total events 274
Tatalgvaris e 133 a2 177 Heterogeneity: Tau? = 0.22; Chi* = 10.62, df = 1 (P = 0.001); I = 91%
Heterogeneity: Chi* = 5.79, df = 3 (P = 0.12); I = 48% Test for overall effect: Z = 2,51 (P = 0.01)
Test for overall effect: Z = 4.56 (P < 0.00001)
Total (95% CI) 2375 2072 100.0% 0.38 [0.24, 0.60] -
Total (95% CI) 1870 2276 100.0%  0.54 [0.43, 0.68] * Total events 360
Total events 149 277 Heterogeneity: Tau® = 0.23; Chi® = 31.75, df = 4 (P < 0.00001); F = 87% ot o T 100
Heterogeneity: Chi* = 7.34, df = 5 (P = 0.20); I = 32% bl o I Too :::: ;g: z:;’ar‘g:”Z“::rezr;:e-sllnc‘:;_“fgg”d' 2081 o 0% : Favours Restarters Favours Non Restarters
Test for overall effect: Z = 5.40 (* < 0.00001) Favours Restarters Favours Non Restarters aroup ST oI

Test for subaroup differences: Chi* = 0.55, df = 1 (P = 0.46), I* = 0%

Mpuem aHTUKOArynsaHTOB Nocrie 60MbLUIOro KPOBOTEYEHUS CHMXKAET PUCK
TPOMOG03MOGONNM U CMEpPTU, HO NOBLILIAET PUCK KPOBOTEYEHUM

Proietti M, Romiti G, Romanazzi |, et al. Restarting oral anticoagulant therapy after major bleeding in atrial fibrillation: A systematic review and met:
analysis. International Journal of Cardiology. 2018;261:84-9



Bo3obHoBAEHME QHTUKOArYIAHTOB MOC/AE TPaBMbl

Risk of all cause mortality after traumatic injury Risk of ischemic stroke after traumatic injury
50 . 50 _
2 - hon-resumption 2 - Non-resumption
> - VKA o — A
@ 40 | === NOAC @ 40 o | == NOAC
& £
=3
2 30- 3 30 4
= 0
o @
2 20 ® 20+
T =
o @
2 10+ 2 10
& =
@ @ ’-ﬁ
0- 0-
0 1 2 3 0 1 2 3
Time since baseline (years) Time since baseline (years)
Risk of major bleeding after traumatic injury Risk of recurrent traumatic injury after traumatic injury
50 . 50 _
2 = Mon-resumption 8 = Non—resumption
o w— VKA % — VKA
B AQ | e NOAC 2 40 | == NOAC
2 5
= =
g 30+ 5 30 1
L G
2 20 - 2 20+
k) h=)
i i
E 10 E 10 ee—
& &
0- O
0 1 2 3 0 1 2 3
Time since baseline (years) Time since baseline (years)

Staerk L, Fosbal E, Lamberts M, et al. Resumption of oral anticoagulation following traumatic injury and risk of stroke and bleeding in patients with atrial
fibrillation: a nationwide cohort study. European Heart Journal. 2018;19:1698-1705a.
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Meta—Analytic Estimates

Outcome HR (95% Crl) iavors dual therapy Favors triple rherapj-'

TIMI Bleeding 0.53 (0.36, 0.85) ——

Intracranial Bleeding 0.58 (0.23, 1.49) &

Trial-Defined MACE 0.85 (0.48, 1.29) 3

Cardiac Death 0.89 (0.41, 1.54) ®

All-Cause Mortality 0.85 (0.46, 1.37) &

Myocardial Infarction 1.07 (0.58, 1.95) =

Stent Thrombosis 1.00 (0.32, 2.82) +

Stroke 0.94 (0.45, 1.84) -
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Hazard Ratio (95% Credible Interval)

