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OpraHusauum, paspabarbiBatoime KAMHUYECKME peKoMeHaauum,
4acTo He npuaepkunsatoTca ctaHaapTos Institute of Medicine (I0M)

U HapyLalT cO6CTBEHHYIO NOIMTUKY KOH(/IMKTA MHTEpecC],
4YTO CHUXKaeT aoBepue obuiecTsa U BbiNO/IHEHUE PEKOMEHAaLnM

Brems JH, Davis AE, Clayton EW. Analysis of conflict of interest policies among organizations producing clinical practice guidelines. PLoS One. 2021 Apr 30;16(4):e0249267.



beccMMNTOMHbBIN KOPOHAPHbIN aTEPOCKAEPO3
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25182 yenoseka 6 s8o3pacme 50-64 2o0a

Mocne 50 neTt HepeaKo BCTPeEUYaETCA NAaTEHTHbIU KOPOHapPHbIM aTepoCcKaepos,

06blYHO HEBbIPAXXEHHbIN, AaXKe NPU HU3KOM cepaevyHO-COCYAUCTOM PUCKE

Bergstrom G, Persson M, Adiels M, et al. Prevalence of Subclinical Coronary Artery Atherosclerosis in the General Population. Circulation. 2021;12:916-929.



KopoHapHbI aTepoCKNepo3, NepeHOCUMOCTb Harpys3okK

N Ka4eCTBO KU3HU
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Bbipa)XeHHOCTb KOPOHAPHOro aTepocK/iepo3a cnabo ceA3aHa

C d)yHKLI,MOHaIIbeIM KNaCCOM CTEHOKapAUU N Ka4eCTBOM KU3HU

Guimardes W, et al. Seattle Angina Pectoris Questionnaire and Canadian Cardiovascular Society Angina Categories in the Assessment of Total Coronary Atherosclerotic Burden. Am J Card. 2021;152:43-48.



MuKpococyamcTtana KopoHapHasa 60n1e3Hb

BHYTpMKOpOHapHan Tepmoanntoums

84 Patients with INOCA and Suspected Vasomotor Dysfunction
Completed a Coronary Function Test That Included

1 Test 2. Microvascular Function Test 3 K p p
e sty o [EET akie npenaparol
30 patients {(36%) 0 198 ml/
b oyt S had mlcm?a{:cnuéir} dysfunction (1GR 135-240 minin) YC NAnBakoT
Co.ﬂnary Shicachl o CFR<2.0 (n = 8) and/or median R 416 ml/min

(IQR 127-558 ml/min)
microvascular spasm IMR 225 (n = 24) BT N )

Ba3ocnasm?

Novel Indices Using Continuous Thermedilution
with Room-Temperature Saline to Induce Hyperemia

Cnasm anukapamanbHbIn
NN MUKPOCOCYAUCTbIN 87%

6-F guiding Qo T

Monorail infusion
catheter connected
to infusion pump
set at selected
Infusion flow (Qi)

Wire with distal pressure/temperature sensor to
measure distal coronary temperature (T), then
pullback into the infusion catheter to measure
the infusion temperature (Ti)

Mikpococyaneras
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° o ACH- ACH+ ADE- ADE+

Ris Higher in with Mi Not in Patients with Coronary Spasm

MpoaonkaeT NOUCK HageXKHbIX TECTOB MUKPOBACKYNAPHO 60ne3Hu

Konst Regina E, Elias-Smale Suzette E, Pellegrini Dario, et al. Absolute Coronary Blood Flow Measured by Continuous Thermodilution in Patients With Ischemia and Nonobstructive Disease. Journal of the American College of
Cardiology. 2021;6:728-741.
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MuKpoBacKynspHasa KOpoHapHaa 60a1e3Hb 0CNOXKHAETCA

Yyalle HecTabunbHbIM TeueHnem

COVADIS

Shimokawa H, Suda A, Takahashi J, et al. Clinical characteristics and prognosis of patients with microvascular angina: an international and prospective cohort study by the Coronary Vasomotor Disorders International Study
(COVADIS) Group. European Heart Journal. 2021;44:4592-4600..



MbiweyHble MOCTUKU U aTepPOCKNepo3

Table 2

Plaque characteristics of the entire left anterior descending coronary artery proximal to
the myocardial bridge in cases and those of corresponding coronary segment in controls
(median values with interquartile range [IQR]).

Patients with Patients without p
myocardial bridge myocardial bridge
(cases,n = 50) (controls,n = 50)
Median IQR Median IQR
Segment length (mm) 457 404-52.0 45.2 40.6-52.0 0.98
Vessel volume (mm?) 634.7 471.7-893.0 646.2  509.8-840.8 0.47
Lumen volume (mm?) 4933  372.4-642.4 467.0 416.5-678.6 0.49
Total plaque volume (mm®) 150.0 90.7-1945 132.8 942-1843 0.95
Necrotic core volume 7.0 2.2-134 82 1.6-21.5 0.49
(mm?)
Fatty plaque volume (mm®) 11.0 6.5-20.8 13.2 5.7-22.7 0.50
Fibrous plaque volume 70.4 50.0-104.2 74.7 50.7-103.3 0.77
(mm?)
Calcified plaque volume 16.6 7.4-342 12.2 5.6-28.5 0.27
(mm?)

MbiweyHbIX MOCTUK He B/IUAIET CYLEeCTBEHHO Ha 06bem NPOKCUMANIbHOU BNALLKKU K

CTPYKTYpY ON1ALLKK B CerMEHTe MOCTUKA

Papp S, Barczi G, Karady J, et al. Coronary plaque burden of the left anterior descending artery in patients with or without myocardial bridge: A case-control study based on coronary CT-angiography. International Journal of
Cardiology. 2021;327:231-235.



