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JInwHwe npenaparsol

J AcnunpuH, ctatuHbl 4Ns nepBUYHOU
NpoMMNaKTUKN NauneHToB HU3KOro pucka

J Heunpo- n kapgnometabonuyeckne npenaparhbl

 lNpenapatbl kanua, marums, omera-3-INH>XK, BAL,
doutoTepanuns
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CTtaHAaapTM3nNpoBaHHble KO3GPULMEHTDI
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CtaHOapTU3NPOBHHLIN KO3hhMLUMEHT oOLLEen CMEePTHOCTHU
B MockBe HMxe B 1.7 pa3a

Bensanos ®.U., Camopoackas W.B., MNMorogaesa C.B., 2016; PocCTart, UpkyTtcCTtar
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[TpuunHbI CHUXKeHnAa cmepTtHocTh oT UBC B CLLA

[Opyrne ¢pakTopbl
NleyeHune UBC

MeaoukameHTbl
PeBackynsapusauymsa
Peabunutaunsa

KoppeKuma
dbaKTOpOB PUCKaA

[MnepTeH3ua
KypeHune
Jducnnnnoemus
dunsndeckne Harpyskm

Ford E.S. et al, 2007



CueHapuu npexaeBpeMeHHON CMepPTHOCTH
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Risk Factor Scenarios
—— Scenario if risk factors continue current trend
= Halt the rise in fasting plasma glucose
Halt the rise in elevated BMI
— Reduction in prevalence of elevated systolic blood pressure by 25%
—— Reduction in prevalence of smoking by 30%

—— Scenario if all risk factor targets are achieved in 2025

AHA/WHF, 2016
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Hobbs FDR, et al. The Lancet.387(10035):2323-30.



@ 2016 European Guidelines on cardiovascular
disease prevention in clinical practice

The Sixth Joint Task Force of the European Society of Cardiology
and Other Societies on Cardiovascular Disease Prevention in
Clinical Practice (constituted by representatives of 10 societies
and by invited experts)




Knaccugukauma puckos

Puck

OyeHb BbICOKUM

Bbicokuu

XapaktepucTtuka

XC-JMHN

ATepocknepoTtmnyeckune 6onesHu

[unabeT c nopaxeHnem opraHoB unu >OP
CK® <30 mn/MuH/1.73 m?2

SCORE >10%

<1.8 mmonb/n
>50% ecnn 1.8-3.5 mmonb/n

XornectepuH >8 MMOonb/n
Al 2180/110 mm pT. CT.
[nabet

CK® 30-60 mn/MuH/1.73 m?2
SCORE 5-9.9%

<2.6 mmonb/n
>50% ecnun 2.6-5.1 mmonb/n

SCORE 1-4.9%

<3 Mmmonb/n

SCORE <1%

<3 Mmmonb/n




Tabnuubl puckos
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Banunounszauna SCORE-HDL

Table 3 Predictive performance of original SCORE and new SCORE-HDL models for fatal CVD in the target population
(cut-point: 5% 10-year risk of fatal CVD)

Model comparison NRI (%) ASensitivity (%) ASpecificity (%) Sensitivity (%) Specificity (%) c-Statistics PIO® HL—Xh

Men and women

SCORE Ref Ref Ref 42 91 0809 5.0 237

SCORE-HDL =12 (P=002) —16(F=0002) +4(P=00001) 26 95 0B0B(P=054 36 148
Men

SCORE Ref Ref Ref 49 83 0736 49

SCORE-HDL =7(P=023) =13(P=001 47 (P=00001) 36 90 0733(P=085 40
Women

SCORE Ref Ref Ref 235 97 0850 55

SCORE-HDL =21 (P=007) —24(FP=004) 42 (P = 0.0001) 0 99 0837 (F=081) 31

NMpumeHeHue mogenn SCORE-HDL He yny4ywuno
pa3rpaHu4yeHue rpynn pucka

30824 eBponenues
Copenhagen General Population StUdy Mortensen MB et al. European Heart Journal 2015;36:2446-2453.