Golwala H, Cannon C, Steg P, et al. Safety and efficacy of dual vs. triple antithrombotic therapy in patients with atrial fibrillation following percutaneous
coronary intervention: a systematic review and meta-analysis of randomized clinical trials. European Heart Journal. 2018;19:1726-1735a.
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Genotype-guided Standard Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean S0 Total Weight N, Random, 95% Cl Year W, Random, 95% CI
Hillman 2005 aur 254 18 415 249 20 23% 0201582 16.22] 2005
Andergon 2007 697 234 11 BBE 43 99 67% 1.10+551, 7.71] 2007 S
Carace 2008 804 20 92 634 2 93 72% 170001093, 23.07] 2008
Huang 2009 562 19.2 Bl 438 196 B0  65% 1240549 19.31] 2009
Burmester 2011 8.1 155 113 308 184 112 &7% -1.7TOF615 2.75) 201 T
Borgman 2012 T 1.3 13 703 178 13 37% TA40F411,1881) 2012 =
Kimme! 2013 452 66 484 454 258 47 97%  -0.201352,312) 2013 =
Pimmoharmad 2013 674 181 211 603 MT O ME  93%  TAO[33,1084) 2013 —
Werhoef 2013 6.6 233 238 602 232 145 0% 1401274, 5.54] 2013 Gl
Jonas 2013 45 Fi 55 49 2T 54 44%  -4.00[14.14,6.14] 2013 —
Pengo 2015 519 165188 88 532 207635 92 TI% 1301677447 2015 s
Cerezo-Manchado 2016 a0 15 g6 45 17 92 84% 5.00[0.30, 9700 2016 e
Wilen 2017 506 342354 214 522 315 104 B.0% -1.60 9,20, 6000 2017 e
Gage 2017 547 245416 B03 513 2384190 758 104% 340100, 580) 2017 ——
Total (95% CI) 2578 2429 100.0%  3.41[0.71,6.10] -
Heterogeneity: Tau®= 16.65; Chi*= 4781, df= 13 (P < 0.00001); F= 73% -ZiD _150 1=° IID

Testfor ovarall effect Z= 2.48 (P = 0.01)

1.1.2 Major bleeding

Caraco 2008 0 95 1 96 3.3%
Huang 2009 0 61 0 60
Burmester 2011 2 113 1 112 59%
Radhakrishnan 2012 2 56 6 56 13.9%
Kimmel 2013 7 514 18 501 45.7%
Verhoef 2013 0 273 1275 33%
Jonas 2013 1 55 4 54 7.2%
Pirmohamed 2013 0 222 0 225

Pengo 2015 0 28 0 92
Cerezo-Manchado 2016 0 86 1 92  33%
Li2017 1} 28 0 29

Gage 2017 2 808 8 789 141%
Wen 2017 1] 214 1104 3.3%
Subtotal (95% CI) 2613 2485 100.0%
Total events 14 42

Heterogeneity: Tau®= 0.00; Chi*= 2.57, df= 8 (P = 0.96), F= 0%
Testfor overall effect: £= 3.93 (P = 0.0004)

1.98[0.18, 21.55)

0.34 (0.01,817) 2008
Not estimable 2008

20m

0.33(0.07,1.58) 2012
0.36(0.15,0.85) 2013
0.34(0.01,8.21) 2013
0.25(0.03,2.13) 2013
Not eslimable 2013
Mot eslimable 2015
0.36[0.01,8.63] 2016
Not estimable 2017
0.24(0.05,1.15) 2017

0.16(0.01,3.96) 2017 *

0.35[0.20, 0.63]

Standard Genotype-guided

— .
-

Yawe MHO B TepaneBTU4YeCKOM Anana3oHe, pexe MHO >4
N bonbluMe KpoBOTEYEHUSNA

Kheiri B, Abdalla A, Haykal T, et al. Meta-Analysis of Genotype-Guided Versus Standard Dosing of Vitamin K Antagonists.

Am J Card. 2018;21(7):879-887.



Koarysnorpamma v npssMble aHTUKOATYAAHTbI

Dabigatran®?*-**° Apixaban®', SmPc Edoxaban'?%%*? Rivaroxaban'?""%¢
Expected plasma levels of NOACs in patients treated for AF (based on dTT/ECA for dabigatran and anti-FXa activity for Xa inhibitors)
Expected range of plasma levels at peak 64—443 69-321 91-321 184-343
for standard dose (ng/mL)?
Expected range of plasma levels at trough 31-225 34-230 31-230 12-137
for standard dose (ng/mL)?
Expected impact of NOACs on routine coagulation tests
PT I M 1(1) 1M
aPTT 1M (M I I
ACT 1M I I I
T (RN — — —

OTcyTCcTBME HafeXHbIX TECTOB OLEeHKN Koarynsauum
ABNAeTCcA NpPoodreMon Npu NOBbILLEHHOM PUCKE KPOBOTEYEHUN

2018 European Heart Rhythm Association Practical Guide on the use of non-vitamin K antagonist oral anticoagulants in patients with atrial fibrillation.
European Heart Journal. 2018.