[MpnynHbI 60U B rPYAN B OTAENEHUU HEOT/IOXKHOM NOMOLLM
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B Hecneuuduueckana 6onb B rpyamu
KopoHapHbIi aTepocknepos

B bonesHeHHOe ApiXaHWe

m OcTpblii MHDAPKT MMOKapaa
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MHeBMOHKA

m bonesHu nuuesoaa
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M Hecneuuduueckaa 6onb B rpyam
KopoHapHbIid aTepocknepos

B ApuTMmuK cepala

B OcTpbiid MHGapKT MMOKapda

B bonesHeHHoe AblxaHWe

B CepaeyHan HeAOCTaTOUYHOCTb
AbgomuHanbHana bonb

[THeBMOHWA

B UHOEeKUMM HUKHUX ObIXaTeNbHbIX NyTeH

bonesHu HEDBHOF"[ CUCTEMBI

2021 AHA/ACC/ASE/CHEST/SAEM/SCCT/SCMR Guideline for the Evaluation and Diagnosis of Chest Pain.J Am Coll Card. 2021;22:e187-e285.
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B Hecneuudwuueckan Honb B rpyam
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[1MarHoCTUKa KOpPOHapHOU BbonesHu

[nckomdopT B rpyamn, oaplLlKa q\
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BarkeH h
lNpeTecTtoBan o
o KAUHUYECKUU
BEPOATHOCTb OOCTPYKTUBHOM
o aHanus3
KOPOHapHOW 6bonesnHun

CMMMNTOMOB
\ /

Typical Atypical Non-anginal Dyspnoea®

()
Age Men Women Men ‘Women Men Women Men Women

BEPOATHOCTE: Ope[HAR 30-39 3% 5% 4% % 1% 1% 0% 3%

OBCTPyTHimian KODCrapieas Gonema: 444

Crpece-recr, KT anrworpadmn 40—49 2% 10% 10% 6% 3% 2% 12% 3% (D aKTo p bl p MCKa
50-59 2% 13% 17% 6% 11% 3% 20% 9%
60-69 44% 16% 26% 11% 22% 6% 7% 14% Q Ha 3 K r
70+ 52% 7% 34% 19% 24% 10% 0% 12%

KopoHapHbIN KanbuMHO3
IsTs cTpecc-Tecte
AKNHe3unsa, cHmxKeHne OBJTHK
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KopoHapHaa aHrnorpapuA
(KT, nuBa3unBHasn)




OueHKa NpeTecToBOM BEPOATHOCTM
0b6CTPYKTMBHOM KOpOHapHoWn 6one3Hn no mogenn 2019-ESC-PTP

A Three pre-test probability models were applied in a large group of patients with suspected coronary artery disease
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Heb6onblasa nepeoueHka mogenu 2019-ESC-PTP

Moaenb 2019-ESC-PTP nyuwe npepgluecteytowein moaenu 2013-ESC-PTP/CADC1

Ha eBponenucKkor nonynAauum

Winther S, Schmidt S, Rasmussen L, et al. Validation of the European Society of Cardiology pre-test probability model for obstructive coronary artery disease. European Heart Journal. 2021;14:1401-1411.



1. eHwmHa 43 neT c aTMnnuYHbiMmM 6onamu B rpyan, HopmasnbHou KT
6e3 pakTOpOB pMCKa. KakoBa BEPOATHOCTb MLLEMUN MNOKapAa?

2. MonoxutenbHble ctpecc-tecT ¢ KT (nenpeccna ST 2 mm).
KakoBa BepOATHOCTb ULWLEMNMN MNOKapAa?

Median (IQR)
Resident Attending Nurse practitioner
Scientific physician physician or physician assistant
evidence estimate, % estimate, % estimate, %
Clinical scenario range, % (n =290) (n=202) (n =61)
Cardiac ischemia
Pretest probability 1-4.4 10 (5-20) 5(3-10) 15 (6.25-30)
After positive test result 2-11 75 (50-90) 60 (25-80) 90 (60-95)
After negative test result 0.43-2.5 5(1-10) 5(1-10) 10 (5-20)

Ana oueHKu ctpecc-tecta ¢ IKI BarkHa anpnopHaa BepPOATHOCTb
KOpPOHapHoOU 6onesHn. Tect HeJO0CTaTOYHO HaAeXeH.

Morgan D, Pineles L, Owczarzak J, et al. Accuracy of Practitioner Estimates of Probability of Diagnosis Before and After Testing. JAMA Internal Medicine. 2021;6:747-755.




NMauuneHTbl
C KOPOHapHOM 6onesHbIO
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Puck CC3 n cmeptun
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HeBbiCOKUM

CTeHOKapAna BbICOKMX Harpy3oK
XC NINH <2.6 mmonb/n
XbIll 1-2

LLIkana SMART <20%

AcnupuH/Knonuaorpen
YmepeHHble pusnyeckmne Harpysku
YMepPEHHbIN KOHTPO/b
$aKTOpPOB pPUCKa

BbiCOKUM

CTeHOKapauA HU3KUX HArpysoK
NHpapKT mnokapaa, CHHOB/TK
XC /IMH >4.9, pnabert, XbI1 36-5, KypeHune
Tect Abtoka £ -11
bonbwaa 30Ha nwemumn
CreHo3 cTBONA, 3 cocynos

Llkana SMART >20%

ACK + Tnkarpenop 60x2 (3 roaa)
ACK + puBapokcabaH 2.5x2 (2 ropa)
PeBacKkynapusauua
ArpeccunBHbIA KOHTPO/b
$baKTOpPOB pPUCKaA




[ona naumenTtos nocne OKC, Tpebyrowmx akTUBHOTO JIeYeHUA

PEGASUS (ACK + Tukarpenop)

PEGASUS+COMPASS
> i

COMPASS (ACK + puBapokcabaH)

” " PEGASUS+COMPASS

MouTtn 2/3 naumeHToB, nonyyaswmx OAT B TeueHue 1 roga nocne OKC, umelor

Kputepumn npoaonKeHua aktusHou tepanum (ACK + Tukarpenop nam pmsapokcabaH)

START-ANTIPLATELET

Cesaro A, et al. Prevalence and clinical implications of eligibility criteria for prolonged dual antithrombotic therapy in patients with PEGASUS and COMPASS phenotypes. IntJ Card. 2021;345:7-13.



OpanbHble aHTUKOAry/AHTbI Y NaLMEHTOB C KOPOHAPHOMN HONE3HbIO

= CTeHOKapAamnA C MHOTroCOCYAMUCTbIM KOPOHAPHbIM ® BbICOKMI PUCK KPOBOTEYEHUI
aTepPOCK/IepO30M UM pPeBaCKynaApm3auua. (wkana REACH BRS <10).