[Tapagokc oXnpeHus

[ Mapagokc oXXupeHust yCTHOBMNEH Npu 3aboreBaHUsIX
cepaua (MBC, YKB, CH, ®I1, rocnutanbHaga octaHOBKa
cepaua, nHeynet, Xbl'1, nndpekuna H.pylori,
BHEDONbHNYHAS MHEBMOHUS)

1 He cnenyet yBenunuuBaTtb Maccy Tena

J BaxHoe 3HadyeHue mMeroT Ppmnsnyeckme Harpysku



duanyeckasa akTMBHOCTb

d 150 MuH B Hegento yMepeHHbIX Unn 75 MuH
MHTEHCUBHbIX a3PO0OHbLIX Harpy3o0kK

J JononHuTenbHaga nornb3a — nocteneHHoe
yBenuyeHne ymepeHHbix Harpy3ok 4o 300 muH,
MHTEHCUBHbLIX — A0 150 MUH

J PaBHOmMepHO, 4-5 pa3 B Heagernto,
npeanoyYTuTernbHee exeaHeEBHO



Knaccngukaums Harpy3ok

MHTEeHCUBHOCTb MET Harpyska %4CC Pa3roBopHbIn
Max TeCT
<

Nerkme 11-29 [Mporynku <4.7 km/y, nerkag 50-63

aomaluHsa paborta

[Mporynkun 4.8-6.5 KMm/\,

MeaneHHo Ha Benocunene (15 bbicTpoe Apixanue,
YMepeHHble 3-5.9 64-76 | roBoput

KMm/4), Nblniecoc, paboTta B caay,

npeanoXxXeHnamMm

TaHUbl, BOAHas aspobuka

Ber, 6bICcTpo Ha Benocunene Tskenoe gbixaHue,
UHTEeHCUBHbIe =0 (>15 km/4), Tkenas paboTa B 77-93 | HENb3s1 KOMMOPTHO

capy, nnasaHue

FOBOPUTb
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[neta

HacbliweHHble xupbl <10%

TpaHc-xkupbl <1%

Conb <5 r/cyT

30-45 r BONOKOH (LiefIbHO3epHOBbIE NPOAYKThI)

2200 r pyKTOB

=200 r oBoLen

Pbiba 1-2 pa3a B Hegernw, OAuH pas XupHas

30 r HeconeHbIX OpPeEXoB

Ankoronb go 20 r/cyt gna myx4unH, 10 r/cyT ons XXeHLWwmH
Cnagkue HanuTKn HexXenaTenbHbI



MegunkamMeHTbl

O AcnupuH He pekoMeHayeTCs B CBA3U C MOBbILLEHNEM PUCKa
KpOBOTEYEHUN

d CTaTuHbI

SCORE XC JTHN, mmonb/n
1.8-2.5

<1%

1-4.9%

5-9.9%

>10%

B - o6pas xun3Hu - 06pas Xun3HN — cTaTuHbl [ - 06pas XM3HW + CTaTUHBI



2016 ESC Guidelines for the diagnosis and
treatment of acute and chronic heart failure

The Task Force for the diagnosis and treatment of acute and chronic
heart failure of the European Society of Cardiology (ESC)

2016 ACC/AHA/HFSA Focused Update on New Pharmacological
Therapy for Heart Failure: An Update of the 2013 ACCF/AHA
Guideline for the Management of Heart Failure




CH ¢ Hu3kon ®B CH ¢ npomexyTtoyHon ®B CH ¢ coxpaHeHHon ®B
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AnypeTnku
WKL npn ®B <35%
unu cumntomHon KT
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NHrmbuTtopsl
aHrMoTeH3nHa-
HenpunuanHa
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Ao,
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CoxpaHeHne CUMMNTOMOB,
®B <35%

A 4

aMKP
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CoxpaHeHue CMMMNTOMOB,
®B =35%

.

CPT npw BHIT
QRS 2130 mc

NBabpaguH
npn YCC =70

A 4

[ CoxpaHeHMe cMMnTomMoB

y

AuvrokcuH, rmgpanasni/VICOH,
nomoLuHuku JK, TpaHcnnaHTauma cepaua




Cakybutpun/sBancapraH

d Cakybutpun/BancapTtaH pekomeHayeTcst kak 3ameHa MAIN® anga
OanbHeunLwero CHMXeHnsa pucka rocnutanundaumm ¢ CH n cmeptu y
amOynaTopHbIX NAaUMEHTOB, Y KOTOPbIX COXPaHAKTCS CUMMATOMBI,

HEeCMOTpst Ha onTumarnbHoe nedeHne MAIN®, beta-bnokatopamm u
aMKP (ESC).

Y naumenToB ¢ xpoHuvecknmu cumrntomamm CHHOB |I-1ll K, koTopbie
nepeHocaT MAID nnn BPA, 3ameHa Ha MHTIMBUTOP aHIMOTEH3NHA-
HenpunmM3anHa pekoMmeHayeTcda anga ganbHenLWwero CHUXXeHNA
3abonesaemocTtn n cmeptHocTn (ACC/AHA/HFSA).