[laburatpaH U pUCKU

Appendix Table 6. Association of Dabigatran Versus Warfarin Exposure With Outcomes in Sensitivity Analyses

Outcome Hazard Ratio (95% CI)
Variable-Ratio 14-Day Grace Period Warfarin Use Based
Matched* for Classifying on Prescriptions and
Continuous Drug Use International Nermalized
{n = 25 289 pairs) Ratio Testing
(n = 25 289 pairs)t
Ischemic stroke 0.94 (0.67-1.31) 0.87 (0.64-1.17) 0.83 (0.62-1.12)

Intracranial hemorrhage
Excluding trauma

Combined stroke
Excluding trauma

Major extracranial bleeding
Gastrointestinal
Nongastrointestinal

0.52 (0.33-0.82)
0.42(0.24-0.73)

0.78 (0.59-1.02)
0.78 (0.58-1.04)

0.91(0.74-1.10)
1.04(0.84-1.28)
0.28 (0.16-0.456)

0.55 (0.38-0.80)
0.49 (0.30-0.79)

0.74 (0.58-0.93)
0.75 (0.58-0.97)

0.87 (0.72-1.06)
1.06 (0.86-1.31)
0.32 (0.19-0.54)

0.53 (0.36-0.78)
0.41 (0.24-0.68)

0.71 (0.56-0.90)
0.80 (0.67-0.95)

0.86 (0.72-1.04)
1.03 (0.84-1.26)
0.31 (0.18-0.53)

Myocardial infarction
* Dabigatran, n = 25 289. Warfarin, n = 83 084.

t Reference 5.

1.13(0.78-1.64)

1.43 (0.99-2.08)

1.38 (1.00-1.92)

B uccnegoBaHusiX NpoaomKaroT BbIABNATL
NOBbILEHHbIN pUCK MHdapKTa MMoOKapaa npu npmeme gaburarpaHa

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.



[pAMble aHTUKOAry/IfaHTbl NP AUCOYHKLNMN MNOYEK U NEeYEHMU

A (5-6 points)

B (79 points)

Use with caution Use cautiously

C (1015 points)

CrCl Dabigatran Rivaroxaban Edoxaban Apixaban
A —
60 mg
95 ml/min —§-------—- -l o e oo e
2x 150 mg 20 mg
60 mg #
2x5mg/
2x2.5mg*
50 mi/min — ==t oo e e s
. 2x150 mg or
40 ml/min — 2x110 mg * 15 mg 30 mg
VO T LT SRS S S S, A S —
@ 15 mg 30 mg 2x2.5 mg
15 mlimin == L s e 2 """"""""""
Dialysis v ® ®
Child-Pugh category Dabigatran Apixaban Edoxaban Rivaroxaban

Use cautiously

PuBapokcabaH Henb3a ucnonb3oBaThb NPU HeTAXesbIX 3aboneBaHUAX
ne4yeHu (knacc B no Yauna-lbho)

2018 European Heart Rhythm Association Practical Guide on the use of non-vitamin K antagonist oral anticoagulants in patients with atrial fibrillation.

European Heart Journal. 2018.



CpaBHeHWe aHTUKOAryaaHTOB

Table 3 Proportion with event within 365 days based on unadjusted Kaplan—-Meier estimates, and adjusted hazard

ratios (HR) at 365 days in 22 198 OAC-naive patients with non-valvular AF initiated on anticoagulant treatment

Endpoint within 365 days

Woarfarin
n=12 938 (%)

NOAC vs. warfarin at 365 days

Adjusted HR (CI 95)

Intention to treat
Adjusted HR (CI 95)

TIA/ischaemic stroke/stroke unspecified/death® 54 6.4 0.91 (0.80-1.03) 0.90 (0.80-1.01)
TIA/ischaemic stroke/stroke unspecified® 2.0 24 0.85 (0.68-1.05) 0.91 (0.75-1.10)
Ischaemic stroke® 1.2 15 0.76 (0.58-1.01) 0.86 (0.67-1.11)
Death® 3.5 4.2 0.94 (0.80-1.11) 0.89 (0.77-1.04)

