CoBpeMeHHoe 00oCcHOBaHue
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HomxeHko MapunHa HukonaeBHa



MALUMEHTbBI BbICOKOI'O U OMEHb BbICOKOI'O
KAPOUOBACKVYJIAPHOI'O PUCKA

-MAUMEHTDBI C YCTAHOBIJIEHHbBIM CC3

«CO12 TUI

- C[l 2 TUN C MUKPOANIbBYMWUHYPUEN

« C OYEHb BbICOKHUM MNMPOABJIEHUEM TOJIBKO
« OQHOI'O ®AKTOPA PUCKA (OXC > 8 mmonb/n,
JIMHI >6 mmonb/n)

« Al >180/110 mm pT CT

« X3M

£5C quidelines, 2011



% g CaxapHbi anabet

Federation

« YeTBepTan BegyLiasi NpMYnHaA cCMepTU B
pa3BUTbIX CTpaHax

e bonee 194 MMNNMOHOB YenoBeK OOJNbHbI
CA B mupe

 YacToTa BbiiBNneHnsa guaberta pacTteTt —
oxuagaetcsa 333 MUNNIMOHOB OONbHbIX K
2025

— bonee, 4yem B BOBoe B Adppuke, BocTtouyHOM
CpegunsemHomMmopbe, brnivekHem BocTtoke n KOro-BoctouHom
A3nn

— PocTt Ha 50% B CeBepHon Amepuke, 20% B EBpone, 85% B
FOxxHoM n LleHTpanbHon Amepuke n 75% 3anagHou
OkeaHumn

International gpnabeTtFederation website.



% swes | UMbl CAXapHOro anaberta

Federation

 Tun 1 (MHCYNUH-3aBUCUMBbIN)

— npenmMyLlecTBeHHO aeTtu/Mmonoabie noau
— 10-20% cny4yaeB

 Tun 2 (MHCYNNH-HE3aBUCUMDbIN)
— 0ObIYHO cpeaHUN/NoXunon Bo3pacT
— BO3pacTaeT BCTpPe4aeMoCTb B MOJIO4OM Bo3pacTe
— 80-90% cny4yaeB

* [1lo meHbwWwen mepe 50% naumeHTOB C
AnabdeToM He ocBeaAOMIIEHbI O CBOEM
COCTO;I H M M International Diabites Federation website.



XpOHNYeCKne oCnoXHeHUs1 caxapHoro
anabeta (CLUA)

MakpoaHrmonaTum:
 CC3

— Bepywasa npuymHa CMepTHOCTU, aCCOLUNNPOBAHHOMN C
Aanabetom (noBbiweHue cmepTHocTn U pucka OHMK B 2-4
EKE))

MukpoaHruonaTum:

e PetnHonatus
— Beayuwasa npuunHa crienoTbl cpean B3pOCNOro HacesrieHus

 Hedponatus
— 44% BnepBble BbisBNeHHoU TepmuHanbHon XIMH

 Hewnponatus

— 60-70% naumeHTOB C AUabeToM UMeroT
HeBpOJIOrnyeckue HapyLeHus

National Diabetes Statistics US 2000.



TUNNMYHBIM NMNUAHLILIV NPOMUNL NALUEHTOB C

anabeTtom (B cpaBHeHUN — 6e3 anabetaa (1): UKPDS

XXEHLWMUHDbI

XXeHLWMHDbI

I MY>KUYMHBbI

MY>X4YUHDbI

OXC nnHN

UKPDS. anabetrCare 1997;20:1683-1687.



TUNNYHLIN NIMNUAHBLILIN Npodunb
nauueHToB ¢ AnadbeToMm (B cpaBHEHUU —
b6e3 gunabetaa)(2). UKPDS

X
6e3
G .
|

Tr

W M

M
lll <

nnsern

UKPDS. amnaberCare 1997;20:1683-1687.



KomMbuHaumsa paktopoB pucka
noBbiwaeTt puck MM: PROCAM
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Assmann G, Schulte H. Am Heart J 1988;116:1713-1724.



YpoBeHb pUCKa y nauMeHTOB C AnabeTom nogooeH pPUCKyY y

naumeHToB ¢ UM Ge3 gnabetaa: East West Study

50 1
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7-netHAA yactoTta CC ct6biTnM (%)

Be3 C[1 cA

Haffner SM et al. N Engl J Med 1998;339:229-234.