= MIHpapKT MMOKapaa B aHamHese (>1 roga). = CeppeyHan HegocTaTodHOCTb NYHA LII-1V,

= ATEpPOCKNEPO3 HUKHUX KOHEYHOCTEN. ®BJIK <30%.

" Mlwemmnyecknim nHcynbt <1 mec.

= [emopparM4yeckmim, NakyHapHbIA UHCYNbT.
= pCK®P <15 ma/muH.

=" HeobxogMMOCTb B ABYX aHTMArperaHTax.

= [1penapaTsbl, nogasnatowme CYP3A4, p-Gp.

bone3Hn neyeHun c Koarynonameﬁ.

Hy)>XHO TW,aTenbHO COOTHECTHU
nonb3y npeaynpexXaeHua

Tpomb03a n pUCK KpoBOoTEUEHU
(c nomoLbto LWKan)




PruBapoKcabaH y NnauMeHTOB C XPOHUYECKON KOPOHAPHOU BOoNe3Hbo

OueHka

MHapKT MMOKapaa, UHCYNbT, CepAeyYHO-COCYAUCTan CMepTb PUCKa KpO BOTEYEHUM

Jo6aBneHune puBapokcabaHa (2.5 mr 2 pasa) K acCMMPUHY CHUXKAET PUCK

CC3 (3a cueT MLWemMMnYeCKoro MHCYNbTa), HO yBeNIMYuBaeT
PUCK 601bLUNX KPOBOTEUEHUSA

COMPASS

Connolly S, et al. Rivaroxaban with or without aspirin in patients with stable coronary artery disease: an international, randomised, double-blind, placebo-controlled trial. The Lancet. 2018;391(10117):205-218.

10— Low-dose rivaroxaban +aspirin vs aspirin alone  HR 074 (95% Cl 0-65-0-86); p<0-0001 KpOBOTeHEHMﬂ (LLIKana REACH BRS;
Rivaroxaban alone vs aspirin alone HR 0-89 (95% C1 0.78-1.02); p=0-09 SMART REACH
10— Low-dose rivaroxaban +aspirin vs aspirin alone  HR 1-66 (95% Cl 1-37-2-03); p=0-0001 MOAeI'I b =
3 Rivaroxaban alone vs aspirin alone HR 1-51 (95% Cl 1-23-1-84); p=0-0001
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(5]
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=] Y 64 plus aspirin (n=8250)  (n=8261)
E 5 (n=8313)
) = HR (95% ) pvalue HR (95% C) pualue
.5 4 e Myocardial infarction, stroke, 347 (4%) 411 (5%) 460(6%) 074(065-086) <0.0001 080(078-102) 0004
o ° a or cardiovascular death*
=} 2 4 Myocardial infarction, ischaemic 299 (4%) 357 (4%) 411(5%) 072(062-083) <00001 087 (075-100) 0048
= 5 stroke, coronary heart disease
> = death, or acute limb ischaemia
o b = Myocardial infarction, ischaemic 340 (4%) 406 (5%) 470(6%) 073(064-084) <0.0001 0.86(0.76-0.08) 0020
— Low-dose rivaroxaban +aspirin | 3 B
e RiVarOxaban a|0ne 2 Death” 262(3%) 316 (4%) 339(4%) O77(065-090) 00012 093(080-109) 037
. Cardiovascular death* 139 (2%) 75 (2%) 184(2%) 075(060-093) 0010 095(077-117) 043
spirin alone
— A Non-cardiovascular death 123(2%) 141 (2%) 155(2%)  079(0-62-1.00) 0048 091(073-115) 043
0O T T T Myocardial infarction 160 (2%) 176 (2%) 195(2%) 086(070-105) 015 090(074-111) 033
(0] 1 2 3 o My,:](:llji;li:hlmnnmsuddﬁn 234(3%) 73(3%) 73(3%)  085(07L101) 0065 100(085-118) 100
T T cardiac deatht
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art disease death, sudden
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o
stroke* 74(1%) 105 (1%) 1302%)  056(042-075) <0001 081(0-62-105) 010
Ischaemic stroke o 60(1%) 79 (1%) 1202%) 05 ) <0.0001 5 ) 00037
unspecified site
Haemorhagic stroke 14(<1%) 27 (<1%) 10(<1%) 139(062332) 043 270(131-558) 00051
u T— "
Admission to hospital 2360 (20%) 2374(29%)  2402(29%) 008(092-104) 046 099(094-1.05) 071
Cardiovascular cause 1180 (14%) 1205(15%)  1270{15%) 0.92(085-100) 0046 005(087-102) 016
Non-cardiovascular cause 1552 (19%) 1506(18%)  1481(18%) 105(008-113) 018 102(095-110) 052
Coronary revascularisation 530 (6%) 527 (6%) 553(7%) 005(084107) 039 095(085-107) 043
2 068
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PnBapokcabaH y naumeHToB C KOPOHApPHOM 601e3HbIO

Group by Study name, Year Statistics for each study
Setting Hazard ratio and 95% CI
Hazard Lower Upper
ratio limit limit p-Value
ACS GEMINI ACS-1, 2017 112 0.58 216 0.73
ATLAS ACS-TIMI 46 & ATLAS -ACS 2-TIMI 51, 2019 117 0.56 2.45 0.68
114 0.70 1.86 0.60
Stable CHD COMMANDER HF, 2018 0.95 0.84 1.08 0.42
COMPASS, 2018 0.75 0.60 0.93 o0.01 ——
0.86 0.68 1.08 0.19
Overall 0.90 0.73 1.1 0.34
Pinteraction = 0.30 05 1 2

Favors rivaroxaban 2 mgBID  Favors control

PuBapoKcabaH y nauueHTOB C KOPOHAPHOI 60s1e3HbIO He CHMXaeT obLyio
N cepAeYHO-COCYAUCTYIO CMEPTHOCTb, HO YMEHbLUAET YacTOTYy MHCY/IbTOB,
UHPAPKTOB MMOKapAa NPy BO3pacTaHUU PUCKa KPOBOTEUEHMUA

MeTtaaHanus

Khan S, et al. Efficacy and safety of low dose rivaroxaban in patients with coronary heart disease: a systematic review and meta-analysis. ] Thromb Thrombolysis. 2020;50:913-20.