Any severe bleed" 3.0 2.8 1.15 (0.96-1.39) 1.02 (0.86-1.21)
Hospitalized bleed 1.9 22 0.98 (0.79-1.22) 0.88 (0.72-1.08)
Any intracranial bleed® 0.67 0.84 0.84 (0.58-1.22) 0.68° (0.48-0.97)

Haemorrhagic stroke® 0.20 0.40 0.58 (0.32-1.06) 0.51° (0.29-0.90)
Gastrointestinal bleed” 1.6 12 1.41° (1.08-1.84) 1.26 (0.99-1.60)

?Adjusted for individual CHA;DS,VASc criteria and age as a continuous variable.
®Adjusted for sex and individual HAS-BLED criteria with age as a continuous variable.

Forslund T, Wettermark B, Andersen M, Hjemdahl P. Stroke and bleeding with non-vitamin K antagonist oral anticoagulant or warfarin treatment in
patients with non-valvular atrial fibrillation: a population-based cohort study. EP Europace. 2018;20(3):420-8



CpaBHeHME aHTUKOary/ISHTOB

Table5 Adjusted hazard ratios (HR) of study outcomes in 22 198 OAC-naive patients with non-valvular AF initiated
on anticoagulant treatment; dabigatran, rivaroxaban, and apixaban vs. warfarin, respectively

Endpoint Dabigatran vs. warfarin Rivaroxaban vs. warfarin Apixaban vs. warfarin
Adjusted HR  Fully adjusted HR  Adjusted HR  Fully adjusted HR ~ Adjusted HR  Fully adjusted HR
(C195) (C195) (C195) (C195) (Cl 95) (C1 95)
TIA/ischaemic stroke/ 0.86 0.88 0.90 0.88 1.09 1.03
stroke unspecified/death  (0.73-1.01)? (0.75-1.04)° (0.76-1.08) (0.74-1.04)° (0.93-1.29)* (0.87-1.21)°
TIA/ischaemic stroke/ 0.99 097 0.80 0.78 0.98 0.97
stroke unspecified (0.76-1.27) (0.76-1.26)° (0.58-1.10) (0.57-1.07)° (0.73-1.30)* (0.73-1.30)°
Ischaemic stroke 0.85 0.84 0.73 0.70 0.85 0.83
(0.61-1.19) (0.60-1.18)° (0.48-1.10) (0.46-1.06)" (0.58-1.24)* (0.57-1.22)°
Death 0.78¢ 0.82 0.96 0.92 1.16 1.05
(0.64-0.97)* (0.67-1.01)° (0.78-1.18)* (0.75-1.14)° (0.95-1.42)* (0.86-1.29)°
Any severe bleed 0.96 0.96 1.07 1.05 1.07 1.05
(0.77-1.20)° (0.77-1.20)° (0.84-1.36)° (0.83-1.34)° (0.84-1.37)¢ (0.82-1.34)°
Hospitalized bleed 0.81 0.82 1.02 1.00 0.91 0.89
(0.62-1.08)° (0.62-1.08)° (0.77-1.36)° (0.75-1.33)° (0.68-1.23)° (0.66-1.21)°
Intracranial bleed 0.54¢ 0.52° 0.94 0.89 0.78 0.75
(0.33-0.89)° (0.32-0.87)° (0.60-1.47)° (0.57-1.40)° (0.47-1.29)¢ (0.45-1.25)°
Haemorrhagic stroke 0.52 0.51 0.80 0.78 0.50 0.48
(0.24-1.13)° (0.23-1.11)° (0.38-1.66)° (0.37-1.63)° (0.20-1.25)° (0.19-1.20)°

Gastrointestinal bleed

1.42¢

(1.07-1.89)°

143¢
(1.07-1.90)°

128
(0.91-1.80)°

128
(0.90-1.80)°

115
(0.80-1.65)°

1.13
(0.79-1.63)°

AnukcabaH peXe Bbi3biBaeT XeJiyago4HO-Kulle4yHble KpoBOTe4eHUA

Forslund T, Wettermark B, Andersen M, Hjemdahl P. Stroke and bleeding with non-vitamin K antagonist oral anticoagulant or warfarin treatment in
patients with non-valvular atrial fibrillation: a population-based cohort study. EP Europace. 2018;20(3):420-8



AHTUKOA N'Y1AHTbl U AemeHuUUnA

Atrial fibrillation

' Systemip t Prothrombotic
inflammation = Heart failure state

. N\ \

TNF-a induced

Sphingosine-‘l -P Clinically
depending (in)apparent
vasoconstriction brain lesion

N ”

Hypoperfusion

\

Cognitive decline/
Dementia

Dietzel J, Haeusler KG, Endres M. Does atrial fibrillation cause cognitive decline and dementia? EP Europace. 2018;20(3):408-419.