Llenesble A03bl NpenapaTos

Starting dose (mg) | Target dose (mg)

ACE-I

Captopril* 6.25tid. 50 tid
Enalapril 25 bid. 20 by
Lisinopril® 25-50 0d 20-35 od.
Ramipril 25 0d. 10 od.
Trandolapril 0.5 0d. 4 od.
Beta-blockers

Bisoprolol 1.25 od. 10 o.d.
Carvedilol 3.125 bid. 25 L‘J.i.{1
Metoprolol succinate (CR/XL) | 12.5-25 o.d. 200 od.
Nebivolol® 1.25 od. 10 o.d.
ARBs

Candesartan 4-8 od. 32 od.
Valsartan 40 b.id. 160 b.id.
Losartan®* 50 od. 150 o.d.
MRAs

Eplerenone 25 od. 50 o.ci
Spironolactone 25 od. so M
ARNI

Sacubitril/valsartan 49/51 b.id. 97/103 bid.

If—channel blocker

Ivabradine 5 bid. 75 bid




OrpaHunyeHune conun n rocnmtanmsaumm c CH

CMepTbs unu rocnuTanuzaudum ¢ CH
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OrpaHnyeHue conu <6.4 r/cyT noBbIWaeT 4YacToTy
rocnutanusaumm ¢ CH (runoHatpuemunn?)

HART

Doukky R, Avery E, Mangla A, et al. Impact of Dietary Sodium Restriction on Heart Failure Outcomes. JCHF. 2016;4(1):24-35.



[ocnuTanbHaga NneTanbHOCTb
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O6uwas cmepTHOCTb CepaeyHasi CMepTHOCTb

MMnoHaTpuemus (<135 mmons/n) y 12% nauneHTOB.

Sato N, et al. The American journal of cardiology. 2013;111[7]:1019-1025.



OrpaHu4yeHune conm B peKomeHaaumax

ACC/AHA

These limitations make it difficult to give precise recommendations about daily sodium intake and
whether it should vary with respect to the type of HF (e.g., HF¥EF versus HFpEF). disease severity (e.g.. NYHA
class). HF-related comorbidities (e.g.. renal dysfunction). or other characteristics (e.g., age or race). Because of
the association between sodium intake and hypertension, LV hypertrophy, and cardiovascular disease, the AHA
recommendation for restriction of sodium to 1.500 mg/d appears to be appropriate for most patients with stage A
and B HF (387-392). However, for patients with stage C and D HF. currently there are insufficient data to
endorse any specific level of sodium intake. Because sodium intake is typically high (>4 g/d) in the general
population. clinicians should consider some degree (e.g.. <3 g) of sodium restriction in patients with stage C and

D HF for symptom improvement. /o mosiBaenust CH: <3.8 r cosiu, mpu CH: <7.6 r cosiu

ESC
Diet and alcohol + Avoid excessive fluid intake. * Individualize information on fluid intake to take into account body
* Recognize need for altered fluid intake such as: weight and periods of high heat and humidity. Adjust advice during
=  Increase intake during periods of high heat and periods of acute decompensation and consider altering these
humidity, nausea/vomiting restrictions towards end-of-life.
=  Fluid restriction of 1.5-2 L/day may be considered in | + Tailor alcohol advice to aetiology of HF; e.g. abstinence in
patients with severe HF to relieve symptoms and dleohalic cardiomyopathy.
congestion. = Mormal alcohol guidelines apply (2 units per day in men or | unit per
+ Monitor body weight and prevent malnutrition. day in women). | unitis 10 mL of pure alcohol (e.g. | glass of wine, /2
» Eat healthily, avoid excessive salt intake (=6 g/day) and pint of beer, | measure of spirit).
maintain a healthy body weight. = For management of obesity (see Section 11.15).
+ Abstain from or avoid excessive alcohol intake, especially
for alcohol induced cardiomyopathy.




Basoaunatatopbl/HuUTPaThl U CH
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Causes of death, US, 2013 EErrmrs s
medical erroris the
3rd most common

cause of death in the US

Heart All causes
disease

611k 2,597k

Suicide
41k

Motor . .
vehicles Firearms
34k 34K

© 2016 BM] Publishing group Ltd.
However, we're not even counting

this - medical error is not recorded Data source:
on US death certificates http://www.cdc.gov/nchs/data/
nvsr/nvsré4/nvsré4_02.pdf

Fig 1 Most common causes of death in the United States, 2013°

Makary MA, Daniel M. Medical error—the third leading cause of death in the

US. BMJ. 2016;3583.