PuBapokcabaH y naumeHToB C KOPOHAPHOWN 6ONE3HbIO

A Any High-Risk Feature - REACH B
(22VB, eGFR <60, Hx of HF) No High-Risk Feature - REACH
o 0.15 = 0.15 -

BbICOKUU pUCK:
[ ] 22 COCVAMCTb'X 6a Ccel‘;‘ Ha ARR at 30 months: 3.64 (2.08, 5.21) ARR at 30 months: 1.09 (0.02, 2.17)
u CH Aspirin ra'"-

0.10 - ot 0.10 -
= [unabet o

‘J

= pCK®d <60 ma/muH

0.05 4 Riva 2.5 + Aspirin 05 Aspirin ="
FEa

0.0 0.0 4
l:) 12IM ZL;M BC;M E) 12IIVI 24I-M 3CIIM
R+A 4,586 3,881 1,821 997 4,566 4,002 2,076 1,204
A 4,594 3,811 1,795 973 4,532 3,965 2,050 1184
Mpegynpexxpgaet 33 CC3 Mpegynpexgaet 10 CC3

+ 1 KpoBoTeyeHume Ha 1000 naumeHTOB + 4 KpoBoTe4yeHunA Ha 1000 naumeHTOB

PuBapokcabaH c acnupuHom 6onee apdpeKTuseH y naumeHToB BbICOKOro PUCKa

COMPASS

Anand S, et al. Rivaroxaban Plus Aspirin Versus Aspirin in Relation to Vascular Risk in the COMPASS Trial. ) Am Coll Card. 2019;25:3271-3280.



Study
ID

SAPT vs. SAPT

Study
D

SAPT vs. SAPT
DAVID
Subtotal

DAPT vs. SAPT
CHARISMA
PEGASUS-TIMI 54

TRACER
Subtotal

OAC vs. SAPT
COMPASS (Riva vs. Asp)
Subtotal

OAC + SAPT vs. SAPT
COMPASS (Riva + Asp vs. Asp)
Subtotal

Overall (l-squared = 0.0%, p = 0.959)

Py E

i

AHTUKOArynsaHTbl Npun 601e3HU NepuPeprndeckmnx apTepun

Limb Amputation

Limb Revascularization

mare intense treatment

Major Bleeding

i
DAVID %o—L

EUCLID
Subtotal

DAPT vs. SAPT
CHARISMA
PEGASUS-TIMI 54
TRA2P-TIMI 50
Subtotal

OAC vs. SAPT
COMPASS (Riva vs. Asp)
Subtotal

OAC + SAPT vs. SAPT
COMPASS (Riva + Asp vs. Asp)
Subtotal

Overall (-squared = 40.5%, p = 0.121)

T T T
1 2 5 10
less intense treatment

%
RR (95% Cl)  Weight

0.14(0.02,1.16) 2.71
1.04 (0.80, 1.35) 42.15
0.99 (0.76, 1.27) 44.86

0.97 (0.57, 1.65) 10.44
1.23(0.38, 3.96) 2.01

1.39 (0.84, 2.29) 10.07
1.18 (0.83, 1.67) 22.51

1.57 (1.07, 2.30) 16.30
1.57 (1.07, 2.30) 16.30

1.61(1.10, 2.35) 16.33
1.61(1.10, 2.35) 16.33

1.23 (1.04, 1.44) 100.00

% Study %

RR (85% Cl) Weight D RR (95% Cl) Weight
SAPT vs. SAPT |

1.00 (0.25, 4.00) 3.93 EUCLID + 0.95 (0.87, 1.04) 50.80

1.00 (0.25, 4.00) 3.93 Subtotal o 0.95 (0.87, 1.04) 50.80
DAPT vs. SAPT

0.71(0.34, 1.48) 16.73 CHARISMA — 0.74 (0.53, 1.03) 4.50

o e B o ]

057 (0.17,1.94) 6.90 g {0.75,0.97)
TRAGER —— 0.90 (0.59, 1.38) 2.40

0.86 (0.36, 1.22) 24.90 !
Subtotal < 084 (0.75,0.93) 32.04
OAC vs. SAPT i

0.6610:40,1.11) 3554 COMPASS (Riva vs. Asp) = 0.79 (0.63, 1.00) 8.57

0:08(0:40, 3:11) 8554 Subtotal <4 0.79 (0.63, 1.00) 8.57
OAC + SAPT vs. SAPT 1

0.52(0.30, 0.91) 35.62 COMPASS (Riva + Asp vs. Asp) —.— 0.77 (0.61, 0.98) 8.59

0.52(0.30, 0.91) 35.62 Subtotal <> 0.77 (0.61, 0.98) 8.59

0.63 (0.46, 0.86) 100.00 Overall (I-squared = 8.1%, p = 0.367) [ 0.89 (0.83, 0.94) 100.00

T T T T T T T

A 3 571 2 5 10

more intense treatment less intense treatment

UHTeHCcMBHAA aHTUTpomboTUUecKana Tepanus
Y NALUEHTOB C aTEPOCK/IePO30M HUMKHUX

KOHEUYHOCTEWN CHUXKAeT PUCK aMmnyTauum n
peBacKynapuU3aLmii, HO Yalle KpoBOTeYeHUA

1 LA | 2 5 10
more intense treatment less intense treatment

Savarese G, et al. Antithrombotic therapy and major adverse limb events in patients with chronic lower extremity arterial disease. 2020 Apr 1;6(2):86-93.



PuBapoKcabaH npu ocTpom KOPOHaPHOM CUHAPOME
ATLAS ACS 2-TIMI 51

Figure 6: Hazard ratio and 95% Cl for CV Death/MI/Stroke over Time (OT+30d) (stratum 2)
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Figure 5; Prespecified Net Clinical Benefit Analysis over Time (stratum 2} (OT+30d)
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background of dual antiplatelet therapy in the ACS setting.

efficacy endpoint, in particular as it relates to informative censoring.

Issue 1: Marginal strength of evidence for the primary efficacy endpoint.

Issue 2: The impact of the amount of missing data on the interpretation of the primary

Issue 3: A lack of supporting data with other anticoagulants (particularly apixaban) on a

#T

s

Issue 4: A lack of internal consistency between the two rivaroxaban doses. | -/gDEPART‘IE‘TOFHEALTHmﬂ"mSF—R"ICES

L

FDA

NDA 202439/s002

Food and Drug Administration
Silver Spring MD 20993

[ APPEAL DENIED ]

Food and Drug Administration. FDA Briefing Document Cardiovascular and Renal Drugs Advisory Committee Meeting, January 16, 2014.