YacTtoTta cobbiTnin (O6Laa cCMepTHOCTD)

YpoBeHb puCKa y nauueHToB ¢ AnabeTom
nogobeH pucky y naumeHtoB ¢ CC3 6e3

aunadetaa: OASIS

Anabet + CC3 (n=1448)
OC 2.88

Anabert 6e3 CC3 (n=569)
OC 1.99

6e3 pnaberaa + CC3 (n=3503)
0C1.71

6e3 pnaberaa/6e3 CC3 (N=2796)
oCc1.0

Mecsubl HabnroaeHuns



NMauuneHTbl ¢ rmasHbiMmu CC cobbiITUSAMU B
3aBUCUMOCTM OT npeAaLlecTByOLLEN

NMauneHTbl C NepBbIM rMaBHbIM
CC cob6biTuem B rpynne nnauyebo (%)
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natonoruv. HPS
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Tonbko C1 Tonbko UBC NMbC+ C[1

NMpepwecreyowee 3abonesaHune

HPS Collaborative Group. Lancet 2003;361:2005-2016.



5-netHaa cMepTHOCTDb (%)

CMepTHOCTb NocJsie KOPOHaAPHbIX
BMeLUaTesNibCTB Y NauMeHTOB C AnabeTom
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n 6es Hero: BARI

HAKLU
m YTKA

6e3 nnaberaa Avnaber
(n=1476) (n=353)

BARI Investigators. N Engl J Med 1996:335:217-225.



N3meHeHna B cmepTHOCTU UBC y My>XUYUH 1~
XeHLWunH ¢ anabeTtom mn 6e3 Hero: NHANES | to
NHEFS
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Gu K et al. JAMA 1999;281:1291-1297.



BbkmuBaemocTb nocne VMIM y My>XX4mnH u

XeHwuH ¢ Cl

== Onabert
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MeTtabonnuyeckmm cuHApPOM

BeBeaneHue

“+ 1988 r. G.Reaven enepBerble npeanoxxun TepPMUH
KCUHAPOM X

“ 1989 r. N.M.Kaplan: «cmMepTeneHbIA KBApTET»
< 1991 r. M.Hanefeld BeeaeHo noHaTHE
«MeTabonuyeckKu CUHAPOM?

“ 1998 r. paHo onpeagenenne BO3

o 2002 r. kpuTepun guarHoctukn BO3

“ 2003 r. B aMepuKaHCKWe KpUTEPHUN EBEAEH
HeanKoronbHbIA renaTuT

« 2005 r. kputepun MexayHapoaHon gunabetTndeckon
accouuagnim




BO3: MeTabonun4yeckmm cuHaopom

B pabouee onpeneneHne Bxopgat HapyLleHUe TOJNIepPaHTHOCTU K
rMoKo3e U caxapHbin aAnadet guabert n/mnu

UHCYJIMHOPE3UCTEHTHOCTb BMecTe C ABYyMA Unu bonee
npunBeeéHHbIMUN HNXe NPU3HaAKaMMW.

'MnepTteH3na >160/90 mmHg

[MoBbIWEeHHbIe CbIBOPOTOYHbIE YpoBHU TI (=1.7 mmol/L, 150
mg/dL) n/iunn canmxeHne XC-JIMNBI (MyxunHbl <0.9 mmol/L, 35
mg/dL; xeHwunHbl <1.0 mmol/L, 39 mg/dL)

OXunpeHue no ueHTpanbHOMy TUNy

MukpoanbbymuHypus (CMI3A <20 pg/min nnm cootHowweHue
anboymMmuH/kpeaTuHuH >20 mqg/q)

CMN3A - cCKOpPOCTb NOYEYHOMN dKCKpeLunm
anbbyMunHa

Alberti KGMM for the WHO. Diabet Med 1998:15;539-553.