[Mpobaembl KOMOPOMAHOCTH

 lMNoBbIlWEHNE pucKka ANAarHOCTUYECKMX OLLMDOK
d lNonudpapmakoTtepanus

J CrnoXHocTb y4yeTa BNnUaHNSa MeankamMeHTOB Ha
KOMOPOUOHbIE COCTOSAHUE
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OPDEKTUBHOCTb NMonnTabreTok

Overall adherence

40-

30+

20+

10+

Adherence to Indicated Medications, Mean (95% Cl), %

Relative risk, 1.36; 95% Cl, 1.30-1.43; P<.001

0_

Baseline 6 12 18 24
Study Month

MonnuTabneTkn NOBLIWAKT NPUBEPXKEHHOCTb

UMPIRE Thom S, et alJAMA. 2013;310(9):918-29..



OPDEKTUBHOCTb NMonnTabreTok

(A) Primary Outcome (ITT) (B) Morisky-Green (20)
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NMonutabneTkn NOBLIWAIOT NPUBEPXKEHHOCTb

FOCUS Castellano JM, et al. J Am Coll Cardiol. 2014;64(20):2071-2082.



OPDEKTUBHOCTb NMonnTabreTok

Analysis 1.1. Comparison | Mortality, cardiovascular events, and adverse events, Outcome | All-cause
mortality.

Review: Fixed-dose combination therapy for the prevention of cardiovascular disease

Comparison: | Mortality, cardiovascular events, and adverse events

Outcome: | All-cause mortality

Study or subgroup Experimental Control Risk Ratio WWeight Risk Ratio
/M n/MN M-H.Fixed,?5% Cl M-H Fixed,35% Cl

CRUCIAL 2011 51779 2/682 = 124 % 2197043, 11.24]
UMPIRE 2013 17/1002 15/1002 I 87.6 % L13[057,226]
Total (95% CI) 1781 1684 100.0 % 1.26 [ 0.67, 2.38 |

Total events: 22 (Experimental), 17 (Control)
Heterogeneity: Chi* = 0.53, df = | (P = 0.47); I* =0.0%
Test for overall effect: Z = 0.73 (P = 047)

Test for subgroup differences: Not applicable

0.01 0.l I 10 100

Favours experimental Favours control

NMonutabnetku cHuxaroT AlLl, XonecTtepuH, HO He
CMepTHOCTb, CC cobbiTuUA UnNn nobouHble addeKkTbl

de Cates AN, et al. Cochrane Database Syst Rev 2014;4:CD009868.



MHoroueneBble npenaparthbl Npu
CC 3aborneBaHusax

NBC Ar o Aunaber X6 CH HXKBN O"‘"ge““
MATN®, BPA + +++ + + ++ +++
aMKP + + + + tt
b-6nokartopbl +++ +++ ++ ++
PaHona3uH ++ + +
CTaTuHbI +++ + - + +
MeTdopmuH + +++ + + +
MuornutasoH + + + +++ +
MHI'T2 + +++ + +
AnnonypuHon + + + +




MAITP nnmn bPA?

MAN® EPA
CHHO®B +++ ++
Xnb +++ +
OunabeTt ++ +
UM ++ +

Heran BS. et al., Cochrane Database of Systematic Reviews 2012, Issue 4.

Xie X, et al. Am J Kidn Dis. 2016;67(5):728-741.



MAI® nnu bPA npu onabete

ACEls Consrol Risk Matio ARES Comtrol Risk Ratlo

Stidy or Subgroup Events Total  Events Total W-H, Random, 95% 1 Welght, % Study or Subgroup Events Total  Events Total M-H, Random, 95% CI Welght, %
Flaceho Placeba

ADVANCE study, 3 2007 408 5560 471 5571 0.ET {0.76-0.88) —-— 211 DIRECT-Prevent 1 study,? 2009 7 710 7 710 1.00 [0.35-2.84) B —— 17

Bauer et 31 1562 1 18 0 15 2.53(0.11-57.83) — . o1 DIRECT-Frotect 1 study,* 2009 7 351 B 851 0,88 (0.32-2.40) —_— 18

DIABHYCAR seudy, ™4 2004 334 2443 324 2469 1.0 (0.50-1.20) —— 186 DIRECT-Pratect 2 study, ™ 2008 37 345 35 953 1.06 (0.67-1.67) ——— 16