Mega J, et al. Rivaroxaban in patients with a recent acute coronary syndrome. N Engl J Med. 2012;366(1):9-19.



CTaTUHbI NPUN HEODBCTPYKTUBHOM KOPOHAPHOMN Hone3HM

MI and All-Cause Mortality

No CAD Nonobstructive CAD + CACS 0-99
100 4
90 :
_. 80+
s NNT =92 NNT = 36
E 70
o
a
g Nonobstructive CAD + CACS 100-399 Nonobstructive CAD + CACS 2400
& 1004
£
g
* 90
801 NNT=24
70 - \
0 2 4 6 80 2 4 6 8

Follow-Up Time (Years)
Statin Therapy: —— Therapy --- No Therapy

Puck UM n obwier cmepTHOCTM Y NAaLUEHTOB C HEOBCTPYKTUBHOU KOPOHAPHOM

60ne3Hblo (<50% cTeHO03a) NPAMO CBA3aH C aTEPOCK/IEPOTUYECKO Harpy3Kou.
Monb3a cTaTUHOB NPOMNOPLMOHA/IbHA aTEPOCK/IEPOTUUYECKOM HarpysKe.

@vrehus Kristian A, et al. Reduction of Myocardial Infarction and All-Cause Mortality Associated to Statins in Patients Without Obstructive CAD. JACC: Cardiovascular Imaging. 2021.



XonectepuH JIHI1: HuXKe - nydwe

o
c‘\; CC3 Obuwana cmepHOCTb UHpapKT MMOKapaa
0
= 30-
2 204
o 30-
T
§ 20~ 151
g 20~
E 10 -
(= 104
2 104 5+
(4+]
I
v
S 0+ 0+ 0-
<4 9 3 6 9 0 3 6 9 0 3 6 9
loap!
CHuxeHue XC NMNH
= < (.36 mmol/L === 1.17 mmol/l - 1.85 mmol/L — 0.36 - 1.17 mmol/L - > 1.85 mmol/L

bonbwee cHuxkeHune XC JIHIM nocne uHpapKTa mMnMoKapaa

YMeHbLUaeT PUCK CMEpPTU U cepaeUyHO-COCYAUCTbIX 6onesHel

Schubert J, et al. Low-density lipoprotein cholesterol reduction and statin intensity in myocardial infarction patients and major adverse outcomes: a Swedish nationwide cohort study. Eur Heart J. 2021;3:243-252.



beTa-6n0KaTopbl NpU CTabUNbHOW KOPOHAPHOW HOoNE3HMU

Hazard Ratio Hazard Ratio
A _ Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Bangalore et al, 2012 0131 D0551 261% 1.14[1.02,1.27] il
Bunch etal, 2005 01744 01387 141% 0.84 [0.64,1.10] —
lietal, 2013 -0.0943 02477  B.A4% 0.91 [0.56, 1.48] T
Motivala etal, 2016 -0.0583 D.0297 29.5% 0.94[0.88,1.00] b
Ozasaetal,2013 0.392 01751 10.6% 1.48[1.05, 2.09] -
Tsujimoto et al, 2017 01222 01453 13.4% 1.13[0.85,1.50] ™
Total (95% CI) 100.0% 1.05 [0.91, 1.20] *
Heterogeneity: Tau®= 0.02; Chi*= 16.81, df = 5 (P = 0.005); = 70% In.m 0?1 1’9 100’

Test for overall effect Z= 063 (P=0.53) Mo Beta-blocker Beta-blocker

Hazard Ratio Hazard Ratio
B. Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI
Bangalore et al 2012 0.2151 01579 49% 1.24[091,1.69) 2012
Ozasaetal 2013 0.3716 0.1999 31% 1.45[098 215 2013
Motivala et al 2018 0 0037 892% 1.00[0.93,1.08] 2016
Tsujimoto et al 2017 0157 0.2069 29% 117[0.78,1.76) 2017
Total (95% Cl) 100.0% 1.03 [0.96, 1.10]
Heterogeneity: Chi®=5.32, df= 3 (P = 0.15); F= 44% ! t 1 t {
i - 0.01 0.1 1 10 100
Test for overall effect Z=0.75 (P = 0.45) Mo Beta-blocker Beta-blocker
Hazard Ratio Hazard Ratio
C. _ Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Bangalore et al, 2012 -0.1054 01139 B67.3% 0.90[0.72,1.13]
lietal 2013 -0.0943 02477 14.2% 0.91 [0.56, 1.48] ==
Ozasaetal 2013 0.3988 03302 B8.0% 1.49 [0.78, 2.85) S
Tsujimoto et al, 2017 0.0383 02888 105% 1.04 [0.58,1.83] T—t—
Total (95% CI) 100.0% 0.95[0.79, 1.14] ﬁ
Heterogeneity: Tau®= 0.00; Chi*= 2.21, df= 3 (P = 0.53); F=0% o 1 ] o o0

Testfor overall effect 2 = 0.52 (P = 0.60) N Dk Biscise: BeibiseEsr

bBeTta-610KaTOpbl HE CHUXKAIOT CeEpAEYHO-COCYAUCTbIE PUCKMU

npu ctabunbHO KopoHapHou 6one3Hu 6e3 npeawecreyowero UM mam CH

Arero A, et al. Meta-Analysis of the Usefulness of Beta-Blockers to Reduce the Risk of Major Adverse Cardiovascular Events in Patients With Stable Coronary Artery Disease Without Prior Myocardial Infarction or Left
Ventricular Dysfunction. American Journal of Cardiology. 2021;158:23-29.