Diabetes

i cuHapoma KoHceHcyc IDF

HoBoe onpepeneHue IDF:

% menatonal  OMpeaeneHMe metabonuyeckoro

LleHTpanbHoOe OXXUpeHue: OKpPY>XHOCTb Tanuu =94 cm ana EBponeonaHbIxX
My>X4uMH; >80 ana EBponeonaHbIX XeHLMWH, C 3STHUYECKUMU
cneuncpunyecKMMmn 3HaYeHNAMU OJ1A NPOUYNX rpynn

Mnoc 2 n3 npuBeAeHHbIX PaKTOPOB:

[MoBbIWeHHbIV ypoBeHb TI: >150 mg/dL (1.7 mmol/L) unwn
HeobxoAMMOCTb cneuncpnieckoro fevyeHus JaHHOMN NUNUAOHOW
aHoManuu

CHwxeHHbIN ypoBeHb XC-JIMNBIM: <40 mg/dL (1.03 mmol/L) y My>X4unH
n <50 mg/dL (1.29 mmol/L) y XeHUUH nnn Heob6xoANMMOCTb
cneundcdunyeckoro nevyeHna AaHHOMN NMUNUOHON aHOManNnn

'MnepTteH3una: >130/85 mmHg unu dakT nevyeHmns paHee
ANarHoCTUPOBaHHOMW rMNepTeH3nm

[MoBbIWEHHbIU TOWAKOBbIN YPOBEHb CbIBOPOTOYHOMN FMHOKO3bl
(FPG) 2100 mg/dL (5.6 mmol/L) wnu paHee onarHOCTUPOBaAHHbIN
avnaoer |l Tmna

IDF Consensus Worldwide Definition of the Metabolic Syndrome. www.idf.org.



~
MeTabonunyeckuu

CUHAPOM

Metabolic syndrome
among US adults,
JAMA, 2002, Vol. 280







CTpyKTypa CMEepTHOCTU OONbHbIX CaxapHbIM
AanabeTtom 2 Tuna

Viahapxr
MUOKSPDAS

Visscyrmer
Osxonoras
Vinrexupin

Koma
Ypeauns

lNMaurpesa
Cywn

TyGepxynes |
Opyroe

Hecneuwn—
dOmHecxKne
MIMEeHEHWNA |
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PekomeHaauuun ESC/ESAD

European Association U,e.ﬂVl TepaI'IMVI 60l1beIX C Cn:

for the Study of Diabetes

EUROPEAN
SOCIETY OF
CARDIOLOGY*

[lapameTpbl LleneBble ypoBHU
Moandukaumsa obpasa Kn3Hu oOy4yeHue nauneHToB
[TpekpalleHne KypeHUs 0ba3aTenbHO

Al <130 /80 mm Hg
[MpoTenHypua <125/75

HbAlc (DCCT standard) < 6.5%
mmol/I| mg/dl
[ NtoKO3a BEHO3HOW Nnasmbl <6.0 108
OXC <4.5 175

XC-NMHN <1.8 70
XC-Nnnsen MyX. >1.0; xeHw,. >1.2 40; 56

Tpurnuuepuabl <1.7 150




2011 roa — HoBas cTpaTterua ESC
HanpasBrieHa Ha MHorodgakTopHocTb CC3

@) Login to My ESC

Search the ESC... Q‘
EUROPEAN Home

SOCIETY OF About the ESC Membership Communities Congresses Education Guidelines & Surveys Journals Initiatives
I —
CARDIOLOGY =

Welcome to the European Society of Cardiclogy. Our mission: to reduce the burden of cardiovascular disease in Europe

‘fou are here @ About the ESC | ESC Press Office | ESC Press Releases | 2011 General Press Releases

ESC Press Office First Joint ESC/EAS Guidelines for the Management of Dyslipidaemias

Clinicians should aim for camprehensive lipid control using lifestyle as a first step and tailoring treatment to patients
? ESC Press Releases

? 2011 General Press Releases

Topics: Cardiovascular Disease Prevention - Risk Assessment and Management

2011 ESC Congress - Paris Date : 28 Jun 2011

2011 General Press Releases Lifestyle interventions, including stopping smoking, improving diet, exercising sufficiently and moderate alcohal
consumption, should be the crucial first step for managing lipids in all patients. High risk patients should

2010 ESC Congress - Stockholm receive specialist advice to encourage adherence. If lipid targets are not met with lifestyle alone, stating are

the treatrment of chaoice for lowering LOL cholesteral.
2010 General Press Releaszes

Press Release Archives Cardiovascular diseage (WD), driven by the global pandemics of obesity and diabetes, poses a daunting
challenge to clinicians in the 21st century. Despite progress, there is still much to be dane to imprave the control
of dyslipidaemia, a key risk factor. In Europe, as many as one-half of patients are inadeguately treated. 1,2 The

Highlight On first European guidelines specifically focused on managing dyslipidaemias offer new hope 3.4 Experts fram the