HOPE study,® 2000 156 1808 248 1769 0.77 (0.65-0.82) —a— 17.1 IDNT (pleceba) study, 12 2001 87 578 a3 559 0.82 (0.70-1.20) — 16.3

Laffel et 2l *? 1955 1 70 [] 73 3.13 (0.13-75.48) —_— 0.1 IRM sty *2 2001 3 194 1 201 3.11 {0.33-29.62) —— a4

Lewls es al 25 1903 B 07 14 02 0.56{0.24-1.30) I N L7 ORIENT study, 57 2011 19 38E 0 2B 0.95 (0.53-1.75) PR 45

Nankervis et al ** 1938 a 17 3 14 0.12 {0.01-2.13} — 02 REMAAL S(L.jylii 2001 158 751 155 TED 1.03 (0.E5-1.28) —— 128

Farving e+ al,*4 1985 1 15 1 17 1.13 {0.08-16.55) — 02 ROADMAP study,'* 2011 26 1232 15 215 172 (0.51-3.24) = 43

FERSLIADE substudy, *® 2005 73 721 53 781 0.65 (0.64-1.14} —a 10.2 Subtotal 5654 6650 1.03 (0.59-1.18) < 593

Ravid et al,*® 1998 3 77 2 78 1.54 {0.26-8.96) —_— (7] Total Events 342 334

sanoet al, 45 1994 1 31 [] 31 3.00 (0.13-70.92) B —— 0.1 Heterogenelty: 12=0.00; y2=4.32, df=7, P=.74; R=0%

Subtoeal 10378 11021 0.59{0.73-0.99) < 7L Test for overall effect: 7=0.36, P=.72

Total Events 1026 1156

Heterogeneity: 7°=0.01; 37 =12.47, df=10, P=.25; I?=20% Active

Test for overall effect: =213, F=.03 CASE-J stutly,51 2010 a0 1011 49 1007 0.81 (0.54-122) —_— 90
Active DETAIL trial, * 2004 [ 120 [ 130 1.08 (0.36-3.27) —_—— 15

ABCD 520y, 7 1908 = 255 T 255 043025080 25 IDNT (active) study.!2 2001 87 578 83 567 1.03 (0.78-135) —— 156

Bakns et 2l, 40 1996 1 13 5 3 038 (0.05-2.89) 0: LIFE study,”® 2002 63 586 104 609 .63 (0.47-0.84) —a 14.6

CAPF? study, 292001 0 ECET 263 0,50 {0.30-0.85) - a1 Subtotal 2296 513 052 (0.62-1.09) == 4.7

DETAIL study, ™ 2004 g 130 £ 120 .82 (0.31-2.78) —_— . i) Total Events 198 42

FACET study, 1 1996 a 189 5 191 0.EL (0.22-2.86) — LE Heterogenatey: 19=0.04; §7=5.52, df=3, P=.12; P=40%

Fogar et a7 2002 3 102 1 103 0.76(0.17-3.30) — . 06 Test for overall effect: 7=1.38, P=.17

MIC-8study,” 2004 5 173 2 139 .68 (0.57-14.64) —_— 05

STOP-2 substudy, 2000 56 735 67 53 0.5 (0.66-1.22) — LT Total 5950 8963 0.94 (0.82-1.08) < 100.0

UKPDS 30 stdy, 3 1908 75 400 59 358 1.14 {0.83-1.55) —— 53 Total Events 540 576

subtatal 1791 1756 0.60 {0.60-1.08) e 288 Heterogenelty: 12=0.01; y3=14.01, df=11, P= 23; F=13%

Total Events 183 w9 Test for overall effect: 7=0.85, P=39

Heserogeneity: 12=0.06; 2= 13.26, df= 8, P=.10; [F=40%

Test for overall effect: 7=1.45, P=.15 a5 07 10 1§ 20

AREs Bester  Control Better

Total 12767 12777 0.67 (0.78-0.98) < 100.0 Risk Ratlo M-H, Bandom, 95%CI

Total Events 1209 1365

Heterogenelty: 79=0.01; 32 =25.79, df=19, P=14; 1?=26% ARB

Test for overall effect: Z=2.38, P=.02 *gwium,c

05 07 18 15 20 > RCEeLh
ACEls Better  Control Better
Risk Ratio M-H, Random, 95% C1 ACEI+ARB
ACEi

cce

-
i
DRi+ACEI e ~
\\_ -~ T—

DRi+ARB Placebo/control

DRisDiuretic”