Nurmnbutopnol ®/13-5 y naumeHTOoB C KOPOHAPHOM BOE3HbBIO

A All-Cause Mortality B Myocardial Infarction

1.00 - 1.00 -
0.75 1 0.75 1
0.50 0.50 1
0.25 4 0.25
0.00 4 0.00 1
o 1 2 3 4 5 6 7 8 9 10 1 12 o 1 2 3 4 5 6 7 8 9 10 1 12
Analysis Time (Years) Analysis Time (Years)
At risk: At risk:
== = = PDESI 16,547 15,259 13,885 12,273 10,532 8,971 7463 6,014 4,665 3,521 2355 1370 O == == PDESI 15.70014,308 12,903 11,286 9,566 8,042 6,586 5253 4,033 2,986 1,974 147 0
= Alprostadil 1,994 1,861 1,712 1529 1353 1,180 995 835 665 514 376 231 a = Alprostadil 1,885 1,731 1566 1,376 1,96 1,031 852 700 553 417 307 181 0
Log-rank test p <0.001 Log-rank test p <0.001

Mpuem nd3-5 accoynmnposanca co CHuKeHnem cmeptHoctu, UM, CH

N peBacCKynapmn3auum y My>XUMH C KOPOHAPHOMU 6onesHblo
WU 3PEeKTUNbHOU AUCPyHKLUUEN

Andersson Daniel P, et al. Association of Phosphodiesterase-5 Inhibitors Versus Alprostadil With Survival in Men With Coronary Artery Disease. ] Am Coll Card. 2021;12:1535-1550.



PeBacKkynapusaums NpoTuB MeanKaMeHTOoB

N 4-Year Hazard Ratio P-value
All-Cause Mortality Rate (95% € 0.332
Severe 2797 | O | 5.8% 0.83 (0.57, 1.21)
Moderate 1702 | O | 6.6% 0.89 (0.61, 1.30)
None/mild 606 o 9.1% ref
Myocardial Infarction 0.044
Severe 2797 | O i 9.4% 1.37 (0.98, 1.91)
Moderate 1702 I o | 10.2% 1.20 (0.86, 1.69)
None/mild 606 o 8.8% ref
Primary Endpoint 0.632
Severe 2797 } O | 13.7% 1.07 (0.83, 1.38)
Moderate 1702 } @ ] 15.1% 1.05 (0.81, 1.36)
None/mild 606 [0} 16.2% ref
T T
05 < Lower Risk ! Higher Risk —> 2

WUHBa3uBHOeE 1eyeHne cTabuabHOU KOPOHAPHOI 601€3HU YyMeHbLuaeT CTEHOKApAUIO,

HO He CHU3U1I0 CMEPTHOCTb Yepes 4 roaa B rpynnax c pa3sHoOM CTeENeHbo UWEMUU U
aTepocKknepo3a

ISCHEMIA

Reynolds H, Shaw L, Min J, et al. Outcomes in the ISCHEMIA Trial Based on Coronary Artery Disease and Ischemia Severity. Circulation. 2021;144:1024-1038.



3dPEKTMBHOCTb peBACKYNAPM3aLUN NPpU AnabeTe

C auabetom bes gnabeta
0.4 0.4
0.3 031 p=0.76
0.2 0.2

-
=

0.1

o
o

0.0

Ob6Lan cMepPTHOCTb, MHOAPKT MUMOKapAa

Y nauMeHTOoB € AMabeTomM TaKKe He CHU3MU/IaCb CMEPTHOCTb U YacTtota UM

nocne peBacKynapusauunm, Kak u nauumeHToB 6e3 guabeta

ISCHEMIA

Newman J, Anthopolos R, Mancini G, et al. Outcomes of Participants With Diabetes in the ISCHEMIA Trials. Circulation. 2021;17:1380-1395.



PEBaCKyfIle/BaLI,MFI npu NiemMu4yecKkomn KapanommonaTtuu

Patients with heart failure with reduced ejection o T E—
fraction and multivessel disease n = 2509 - revascularization strategy
§ s PCI
/ \ is
:° CABG
By
Coronary artery bypass graft Percutaneous coronary °
(CABG) n=1100 intervention (PCI) n = 1409 g1
('J 1 2 3 4 é é T 8 9 10
years
Odds ratio
Primary endpoint: : i . QE0 N =
All - cause mortality | = i OR 0.62; 95% CI 0.41-0.96; p = 0.031
1 .I 1
0.5 1 2 (V)
> A\ 4
Favors CABG Favors PCI SWEDEHEART

JlonrocpoyHasa BbIXXMBAaEeMOCTb NPU ULLEMUYECKOM cepAeyHON HeJ0CTaTOYHOCTU

¢ ®BJIXK <30% ny4ywe nocne WyHTUPOBaAHUA, Yem nocne YKB

SCAAR

Volz S, et al. Long-term mortality in patients with ischaemic heart failure revascularized with coronary artery bypass grafting or percutaneous coronary intervention: insights from the Swedish Coronary Angiography and
Angioplasty Registry (SCAAR). European Heart Journal. 2021;27:2657-2664.



KnaccndpurKaumsa KOPOHAPHbIX CTEHTOB

CTeHThl
Tpomb03 cmeHmMa
fonomeTannmnyeckme (BMS) Boigaenatowime aHTUNponnpepaTnBHbie |
pecmeHo3bl —» nnoemopHoe YKB JIERapcTBa (DES) 2 aHMuaepez2aHma

—

PacTBOpPMMbIN MOAMMEPHbIN
KapKac (BVS, BRS)

MeTannnyecknin Kapkac

CmeHmbl 2 MOKONEHUA : —

CToMKMM nonmmep PacTBOpMMbI Noanmep JNlekapcTtBo 6e3 nonnumepa
c nekapcteom (DP-DES) ¢ nekapcrsom (BP-DES) (PF-DES)

30mapornumyc, cuposuMyc,
38eposiuMycC



AHTUarperaHTbl NOC/e CTEHTOB 2 NOKO/1eHUA

HR [95%Cl]  p W?;n;om ™ B pg Pint
‘0

P2Y -l —(O 0.63 [0.45,0.86] 0.004 88.6  0.074 61.8 0.033 -
Major Bleeding Aspirin ——— 0.61 [0.30,1.26] 0.180 114 0 0 0409

Short DAPT —{— 0.63 [0.48, 0.83] <0.001 0.054 46.6 0.081

P2Y -l @ 1.19 [0.86,1.65] 0.302 7856 0 0 0495 .o
Stent Thrombosis Aspirin — 1.32 [0.65,2.69] 0437 214 0.059 12.8 0.318

Short DAPT - 1.21 [0.91,1.62] 0.196 0 0 0570

P2Y -l 0.85 [0.70,1.03] 0.091 757 0 0 o0s86 .o
All-Cause Death  Aspirin 1.03 [0.46,2.29] 0944 243 0.307 61.8 0.073 ’