European Atherosclerosis Society (EAS) and the European Society of Cardiology (ESC) worked together to

develop these guidelines. i i ing data and provide up to date treatment advice

CeppeyHo-cocyaucTblie 3aboneBaHus (CC3), obycnoBneHbl rnobanbHON NaHAeMUen
OXUpEeHUa n auabeTta, COCTaBNIAIOT CMOXHYI NpobrnemMy Ans KNMHULUCTOB B 21 cToneTumn.
HecmoTps Ha A4OCTUTHYTbIA NPOrpecc, ewe MHOro HagneXxuT caenaTb,

YTOObI YNYYLNTb KOHTPONb 3a (hakTopamMu puUckKa.
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EurcASPIRE 1V B YKpauHe

EUROASPIRE IV, European Survey of Cardiovascular
Disease Prevention and Diabetes of the
EURObservational Research Programme (EORP).

8 ueHTpoOB B r.KueBe

UBC+CM: UM, AKLLU, YTKA

AHKeTa

I MOKO30-TONEepaHTHbIN TeCT

OnpepeneHne CO B KpoBMU



Pa3mep vyactuy JINHIT accoummpoBaH ¢
MeTabonunyecknm cuHagpomom: AlR

N
N
J

N
o
n

N
(o)}
1

N
o
()

MakcuMmanbHbi pa3mep vyactuy JIMHNO (nm)
N
Ul

m MC (n=62)
m be3 MC, HO 1 n 60nee pakTOopoB pucka* (n=252)
B Bbe3 pakTopoB pucka* (n=77)

Hulthe J et al. Arterioscler Thromb Vasc Biol 2000;20:2140-2147.



CmepTHOCTbL OT UBC BO3pacTaeT
nponopunoHanbHo: PARIS

p<0.001

Nn.<140 MNn.>200 PaHee
mg/dL mg/dL paumarHocTm-
POBaHHbIN
BHOBb
avaber
ANArHocTu-
POBaHHbIN
anaber

Eschwege E et al. Horm Metab Res 1995;17(Suppl):41-46.
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AOagoMUuHaNbHOe oXupeHue: ogHa U3
OCHOBHbIX npu4nH OUM

Cardiometabolic risk factors in the InterHeart Study

60 - 29972 naumeHTOB
49
Abdominal obesity predicts the
T_ 40 - risk of CVD beyond BMI
X
o
5
i l
Abn Lipids Abdom. Diabetes

Obesity
Proportion of Ml in the total population attributable to a specific risk factor

Yusuf et al 2004Lancet 2004;364:937-52.



ADOOMUHANBbHOW OXUPEHNE
yBenunumneaet puck CCC

6620 men and 2182 women  The HOPE Study

Men Women
_ B Tertilel <95 <87
Wa'St( : B Tertile2 95-103  87-98
circ. (Cm). :
_ Tertile 3 >103 >08
1.4 L] 1.35

1.27

-
N
\
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|

Adjusted relative risk

o
00)
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CVD death Ml All-cause deaths
Adjusted for BMI, age, smoking, sex, CVD disease, DM, HDL-C, total-C

Dagenais et al 2005



[TlaumeHTbl ¢ MeTaboNInYecCKum
CUHOPOMOM

No Metabolic Syndrome
m Metabolic Syndrome

81

0

Abdominal High Blood Abdominal Low HDL
Glycemia Pressure Obesity Cholestrol
Level

Elevated
Triglyceride
Levels



JHaoTenmanbHaa pyHKUuUA n Shear Stress

Barbee KA et al. Am J Physiol (Heart Circ Physiol). 1995;268:H1765-H1772.



[nabet n atepockrnepos
pi

XpoHUueckan runepramkeMmnii___ o™

HakonneHue

rMUKUPOBaHHbIX
NnpoTenHoB

\"/\

MoBbIiwaeTcsa
NPOHNLAeMOCTb
cocynos

Receptor v
-
]

YBenuuuBaercs
cocyaucrtoe

BOCnalieHue.