Catala-lopez F. et al. PLoS Med. 2016;13:e1001971.
Cheng J, et al. JAMA Intern Med. 2014;174:773-85.
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A

Treatment comparisons

odds ratio [35% CI)

Kidney Failure
ACE ve. placabo — 061 [0.47, 0.79)
ACE! ve. placabo —{1— 0,55 [0.44, 0.67)
ARB vs. placebo —— 070 (.52, 0.89)
ARE v placebo —D— 082 [0.71, 0.94)
ACE] vs, actiwe conral —— 065 [0.51, 0.80)
ACEl ve. active condnal e 0,71 [0.67, 0.89)
ARB vs. active control —— 0.75 [0.64, 0.97)
AR vs. active control —1— 0,67 (0,55, 0.82)
ACEl v ARB — 0.8 (0,66, 1.15)
ACEl ve. ARE 1 0,85 [0.35, 2.09)
Active eontral va. placebe —— 0.92 [0.78, 1.24)
Cardieovascular avants
ACEl vs. placeba —- 0.B2 (0.71, 0.97)
ACEI ve. placebo o 0.84 [0.76, 0.93)
AAB v placebo —— 0.76 (0,62, 0.8%)
HAB v, placabo —{1— 0.81 (06T, 0.9%)
ACE] v, active contral —— 0.94 (0.75, 1.12)
ACE! vs. active control €+ 105 (0,54, 1.18)
ARB va. active conbiol —a 0.86 (0.70, 1.03)
ARB vs. acthve contl —— 081 (063, 1.04)
ACEl vs. ARE —.— 109 0.9, 1.319)
ACEl vs. ARE {1 0.92 (0.41, 2.07)
Active contral vs. placebo —— DAT (071, 1.06)

[ 1

B 1 2.5

C

Treatmant comparisons

Cardiovascular death
ALCEl va. placeba
ACE| ve._ placeba
ARB vs. placebo

ARE vs. placabo
ACEl ws. active contral
ACEIl vs. active control
ARE vs. active control
ARB vs. active control
ACE| va. ARB

ALCFEl v ARE

Actve contral vs. placebs

All-cause death
ACE! vs. placebo
ACE] vs. placabe
ARB vs. placaka

ARB vs. placebs
ACE ve. active contral
ACEl vs, actve condral
ARE vs. active conbrol
ARB vs. active conbrol
ACEl vs. ARB

ACH vs. AR

Active control va. placebao

odids ratio (95% C1)
— 068 (0,72, 1.09)
- 086 [0.75, 0.96)
—il— 1.12 [0.80, 1.58)
—10— 1.18 (086, 165)
—a—F 07T (051, 1.08)
1 0094 [0.53, 1.68)
—— 0.97 [0.66, 1.33)
—_—{ 0.2 (061, 137)
—— .80 (056, 1.14)
i =% 061 [0.10, 371)
—— 1.8 081, 1.72)
i 08T (074, 1.01)
-1 087 [0.76, 0.99)
085 [0.78, 1.21)
—E 1.03 [0.89, 1.21)
—a— 0,72 (0,53, 0.92)
—L— 0,69 [0.48, 0.99)
— 081 (061, 1.03)
—{ 0LB8 0.7, 1.10)
—— 0.90 (0.69, 1.17)
1 = 1.02 [0.36, 2.81)
T—8— 1.22 (0,53, 167
f T 1
& 1 146 25

Xie X, Liet al. Am J Kidn Dis.

2016;67(5):728-741..
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Analysis 1.1. Comparison | ARBs versus placebo, Outcome | Total mortality.
Reviewe  Angiotensin receptor blodoers for heart faiure

Comparisore | ARBs versus placebo

Outrome: Total mortaity
Study or subgroup ARE Flacabo Risk Wsight Fisk Ratio
i it H-H Fieed! M-H Foad 95%
| Patients with LVEF =40%
CHARM-Prasanved 3003 24471514 17Ns05 ELv s ]
|-PRESERVE 2008 4571067 AED0EI (2531 oo 4]
Subtotal (95% CI) 3581 3570 100.0 % LO0Z[0.93 1.12]
Total evarts: 639 (ARB), £73 (Pacebao)
001, df = | (F = 084k P =0.0%
Z =041 (P=047
<400
4125 029 I B — % L1402, 3873]
75 1126 S 0s %
STRETCH 1953 10633 121 I a— 05 % 133 [043, 3569 ]
ARCH-| 2003 48 Y4 — T 0y % 0&5[011,383]

Ecnu ybpaTb 2 cnoHcupyembix
Heny6rnMoKoBaHHbIX UCCea0BaHUN, CHUXEHNS
CMEPTHOCTU HeET.