Short DAPT 0.90 [0.73,1.11] 0.317 0.018 20.3 0.269

P2Y,,-l 1.05 [0.89,1.23] 0567 82.4 0 0 0424 -
Myocarmal Aspirin —t— 1.14 [0.81,1.62] 0.452 17.6 0 0 0656 '
Infarction

Short DAPT 1.06 [0.92,1.23] 0.403 0 0 0671

P2Y -l 108 [0.68,1.74] 0738 839 01334780105
Stroke Aspirin —— 0.87 [0.40,1.88] 0.721 16.1 0 0 0941

Short DAPT R = 1.04 [0.75,1.43] 0.825 0.029 12.8 0.330

| | | \

0.2 0.5 1 2 5
+—— SAPT DAPT —»

AAT 1-3 mec u moHoTepanua uirnburopom P2Y,,

He YBe/IMUUBAET PUCK TPOMOO3a CTEHTA U CHUXKAET PUCK KPOBOTEUYEHU M

MeTtaaHanus

Giacoppo D, et al. Short dual antiplatelet therapy followed by P2Y12 inhibitor monotherapy vs. prolonged dual antiplatelet therapy after percutaneous coronary intervention with second-generation drug-eluting stents: a
systematic review and meta-analysis of randomized clinical trials. European Heart Journal. 2021;4:308-319.



OnntenbHocTtb AT nocne CTeHTUPOBAHMA Y NAaUUEHTOB
C BbICOKMM PUCKOM KPOBOTEYEHUM

12%

105 ACK + knonugorpen

P=04
8% 4

6%
ACK

Death or MI

4%

P=0.26

2%

0% -
31-365 Days 31-90 Days

M 1-Month DAPT m 3-Month DAPT
12% 7

KDOBOTE"IEH We B Npownom

PHUCK KpoBOTEYEHMMA:
BonblHe KPOBOTEYEHNA 33 FO/
Wkana PRECISE-DAPT

P=0.012

- 8% |

6% 4

4%

BARC 2-5 Bleeding

2%

0% -
31-365 Days 31-90 Days

M 1-Month DAPT m 3-Month DAPT

CokpawieHue cpokos AT ¢ 3 A0 1 mec He yBennuymBaeT niiemmyeckme pUCKum,

HO CHMXXaEeT YacTOTy KPpOBOTEUEHUA

Valgimigli Marco, et al. Duration of Dual Antiplatelet Therapy for Patients at High Bleeding Risk Undergoing PCl. Journal of the American College of Cardiology. 2021;21:2060-2072.



LLIkanbl SCORE2 n SCORE2-OP ana nepsuiyHou npodpunaktnkm CC3

10-neTHUN PUCK cepaevYHO-COCYaNCTON CMEPTH,
MHAPKTA MUOKApA N MHCYANbTA.

Bo3pacT 40—89 net (onsa Bo3pacTa).
XonectepuH He-JIBI1.

CTpaHbl C HU3KUM, YMEepPEeHHbIM, BbICOKUM U OYEHb
BbICOKUM puckamum CC3.

BbicOKMI pUCK y naumneHTos 6be3 gnabeta n CC3: >7.5%
ana <50 net, >10% ana 50-69 net, >15% ana >70 ner.




10-neTHU pUckK

no wkane SCORE2

cepaeYHO-CcoCyanCTbIX COObITUI

HeBblCOKUMA
<50 neT: <2.5%
50-69 net: <5%

>70 net: <7.5%

J

BbiCOKUM
<50 net: 2.5-7.4%
50-69 net:5-9.9%
>70 net: 7.5-14.9%

-

J

OuyeHb BbICOKUM
<50 net: 27.5%
50-69 net: 210%
>70 net: 215%

: Jlerkaa npodunakTuKa A /yMEPEHHaﬂ npodunaKTUKa 1 [ AKTMBHaA NpoPUNaAKTUKA
XC THN <2.6 mmonb/n XC THN <1.8 mmonb/n XC THN <1.4 mmonb/n
Al 130-139/85-89 mm pT. CT. Al 120-129/80-84 mm pT. CT. Al <120/80 mm pT. CT.
HbAlc <7% HbAlc <6.5% HbAlc <6%
OOblYHbIe HArpy3Ku YMmepeHHble Harpy3ku NHTEHCMBHbIE HArpy3Ku
Oneta 6e3 nsnnwects Conb <5 r/cyT CpeanseMHOMOpPCKad
[ToOAMHEHACbIWEHHbIE }KUPbI anera
CTaTuHbl cpegHmne o3bl CTaTUHbI BbICOKME A03bl
CTaTUHbI + 33eTUMnNG
\ J J




KopoHapHaa 6onesHb X{ dnbpunnaumsa npeacepaunit

" ATEPOCKNEPO03 KOPOHAPHBbIX " Aputmna B dUBPO3HbIX NONAX
apTepun, CHabKatoLWKUX EBbLIN npeacepann.
Kenyaouek. = Tpurrepbl BHe 1eBOro Xenyao4dka.
" lwwemmna neBoro Xenygouka. = AGIALMA HE BAMUAET Ha
" PeBacKynapmsayma He yCTpaHAEeT KOPOHapHYo 6one3Hb.

apUTMHUIO.



AHTHMapUTMHU4YeckKkue
npenaparbl

KaTteTepHasn
abnauusa

KOHTpOb

TpUrrepos \\\\\‘ Jlevenve
bonesHen cepaua

/ N PAaKTOPOB PUCKA

Taxunapurmus

Coumel P. The management of clinical arrhythmias. An overview on invasive versus non-invasive electrophysiology. Eur Heart J. 1987;8(2):92-9.
Bayes-de-Luna A, et al. Risk stratification after myocardial infarction: role of electrical instability, ischemia, and left ventricular function. Cardiovasc Drugs Ther 1994;8(Suppl 2):335-43.