- Macrophage LUuToKkuHbI, IL-1,
Dkcnpauma XC-JINHN TNFa
~ Vasoconstrlctlon /
I'Ipnmbepau.vm rnagko- T Y

Coagulation
activation

MbILLEeYHbIX KIeTOK

_—

e
i



OpOHapHbIe cobbImu

Hoeococyducmble OCJIOXHEeHUsA |Yacmbile OC/TOXXHEHU

The W b s D ey
(LAY covsnary wtery »
oS e ¢ e b8
B
S Wt o o




IHoutu 70% mauueHToOB ¢ BnepBble BOSHUKmUM UM
uMeroT HTI niau HequarHocTUHpoOBaHHBIN TUAa0deT

N = 181 nauymeHTOB BNOKa MHTEHCUBHOW Tepanuu

70 — 66
50 — 21 +«—— HegmnarHoCTUPOBAHHbIN
anaoer
NMauneHTsbI
(%)
30 —
35 +<—— HapylwieHHasa TonepaHTHOCTb
10 — rnoKose
0]

MioKko30TOoNepaHTHbLIN TeCcT

Norhammar A et al. Lancet. 2002;359:2140-4.




European Guidelines on cardiovascular disease
prevention in clinical practice (version 2012)

The Fifth Joint Task Force of the European Society of Cardiology
and Other Societies on Cardiovascular Disease Prevention in Clinical
Practice (constituted by representatives of nine societies

and by invited experts)

Recommendations on diabetes mellitus

Recommendations Class® | Level’ | GRADE | Ref©
The target HbA_for the prevention of CVD In diabetes of <7.0% (<53 mmoj/mol) is recommended. Strong | 434,435
Statins are recommended to reduce cardiovascular risk in diabetes, Strong | 166,436
Hypoglycaemia and excessive weight gain must be avoided and Individual approaches (both targets and drug Sion 435,437,
choices) may be necessary in patients with complex disease. 8 438
Metformin should be used as first-line therapy if tolerated and not contraindicated Strong 439
Further reductions In HbA, _to a target of <6.5% (<48 mmol/mol) (the lowest possible safely reached HbA, ) may
be useful at diagnosis. For patients with a long duration of diabetes this target may reduce risk of microvascular Weak 435
outcomes,
BP targets in diabetes are recommend to be <{40/80 mmHg. Strong | 440,441
Target LDL cholesterol is <2.5 mmol/L, for patients without atherosclerotic disease total cholesterol may be
<4.5 mmol/L, with a lower LDL cholesterol target of <1.8 mmoV¥L (using higher doses of statins) for diabetic Weak 442
patients at very high CVD risk
Antiplatelet therapy with aspirin Is not recommended for people with diabetes who do not have clinical evidence

Strong 443
of atherosclerotic disease.
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/A

2011



MeavkamMeHTO3Has Tepanus
runepxosiectepnHeMmnumn

UHrmbuntop abcopobumm xonecrepmHa
CaMOCTOATENIbHO UJIM B KOMOMHaUuu c
CeKBeCTpPaHTaMM XUPHbIX KNCAOT UMK
HUKOTUHOBOW KUCJIOTOU Npu
HenepeHOCUMMOCTN CTaTUHOB

[1py HEBO3MOXXHOCTU AOCTUTHYTb LierieBbIX
YPOBHEN, pEKOMEeHAOBaHO Ha3Ha4YaTb
KOMOMHaLUUMIO CTaTUHOB C UHFMOUTOpPaMU
UNN CeKBeCTPaHTaMM XeNn4YHbIX KNCIIOT
U HUKOTUHOBOM KUCIIOTOIO

BTG M S ey




ATEPOTPOMBOTUYHECKOE BMELUATEJNIbCTBO NP MC C
HU3SKWUM YPOBHEM JilBl/Bbicokum TI" u BIIMAHUE HA
MOBAJIBHBIE UCXOObI

Purpose: To test the hypothesis that in patients with atherosclerotic cardiovascular disease and
low baseline HOL levels, combination therapy with high-dose extended release niacin added to

intensive LDL-lowering therapy with a statin with or without ezetimibe would further reduce risk of
cardiovascular events.

XoTsa Tepanna HHaUMHOM accouuupoBariacb CoO 3Ha4YUTESIbHbIM
yBenunyeHunem ypoBHA JIMNBI1 n cHnxeHnem ypoBHA Tl HEeT pasHuubI
Bo pa3sutum UBC, He-thbatansHoro UM, UA, rocnutanmnsauum OKC
Unu peBacKynsapusaumu. BoisBrneHo HeoXXuaaHHOe yBesrinyeHue
3aboneBaHus U npmn neveHnn HUALUIMHOM