AHTUKOA3 N'YA1AHTbl U gemeHuUunA

intention to treat on treatment

15% 15%

10%

Friberg L, Rosenqvist M. Less dementia with oral anticoagulation in atrial fibrillation. Eur Heart J. 2018;39(6):453-460.



Knaccnpumrkauma FORTA y cTapuKoB

Knacc A (acpchekTnBHbIC)
« AnunkcabaH, acnmpuH, beta-bnokatopsbl (3 roga nocne nHdapkTa mmokapaa), bPA,
avrngponupuauvHel, NAMN®, knonngorpen (CTeHT), METOOPMUH, CTaTUHBI.

Knacc B (Bo3MOXHbIe)
« alTIlMN-1, 6eta-bnokatopsbl, BapdapuH, AUrokcnH, anypetmnkn, nrr-4, nHcynuHel,
Krnonugorpern, puBapokcadaH, ctaTuHbl (>85 ner).

Knacc C (coMHUTenbHbIe)

* AMnogapoH, 6eH3oanasenuHbl KOPOTKOAENCTBYOLLME (annpasonam), Bepanamun,
rmumennpua, paburartpad, neabpagnH, MO3CH, muptasannH, MOKCOHUOVMH,
NMOrNNTa30H, NPONoHrnMpoBaHHble HUTpaTbl, CUO3C, cnnpoHonakToH, onbparhl,
93eTMMKO.

Knacc D (onacHble)

« AromenaTtuH, aHTUapuTMukmM | knacca, 6eH3ogmasenmnHbl NPONIOHIMPOBAHHbIE
(amnasenam, xnopanasenokcna), MHI T-2, HINBI1, npenapaTbl cynbdOHUNTMOYEBUHBI,
coTanon, TPUUMKNUYeckue aHTnaenpeccaHThl.



OpanbHble aHTUKOArynsHTbI
npu OI1

/\

TpyaHoctn koHTpona MHO,

PUCK remopparm4eckoro UHcysibra,
SAMe-TT,R,>2

)

[Mpamble

AdHTUKOAryJ1AHTDI

> puck KK KpoBOTEYEHMUN,

XbIl1 4-5 ctagum,
cTapble naymeHTbl

MuTpanbHbIN CTEHO3,
MCKYCCTBEHHbIE KIlanaHbl,
Tshkenaa Xbl1 4-5,
Child-Pugh C (ESC),
UMT 240 kr/m?2 (ESC),
TpoMb npeacepanu
(MHO 3-4 ~3 mec),
KOHTPONb aHTUKoarynaumm,
OepeMeHHOCTb, NakTaums,
Tpombounun,
HU3KUN OOX0oA4

AnukcabaH
[aburatpaH

PueapokcabaH

!

AnunkcabaH

BapdapuH




CepaeyHaa He4OCTAaTOYHOCTDb
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Zhao R, et al. Targeting Chondroitin Sulfate Glycosaminoglycans to Treat Cardiac Fibrosis in Pathological Remodeling.
Circulation. 2018;23:2497-2513.



MHYTI

) OunarHocTrka npu HEACHOI ofbILLKe.

= [loBblWwaeTcsa ¢ BO3pacTom, Npun aucpyHkumm noyvek, M, J19,
Tskenon nHesmoHun, XOBJ1, aHemun. ..
= Hwxe npu cOBJDK, yem npu HOBJXK.

] OueHka nporHosa npu OCH.
= NT-proBNP <3000 nr/mn, cHuxeHnne >30%.
= BNP <250 nr/mn, cHmxeHune >30%.

. OuHamuka coctosiHms 1 adpdekT nevyeHns?