Heran BS. et al., Cochrane Database of Systematic Reviews 2012, Issue 4.
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Kaplan-Meier survival estimate

ACEIvs. ARB, p=0.04
ARE vs. No RASI, p=0.01
ACEIvs. No RASL p<0.001
— ACEI (n=4425)

= ARE {n=2158)
— No RASI (1=2442)
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Years after discharge

Kaplan-Meier survival estimate

ACEIvs ARB, p=017

= ACEI({n=1634)
— ARB (n=1634)
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Years after discharge
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Survival Rate

O

Survival Rate

Landmark analysis at 2 years

1.00 ~
095
0.90
0.85
0.80  ACEIvS. ARB. p=0.002
: ARB vs. No RASL p=0.72
ACEIvs. No RASL p=0.004
0.75 +
—— ACEI (n=4425)
—— ARB (n=215§)
(.70 4 = NoRASI (n=2442)
T T
2 3 4
Years after discharge
Landmark analysis at 2 vears
1.00 5
0.95 -
0.90 -
0.85
0.80 -
(.75 4 ACEIvs ARB, p=001
= ACEI(n=1160)
0.70 4 —— ARBE (n=945)
2 3 4

Years after discharge

Hara M, et al. The American journal of cardiology 2014;114:1-8.
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11.10 Hyperlipidaemia

Elevated low-density lipoprotein cholesterol is uncommon in
HFrEF; patients with advanced HFrEF often have low concentrations
of low-density lipoprotein, which is associated with a worse progno-
sis. Rosuvastatin did not reduce the primary composite mortality/
morbidity endpoints in two large RCTs in patients with HF with
or without IHD, but it also did not increase risk, and may have re-
duced, hospitalizations.”®>**” Therefore there is no evidence to rec-
ommend the initiation of statins in most patients with HF. However,
in patients who are already receiving a statin for CAD, a continu-
ation of this therapy may be considered.

HeT nokasatenbcTB, YTOObl peKOMeHO0BaTh CTaTUHbI Y NauueHToB ¢ CH.
TeM He MeHee, ecnu NauMeHTbl yXKe nonyyatoT ctatuHbl npu NBC,
BO3MOXXHO NPOAOIMKEHNE Tepanuu.
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A Primary Quicome

B Death from Cardiovascular Causes

20— 9 Placebo
iy Placebe — &7
2 £ ]
2 154 E
] . 5 )
o Hazard ratio, 0.8_6 (_95.02% Cl, 0.74-0.99) - & Hazard ratio, 0.62 (95% Cl, 0.49-0.77) Empaglifiazin
s P-0.04 for superiority Empagliflozin £ 5 P=0001
z 10 E 44
% a
k 5 3
F 51 £ 21
14
0 T T T T T T T 1 a T T T T T T T 1
0 6 12 18 24 30 36 47 43 0 3 12 18 24 30 36 42 43
Month Month
No. at Risk Mo. at Risk
Empagliflozin 4687 4580 4455 4328 3851 2821 7359 1534 370 Empagliflozin 4687 4651 4608 4556 4128 3079 2617 1722 414
Placebo 2333 2256 2194 2112 1875 1380 1161 741 166 Placebo 2333 2303 2230 72243 2012 1503 1281 825 177
C Death from Any Cause D Hospitalization for Heart Failure
15— 7 Placebo
_ Placebo _
3 g
§ 10 £ 5]
o Hazard ratio, 0.68 (95% CI, 0.57-0.82) o It Hazard ratio, 0.65 (95% Cl, 0.50-0.85)
= P=0.001 Empagliflozin r- 44 p_p.oo? Empagliflozin
2 - s
W n 1
£ 5] §
= 2 2
& &
1]
0 T T T T T T T 1 0 T T T T T T T 1
0 6 12 18 24 30 36 47 48 0 6 12 18 24 30 36 42 4z
Month Month
No. at Risk No. at Risk
Empagliflozin 4687 4651 4608 4556 4128 3079 2617 1722 414 Empagliflozin 4687 4614 4523 4427 3938 2950 2487 1634 395
Placebo 2333 2303 2230 2243 2012 1503 1231 825 177 Placebo 2333 2271 2236 2173 1932 1424 1202 775 168

Zinman B, Wanner C, Lachin JM et al. Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 Diabetes. N Engl J Med 2015; 373:2117-2128.