3aknryeHuve: lobasneHne HUALUMUHA k
cuMBacTaTuUHy c/6e3 a3UTUMMOOM Yy NaLMeHTOB
C KapAnoBaCKyNApPHbIMU 3a00f1eBaHNSAMMN He
CBSI3aHO CO CHWXXEeHWEeM KapAWOBCKYNSAPHOro
pUCKa U CMEepTbIo




Lipid-modulating effects of evacetrapib, a novel CETP inhibitor,
administered as monotherapy or in combination with the most
commonly-used statins

3akKr4vyeHue: IBaueTpanmd, npUMeHAeMbIU
Kak MOHOTepanusi Tak U B COYeTaHUM co
ctatuHamu yBenuumBaet JIIBI1l n ymeHbLIaeT
JINHIT no cpaBHeHuIO ¢ Nnnauebo nnu

MOHoTepanven CTaTUHAMMU

Percent change in HDL and LDL cholesterol after treatment with evacetrapib

Evacetrapib
monotherapy

Evacetrapib 100 mg in

|
ik combination with statins

p value

Change in LDL

cholesterol levels at 12 -13.6% to -35,9% <0, 001 -11,2% to -13,9%
weeks

Change in HDL
cholesterol levels at 12 +53.6% to +128,8% <0.001 +78,5% to +88.5% <0.001

weeks
Conclusion: Evacetrapib, administered as monotherapy or in combination with statins, increased HDL
cholesteral levels and decreased LDL cholesterol levels compared with placebo or statin monotherapy.




MernaaHaans mepaneBTIYeCKOM SKBUBAJICHTHOCTH &
% 3amxenns JIINHIT B cooTBeTCTBUN 10361 CTATHHOB
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Weng TC, et al. ] Clin Pharm Ther . 2010;35:139-151
Mukhtar RY, et Al. Int ] Clin Pract . 2005;59(2):239-252




NccnegoBaHne CARDS:
npuem atopsacTtaTuHa 10 Mr y naymeHToB ¢ Anabetom 2
TMna

15 = ATOpBAaCTaTUH 10 Mr (n=1428)

X-JIMNHI1 B KoHUEe nccnenoBaHnA=82 mr/a; | Uccneposanve
[Tnauebo (n=1410) npekpaweHo

X-JIINMHI B KOHUE nccneposaHna=121 paHblle cpokKa

mr/an 37% CHWXeHue
OP

/ BO3HMKHOBEHMA
cepbe3Hbix CC
/—/ COObITUN

0 4

(P=.001)
0.0 1.0 2.0 3.0 3.9

Forisl
Nlariuzzlz KOrroorsoro HaosoneHNz=3.9 ror,
Yeorzrozznde Ouislo rloggoaiieio fe 2 ror) gzrsiie s, YTl cyilgersaiiios

CHUNRERVIERAAGCL LB IVE

10

(@)

Cozoikynnsi ouci (%)

L

MNepautitzsl KorHadras ToUKa=Cus0kYrHalg ocToul2 ocriokgianus BC (MM, siaiotzas shzmons YV,
HECTAOUTLHEZ CT2HOKAONAZ, BHE32rHz CM20TL OT YIBC, gganmioosazs OCTEROSiE C2OILE), KOOOEIOFE]
OSHEICKYTIZAOUBZLYIZ UTIU UFICYTIET,

Calnoun FlVl gt al. Diapat Mad. 2002:19:20'1-2°1'l, Calniourn Fvl gt al, Lancai, 2004-364:6§85-898.
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UccnenoBaHne CARDS: npuem
aTopBacTaTuHa y nauveHToB ¢ Cl1 2 Tnna

KonunyectBo nauneHToB ¢ coObiTnem (%)

NMnaue6o ATtopBacTtaTuH Koadhdh. pucka
CoObIiTne (n=1410) (n=1428) (an)
nepBVI‘lHaFl KT 127 (9.0%) 83 (5.8%) 0.63 (0.48, 0.83)
Octprie kopoHapHele .. o 5oy 51 (3 605) 0.64 (0.45, 0.91)
coobITuA
SO YU 34 (2.4%) 24 (1.7%) 0.69 (0.41, 1.16)
peBacKynspusauus
UHCcynbT 39 (2.8%) 21 (1.5%) 0.52 (0.31, 0.89)
B nonb3y aTopBacTtaTtuHa B nonb3y nnaue6o
Colniour FlVl gt al, Laneat, 2004,.364:685-69¢.