2| presen tl \

NATRIURETIC PEPTIDES

No HF unlikely:
* NT-pro > m s consider other
il ol dagnoss AHA SCIENTIFIC STATEMENT
v \ / Role of Biomarkers for the Prevention,
Assessment, and Management of Heart Failure
ECHOCARDIOGRAPHY HAreS A Scientific Statement From the American Heart Association

Mpu OCH NT-proBNP >300, BNP >100 nr/mn
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York M, Gupta D, Reynolds C, et al. B-Type Natriuretic Peptide Levels and Mortality in Patients With and Without Heart Failure.
Journal of the American College of Cardiology. 2018;19:2079-2088.



JleyeHne nog koHTponem MHYTT

100~
X
m -
3 L 80- Hazard ratio for
ol % NT-proBNP-guided therapy
o) 0.96 (95% CI 0.72 -1.37)
5 S 6091 p=o099
8 =0
- g Conventional 36%
=2 4N
Q. @©
g = NT-proBNP 36%
o5 204
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[Hn HabntogeHus

Stienen S, et al. NT-proBNP (N-Terminal pro-B-Type Natriuretic Peptide)-Guided Therapy in Acute Decompensated Heart Failure. Circulation. 2018;16:1671-1683.



[MporHo3 B 3aBUcMMOCTU oT PBJIHK

A 5-Year All-Cause Readmission B 5-Year Cardiovascular Readmission
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HFpEF  HFrEF

— HFpEF (EF 250%) — HFbEF (EF 41-49%) — HFrEF (EF <40%)

46% 46%

. 5-neTHAA BbhKMBaeMoCTb Orin3ka npu pasHoun ®BITK

8%

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



HakonutenbHas CMEpPTHOCTb

0.8 +

0.6 +
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0.0 -

[ pynnbl pucka B 3aBMCUMOCTU
OT Hanps)XeHns mmokapaa

CHH®B

ACD

1.0

P < 0.00

0.8

0.6 5

0.4

0.2 =

CMepTHOCTb + rocnutanm3auum

0.0 5

ACD+HHF

P<0.00

12 24 36 43 &0

Mecsubl

12 24 36 48 &0

Mecsupbl

B neyeHUn HeOOGXOAUMO YMEHbLLUUTL HaNpAXeHne MnMokKapaa
(6eTa-6nokatopbl, UAMNP/BPA)

Park J, Park J, Park J, et al. Global Longitudinal Strain to Predict Mortality in Patients With Acute Heart Failure.

Journal of the American College of Cardiology. 2018;18:1947-1957.



HakonutenbHas cMepTHOCTb
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\ P < 0.001
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Park J, Park J, Park J, et al. Global Longitudinal Strain to Predict Mortality in Patients With Acute Heart Failure.

Journal of the American College of Cardiology. 2018;18:1947-1957.
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[Mpobnembl B neyeHnn CH

1 HeTt moHuTopuHra Afl, YCC un macchl Tena
] HepoctaTouHble [03bl NpenapaTos

] HecBoeBpemeHHOe yBenuyeHune fo3bl ANYypeTUKoB



XpoHunyeckas
cepae4vyHas He4OCTaTOYHOCTb

CoxpaHeHHas ®BJTXK >50% MpomexyTouHas ®BIXK 40-50%
Huskaa ®BJIX <40%

CHu»XeHune YCC NAT®/EPA

KoHTponb A/l BeTa-610KaTopbl
CaKybuTpun+sancaprtaH
MoHnTOpUHF Macckl Tena, CnNMpPOHONAKTOH/3nNepeHOH
nonbop Ao3bl AMypeTuKa PeBacKy/Napu3aLmMs MUOKapAa
CPT, UKL




Macca Tena, Kr

104

100

Uwonb

MOHUTOPUHI Maccbl Tena

ABryct CeHTAbOpL OKTAbpb

Hoabpb



MOHUTOPUHI Maccbl Tena

M ‘elraL eadep|

AHBapb

OkTabpb Hoabpb Hexkabpb

CeHTab6pb



100

85 -

KyMynATUBHAA BbIXXMBAEMOCTb, %

80

Llenesoe SpO,

KoHcepsatueHana kucnopogotepanua (SpO2 93-98%)

NubepaneHas KUcnopoaoTepanua (SpO; 94-99%)

HebnaronpuaTHbIM NnporHo3 npu Sp0; >94-96%

HR 1-11 (95% C11-00-124)

1
60 180 360

JHN

30 90 120 150 210 240 270 300 330

Chu D, Kim L, Young P, et al. Mortality and morbidity in acutely ill adults treated with liberal versus conservative oxygen therapy (IOTA): a systematic review and meta-

analysis. The Lancet. 2018;10131:1693-1705.