CuctemMHbIN NOAX0A: KOHTPOIb PAKTOPOB CEPAEUYHO-COCYANCTOrO
pucKa npu Ol

= (OTKa3 OT aIKOroNA U KypeHus. oncy
=  YMmepeHHble pU3NYECKne HarpysKku. | —l N,
= TunepTeH3ua: AN, BPA. _-— “"‘" | Hﬁ | | Eji‘;ijlij?‘fil
"  [UnepxonectepmuHeMUs: CTaTUHbI. ME . PH 34
= OxupeHue: bapmaTpuyecKkas Xmpyprua. e ) ominan
»  [uabet: HINT-2, aplMn-1. e =

=  CeppeyHasa HegocTaTtoyHOCTb: MAT®, BPA, aMKP, nHIIT-2
= ObcTpyKkTMBHOE anHO3 cHa: CPAP tepanus

KoHTposb KomopbuaHbix pakTopoB MOKET CHU3IUTb PUCKMU

cepaevyHo-cocyaucTbixX 3abonesaHunin u yacrotry pubpunnaumm npeacepani

O'Keefe E, et al. Prevention and Treatment of Atrial Fibrillation via Risk Factor Modification. American Journal of Cardiology. 2021;160:46-52.

Proietti M, et al. Relation of outcomes to ABC (Atrial Fibrillation Better Care) pathway adherent care in European patients with atrial fibrillation: an analysis from the ESC-EHRA EORP Atrial Fibrillation General Long-Term (AFGen
LT) Registry. EP Europace. 2021;2:174-183.



CnoXHoctn KoHTpona HCC: nauneHTKa b., 75 net
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Hem KopoHapHol
60s1e3HU, OuchyHKUUU
cepoua ¢c HOB/IM

Hem yonuHneHus QTc

Hem ducgyHKyuu
wWumosuoHoU xcesne3bl,
b6one3Heli neyeHu

JleyeHne npnuCTynos,
KOHTPO/1b TPUITEPOB

!

IC Knacc
MponadeHoH 150-300 mr 3 pa3a
dtayun3uH 50-100 mr 3 pasa

b

Il kKnacc
Cotanon 80-160 mr 2 pasa

!

Il kKnacc
AmnogapoH 800 mr 3 Hegp,
nanee 200 mr

:

KoHTposnb HCC
BeTta-6n0KaTOpbI, BEpanamun

Ceolicmea bema-baokamopa
Ceolicmea Xo0nuHOAUMUKA

Ceolicmea bema-bnokamopa
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yacTeTa CTUMynAWMM Bykaawero Kepea, My

Puc. 3. Bauanue smauusuna na unmepea PP na gone
CINUMYAAYNT BAYHCOAIONUE20 HEPEA € PASTHYHON
qACIMOmoli 6 ONBINMAX HA HAPKOMUHPOSAHHBIX COOAKAX

(n=3).

Monosa E. M., u ap. BecTHnK aputmonormn. 2005;37:57-61.



MNayneHT B., 49 net nocne nHdapKTa MMoKapaa

) , 49 ner, waxonwncs na nevernn ¢ 08,11, 1o 24.11.2016 roz
§¥;=1;1120I5; HBC. Q uudaprr muorapaa nepeane-Gokonoii obanern JIR o1 05.11.16. Mil 1-2 1.
11-2cr.
AprepHaibhast runeprensus 2 erenenn, 3 craans, puer 1V( HBC, UM, MUK, OJL,BOSPACT,
ancanmuaemus) XCH ITA @K L JIucannamesis.
')fl;l'[ 2 et ( CK® 86 ma/mun/1.73 ). Xponnuecsas UMBII, obocTpenie,

IxoKI 09.11.2016 2,.

Tao AT TN |IOK | KPue | KCPyc | @B S% YO TN D3Ik
134 |41 (34 (32 |54 (43  J40 [29 | |13 |18

Kaanauusiii anoapar

Ao K, ynnorne
Murp Ka, asiae
3OHBI FHIIO-AIILY
nepesieit, HoKox
BYJIA 116 mfc

Tun Hanojanenu
Tun eeiipoca 1
Iorokn perypri
Faraouenme: |/
OOKOBOH CTEHKH
[Cuneprpodua M
HENOCTATOYHOCT

151002 — 3xokapauorpadpus
Jdara npoBeIeHHs HCC/IeJ0BaHHA (Kunc]m:brau;im): 30.01.2017

Jlata dopMHpOBaHHS 3aKTIOYHTEILHOTO MpoToKoIa: 30.01.2017

HanpaBHTeIBHEI JHATHO3:
O6cieroBaHHe,

Anmapart:Toshiba Aplio 500

Omucanue:

Poct: 175 cM. Bec: 92 kr. ITI1T: 2.08Mm2,

AOpPTa Ha YPOBHE CHHYCOE BalkcajibBEI 3.4 CM.

JleBoe mpefcepfHe 3.6 X 4.5 cM, B UeThIpeXKaMepPHOM Mo3HIHH. O6LeM JIeBoro Ipeicepaus 53 Mir. MHaeKe 06bemMa
JITI 25.48 /M2, TIpaBoe nipesicep/He 4.5 X 4.7 cM, B UeTEIPeXKaMePHOH MO3HIHH .

[paBeni xeaymodek (B-pexcum) 2.8 oM, B MapacTepHaJILHON mosuHipan. TomuHa MHoKap/ia IDK B EacTouy|
0.25 cMm.

Bpems yckopeHus B JIA 142 mcek. CHCTO/IMUecKoe aBjieHHe B TK 29 MM PT.CT. TI0 TPHKYCITH/IATEHOM Peryp-
THTalMH. [IpH3HaKH JIETOYHOH IHIIEPTeH3HH He BBISIBJIEHEL

Jessrit xxenypodex: KJIP: 5.1 cm. KCP: 3.8 em. KO 124 mur, KCO 61 ML

TosmmuHa MHoKapaa JIK B gracrouay 0.85 cM. MMJIK: 151.84 rp. UMMUIDK: 73.00 rp/M2.
Cucromayeckas gymxums JUK (metoj Tefixroabifa): YO 62 mur. $B(50 %, MeTox Cumiicona YO 60
Tumn BelGpoca 1.14 Mjc, HOPMOKHHETHYECKHH.

%
$B 28




dHananpwun Cakybutpun+sascaptaH

TUTpoBaHme 20x2 TnTposaHue 200x2

®pakuuna BbIBpoca NeBoro wenyaodka, %
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P pakuua Bbibpoca NeBOro }enyaouKka MOXKeT CyLLLeCTBEHHO

MEeHATbCA No4 sBanAaHUem nedeHna uan npouecca 6onesHun
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