HMHT-’—J l'lU,L',pDGHE/iQ '/]'rICprl"JIE!Lﬁ}‘J}D O TOUMEFIZFIAY TIOSTIZIOZTE B KOS ITOY TOSYSHTEILYY,




NccnepgosaHne CARDS m nogrpynna
nnabeta nccnegosaHna ASCOT-LLA

 ATtopBacTtatuH B go3e 10 Mr B nonynaunm nauneHToB BbICOKOro pucka
c CL (c Bbicokon koHueHTpauuen X-JIMNMHI) B nuccnegosatnm CARDS

- 84% nauneHToB UMeNn rMnNepTeH3nto
— 67% nonyyanu nevyeHne rMnepTeH3nn

—  37% cHmxeHne OP Bo3HMKHOBEHUS cepbe3Hbix CC cobbitnn (P=.001)

48% cHuxeHne OP BO3HMKHOBEHUSA MHCYIbTA

« [1na cpaBHeHus, B noarpynne nauneHtoB ¢ CL nccnegosaHna ASCOT-
LLA npuem 10 mr atopBacTaTUHa yMeHbLLAN KOJIMYEeCTBO

— CC cobbitun nnm emewatenscts B uenom (CP=0.77; 95% W, 0.61-0.98; P=.036)

— HedaTtanbHoro MM un datanbHbix ocroxHeHnn MBC (CP=0.84; 95% [, 0.55-1.29;
P=.14)

— WHcynbTtoB (CP=0.67; 95% [W, 0.41-1.09; P=.66)

Colhoun HM et al. Diabet Med. 2002;19:201-211. Colhoun HM et al. Lancet. 2004;364:685-696. Sever PS et
al. Diabetes Care. 2005;28:1151-1157.



ATOKOP

Hazea: ATOKOP | Lykatii ATOKOP B anTekax —

MikHapoaHa Atorvastatin

HEeNaTEHTOBaHa HazBa!
BrpobHMK: "Dr.Reddy "s Laboratories Limited", IHaiA

Nikapceka doprMa: TabneTk, BKpMTI 060N0OHKOKD

DOpMa BUNYCKY | TatneTk, erkpuTi oBonoHkow, No 10 Mr N 10 y BnicTepax
Airodi peYyoBHK . 1 TabneTtka MICTKUTE atopeacTatiHy - 10.0 mMr

dapmakoTepaneeTuHa CinoninigemidHi 2acobu

rpyna:

MoKazaHHA: Ak AONOBHEHHA A0 AIETK 3 METOHD SHWMEHHA NIABMLLEHOrO PIBHA 3araneHOro XonecTepuHy,
NiNoONPOTEIAIE HU3EKOT MYCTKMHK, anoniHONPOTEHY B | ToUrniuepuaie vy XBopux Ha NEPBUHHY
rinepxonicTeprHemi, KomaiHoBaRY rinepniniaemi.

TeprMiH NpUMAaTHOCTI! 2p.

Homep peccTpauiiHoro  UA/1377/01/01

NoCcBigYeHHA:

TepmiH gii 3 07.07.2004 a0 07.07.2009

NOCBIAYeHHA ! TepmiH il pEECTPALIMHOrO NOCBIAYEeHHA 3aKIHYMBCA.

MowyK AaHuy Npo peecTpauilo npenapaty A TOHKOP

C104405.

339 eig 07.07.2004




beTta-agpeHopeuenTopbl:
perynauusa yrneBoaHoro oomMeHa

PeuenTtop KneTkn Od ekt briokaab!
B3, (2) [TaHkpeaTnyeckne CHMKEHME SKCKPELMN NHCYINHA U
OCTPOBKM [FtoKaroHa
a2 Ctnmynsumns BbiIcBOOOXOEHUS
NHCYNWHa
B2 (1, 3), a1l TlenatoumnTsl 3amenneHue rmmukoreHonmaa,
MMNOrNUKeMmns
B3 AannounTu OcnabneHune nunonunsa, CHMXeHne
YYBCTBUTENBLHOCTU K MHCYIUHY
B2 KneTku YMeHbLUEHME NMPoayKLunm
LLNTOBUOHOW KOHTPUHCYNSAPHLIX TOPMOHOB