[TonHoTa neyeHuns u nporHo3 npu CHHOB
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Number at risk
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group 3 93 111 79 50 28 13 4 0

Massoullié G, et al. Effect of Optimization of Medical Treatment on Long-Term Survival of Patients With Heart Failure After Implantable Cardioverter Defibrillator and
Cardiac Resynchronization Device Implantation. Am J Card. 2018;121(6):725-730.
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CuvumnTtomHasa CH
c ®BJTXK <40-50%

!

nAlMN® (bPA), aMKP
beTta-6rnokartopsl,
+ ANYPETUKM

!

CoxpaHeHMe CUMNTOMOB,
®BJTXK <35%

NHrmbutopsl
aHMMOTEH3UHa-
HenpunusnHa

J
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QRS 2130 mc, KA

A 4
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CoxpaHeHMe cmMmnTomoB
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[nrokcuH, nomoLHukn JIK,

TpaHCrNaHTaun4a cepaua




Bpema oo Hayana neyenna OCH
dypocemmaom U rocnmTasbHaAA CMEePTHOCTb

15 5 14.2
X
&
|—
3
Q 10+
-
Q
g P 0. 002
()
®
:
o 5-
G
®
-
<
[
O
- _ J J

0 -

All cohort Q4
(low r|sI<) (high risk)
Group

m Early group ® Nonearly group

PaHHee Ha3Ha4yeHue chypocemMmnaa MoXeT CHU3UTb
rocnMtTanbHy CMEPTHOCTb

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.



Bpemsa oo guypetuka

A 1-year death B 1-year HHF
¥ Log-Rank P = 0.458 il Log-Rank P = 0.839
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Number at risk Days Number at risk Days
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OTnaneHHan CMEepPTHOCTb HEé CHMNXaeTCH
npu 6bICTpOM Ha3Ha4YeHUN OANYPEeTUuKoB

Park J, Kim S, Oh |, et al. The Effect of Door-to-Diuretic Time on Clinical Outcomes in Patients With Acute Heart Failure. JACC: Heart Failure. 2018;4:286-294..



[MnepKannemma, accounmnmpoBaHHaa c aMKP

All patients

Truly MRA related
Non MRA related
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54 %

46 %
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Vukadinovi¢ Det al. True rate of mineralocorticoid receptor antagonists-related hyperkalemia in placebo-controlled trials: A
meta-analysis. Am Heart J. 2017;188:99-108.



Beta-6nokatopbl 1 PBJ1IK

107 Sinus rhythm
] Primary outcomes Secondary outcomes

B All-cause mortality =~ ® CV hospitalisation
@ CV death ® CV death/hospitalisation

Beta-blockers versus placebo
Adjusted hazard ratio & 95% Cl
— () —
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n=2,531 n=3,862 n=>5,043 n=1,919 n=570 n=241

Cleland JGF, et al. Beta-blockers for heart failure with reduced, mid-range, and preserved ejection fraction: an individual patient-level analysis of double-
blind randomized trials. Eur Heart J. 2018;39(1):26-35.



RapBeanaon Mam meTonpoaon

Carvedilol vs Metoprolol Succinate Survival Estimate
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Ajam T, Ajam S, Devaraj S, et al. Effect of carvedilol vs metoprolol succinate on mortality in heart failure with reduced ejection fraction.
American Heart Journal. 2018;199:1-6.
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Ruwald A-C, et al. The use of guideline recommended beta-blocker therapy in primary prevention implantable cardioverter defibrillator patients:

insight from Danish nationwide registers. EP Europace. 2018;20(2):301-307.
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Marrouche NF, et al. Catheter Ablation for Atrial Fibrillation with Heart Failure.
N Engl J Med. 2018;378(5):417-427.
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Wakabayashi K, lkeda N, Kajimoto K, et al. Trends and predictors of non-cardiovascular death in patients hospitalized for acute heart failure.
IntJ Card. 2018;250:164-170.
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ACCORD BP + SPRI NT Brouwer T, et al. Intensive Blood Pressure Lowering in Patients With and Patients Without Type 2 Diabetes:
= A Pooled Analysis From Two Randomized Trials. Diabetes Care. 2018;6:1142-1148.
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ACC/AHA 10-Year CVD Risk