[MpenapaTbl cyribOHUITMOYEBUHbBI U TUMOTTTNKEMUS

No with hypoglycaemia/total

Study DPP-4 Placebo Risk ratio Weight Risk ratio
inhibitors (95% Cl) (%) (95% Cl)

Low dose
Garber 2008 2/170 1/176 : 2.27 2.07(0.19t022.62)
Chacra 2009 33/248 27/267 —-1a— 60.07 1.32(0.82t02.12)
Pratley 2009 32/203 11/99 e 34,16 1.42 (0.75 to 2.69)
Seino 2012 0/105 1/103 ; 3.50 0.33 (0.01 to 7.94)

Total (95% Cl) 67/726 40/645 el 100.00 1.33 (0.92to 1.94)

Test for heterogeneity: ;{2:0.91, df=3,
P=0.82, I’=0%

Test for overall effect: z=1.51, P=0.13

Full dose
Hermansen 2007 27/222 4/219 . —=— 332 6.66(2.371018.71)
Lewin 2007 9/161 4/84 —-'—i— 4.33 1.17 (0.37 t0 3.70)
Garber 2008 6/169 1/176 : 0.81 6.25(0.76to 51.36)
Pratley 2009 19/198 11/99 —-—i- 12.08 0.86(0.431t01.74)
Chacra2009  37/253 27/267 o 21,64 1.45(0.91t0 2.30)
Kikuchi 2010 2/102 1/100 ; 0.83 1.96(0.18t0 21.28)
Owens 2011 180/792 39/263 —.— 48.23  1.53(1.121t02.10)
Seino 2012 2/104 1/103 i 0.83 1.98(0.18t0 21.51)
Barnett 2013 29/95 7143 —— 7.94  1.88(0.89t0 3.94)

Total (95% CI)  311/2096 95/1354 <> 100.00 1.66 (1.34 to 2.06)

Test for heterogeneity: x>=12.86, df=8, 01 02 05 1 2 5 10
P=0.12, I*=38% Favours DPP-4 Favours
Test for overall effect: z=4.61, P<0.001 inhibitors placebo
Test for subgroup differences: ¥?=0.99, df=1,
P=0.32, 1’=0%

Salvo F, Moore N, Arnaud M, et al. Addition of dipeptidyl peptidase-4 inhibitors to sulphonylureas and risk of hypoglycaemia: systematic review and meta-
analysis. BMJ. 2016;353.



[1lpenapatbl CynbOHUTMOYEBUHBI

Myocardial infarction
20

0.5

Hazard ratio (95% Cl) (log scale)
=
(=]
—
R
.
e

Congestive heart failure

by .

15

1.0

0.5

Hazard ratio (95% Cl) (log scale)

All cause mortality

T 20
m
®
g 15
= ¢ $
(=]
-3
- 10
e 2
s ?
[
-
& 05 %
§ o
E
& & & & &
o . " & = 2z =
é’b"‘i{ﬂ“ﬁ e‘t'ri@‘*\ \a‘s o ,5!?6 &
SN Ve & 2 g
-»%@é bﬁ'@d\ aF <« '\0% <€
'\c’c._,"‘ AT < & o9 &
T A o v o
& 4
& & B i * e
w W S g &
o) S & Ray
s & v &
Wy s <
R
@
D

Tzoulaki |, et al. Risk of cardiovascular disease and all cause mortality among patients with type 2 diabetes prescribed oral antidiabetes drugs: retrospective
cohort study using UK general practice research database. BMJ. 2009;339:b4731.
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-I1 Pioglitazone group
£ Control group

1.0=-

og4 P S :

0.6=
P=0.019 by Log-rank test

0.4+

Freedom from recurrent ATa

0.2

0.0

2 4 6 8 10 12 14 16
Months

Gu J, Liu X, Wang X, et al. Beneficial effect of pioglitazone on the outcome of catheter ablation in patients with paroxysmal atrial fibrillation and type 2
diabetes mellitus. Europace. 2011;13:1256-61.
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Survival Rate: Death

HUuKopaHAWUA U NPOrHO3

OACIS IONA
1.00 Treated with Nicorandil 1-04
at discharge, N=535 0-94 Nicorandil
o __. % 0-8- Placebo
0.95 & 0-7-
1=
o 0-6
a
Treated without Nicorandil c 0-54 p=0-014
0.90 at discharge, N=1,311 -E 0-4
— o
% 0-3-
o N2
0.85 0-2
stratified log-rank test: p=0.0358 0-1-
0-0-
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