Phillips R, Xu J, Peterson L, et al. Impact of Cardiovascular Risk on the Relative Benefit and Harm of Intensive Treatment of Hypertension. Journal of
the American College of Cardiology. 2018;15:1601-1610.
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KpaTKkoCpOYHble KOTHUTUBHbIE
HapyLLeHNs

Herrmann-Lingen C, et al. Cross-Sectional and Longitudinal Associations of Systolic Blood Pressure
With Quality of Life and Depressive Mood in Older Adults With Cardiovascular Risk Factors:
Results From the Observational DIAST-CHF Study. Psychosomatic Medicine. 2018;80.



BanAaHMe orpaHnyeHma conu

TpeboBaHMAa FDA K HOBbIM aHTUIMNEPTEH3UBHbIM NPENapaTam

NHrMbuUTopbl aHrMOTEeH3MHNpeBpallatollero hbepmeHTa

Beta-6n0KaTopbI ——
AHTAroHUCTbI KanbLmMA —_——
Huskuit Hatpuu (1.15 r/cyT, conb 2.9 r/cyT) npu A 150 mm pT. CT. ——

[uneta DASH (HaTpu#t 3.45 r/cyT, conb 8.8 r/cyT) npu AL 150 mm pT. CT.

Owveta DASH ¢ HU3Kum HaTpuem npu A 150 mm prT. CT.

BanaHue Ha ALl cuctonmyeckoe, Mm pT. CT. -25-20-15 -10 -5 0O 5

Juraschek SP, Miller ER, Weaver CM, Appel LJ. Effects of Sodium Reduction and the DASH Diet in Relation to Baseline Blood Pressure. J Am Coll
Card. 2017;70(23):2841-2848.



NAMN® nnn BPA

RR (95% CI)

1.00 (0.89-1.12)
1.07 (0.94-1.22)
0.92 (0.80-1.06)

0.88(0.63-1.22)

0.72 (0.65-0.81)

0.85 (0.67-1.07)

0.68 (0.54-0.87)

CENTRAL ILLUSTRATION: Efficacy and Safety of ACE Inhibitors and ARBs
From Head-to-Head Studies and Compared With Placebo Trials
Outcomes Trials
Efficacy Head-to-Head Studies
Cardiovascular mortality 5 —‘—
Myocardial infarction 5 ——
Stroke E &
End-stage renal disease 2 _
Safety
Drug withdrawal 8 ——
Favors ARBs Favors ACEls
Active Treatment Against Placebo
ACEls withdrawal 55 ——
ARBs withdrawal 26 —_—
Favors Active Treatment Favors Placebo
OI.5 1 1.I5
Messerli, F.H. et al. J Am Coll Cardiol. 2018;71(13):1474-82.

Messerli F, Bangalore S, Bavishi C. Angiotensin-Converting Enzyme Inhibitors in Hypertension. Journal of the American College of Cardiology.

2018;71:1474-1482.
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Delgado J, Bowman K, Ble A, et al. Blood pressure trajectories in the 20 years before death. JAMA Internal Medicine. 2018;178(1):93-99.



[MNepPTOHNYECKUUN KPU3

] He BbI3bIBaeT nHdapkTa mruokapaa

] He BbI3blBaeT UHcynsTa
(OYeHb peako, Yalle BTOpUYHasa peakums Ha uwemMunto Moasra)

] lonosHas 6onb B nogasnsioLemM GonbLINHCTBE CryYaes
CBA3aHa C MUTPEHbLIO U HaNps>XeHMeM MbllL, cKanbna, a He C
nosbllweHnem ALl (BO3MOXXHO BTOPUYHO).



JleyeHMe rmMnepPToOHNYECKOro Kpmsa

J Kantonpun — 6bicTpo.

. HuTpaTbl BHYTPUBEHHO — OYEHb BbLICTPO (OTEK NErKuX,
aKnamncusi, paccnoeHne aopTbl [+beTa-onokarop]).

J Yeunutb runoTeHsmBHOE neyeHue.