Xenesbl, nepexoq  LWUTOBUAHOW Xerneabl
T4 B T3



MexaHn3m BnusaHuAa B-6nokaabl Ha NTUNUAOHLIN
N yrrneBoaHbIU OOMeHbI

e YBenunyeHue machbl Tena

« 3amearneHue obwero metabonusma Ha 10-12%,
 W3meHeue TemnepaTypHoOro banaHca
 WN3meHeHMe noTpebneHUs Kncnopoga TKaHAMMU
 OrpaHn4yeHue HeMOTUBUPOBAHHbLIX ABUXEHUMN

e CHuxeHue nnbugo

 JlenpecCUBHbLIN CUHOPOM

 CHMXeHue HYBCTBUTEJIbHOCTU TKaHewu K UHCYJIUHY

 B2-appeHopeuentTopamMu

« CHuXeHue nepucepmnyeckoro MHCYNMHO3aBMCUMOIO
YCBOEHMSA rMI0KO3bl

* YMeHblUueHue MUKPOLUMNPKYNALUN B CKEJIeTHbIX MbilULUaX, 4YTO
HapyuwaeT yTuiamn3auunio rnroKo3bl



European Heart Journal Advance Access published June 11, 2007
@ European Heart Journal ESC and ESH Guidelines

doi: 10,1093/ eurheart) fehmi 36

EURDOFEAN
SOCIETY OF
CARTIOLOGY ®

(@)72007 Guidelines for the Management of Arterial
"~ Hypertension

The Task Force for the Management of Arterial Hypertension of the
European Society of Hypertension (ESH) and of the European
Society of Cardiology (ESC)

6.2 Pharmacological therapy

drome and its major components, i.e. abdominal obesity, .
high normal or impaired fasting glucose, and impaired @RS, Metabolic SyndrOme
glucose tolerance, conditions that make the risk of incident
diabetes higher.?*%>"% This applies also to thiazide diuretics,
which have dyslipidaemic and diabetogenic effects when
used at high doses.“>® Thiazides have often been adminis-
tered together with B-blockers in trials showing a relative
excess of new diabetes, thus making a distinction between
the contribution of the two agents difficult. It may not
apply, however, to vasodilator B-blockers, such as garvedilol
and nebivolol, which have less or no dysmetabolic action, as

well as a reduced incidence of new onset diabetes compared
with classical 3-blockers.?”"*" B-blockers, ACE inhibitors

and angiotensin receptor antagonists are less effective in

been investigated. As mentioned in sections 4.4.5, 5.5 and
6.2.1, unless required by specific indications, B-blockers
should be avoided in subjects with the metabolic syndrome
because of their adverse effect on the incidence of new
onset diabetes as well as on body weight,”™ insulin sens-
tivity and the lipid profile.”™ However, these effects
appear to be less pronounced or absent with the new vaso-
dilating B-blockers such as carvedilol and nebivolol.”™"




Reappraisal of European guidelines on hypertension
management: a European Society of Hypertension Task
Force document

Giuseppe Mancia?, Stéphane Laurent®, Enrico Agabiti-Rosei,

Ettore Ambrosionid, Michel Burnier®, Mark J. Caulﬂeldf, Renata Citkova®,
Denis Clément", Antonio Coca', Anna Dominiczak,, Serap Erdine",

carcdhiovascular protection 1n the long run. When discuss-
Iing B-blockers, however, 1t should not be 1gnored thart
thev are not a homogencous class, and that vasodilating
B-blockers, such as celiprolol, carvedilol, and nebivolol,

appecar not to share some of the negartive propertics

described tor other compounds. For instance. celiprolol

Heib31 MTHOPUPOBATH, YTO 0eTa-0JI0KATOPbLI HE TOMOIeHHbIM
KJIACC M YTO BA30AMJIATUPYIOIIMUM OeTa-0j10KaTopaM, TAKUM Kak

neaunpoJaoa, KapBCANJI0J/I n HEOMBOJIOJI He MPHUCYL PSJL
HEraTUBHbIX CBOMCTB, ONMCAHHBIX Y JIPYIrUX MOJIEKYJI




STRONG Heart Study:
LEHTPAJNIBHOE A JIYHLUE NMPEAOCKA3BLIBAET NPOIMHO3, YEM Al

HA MIIEBOU APTEPUM

Brachial BAortic

Puck ocnoxHeHuu

CrteneHb noBbIWEeHUA nynbcoBoro A/l
J Am Coll Cardiol 2009;54:1730-4




Mexanu3m nossimeHuss AJl B aopre

AopTa AopTa
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(Mcek) (Mmcek)
Cuncrtona AunacTtona Cuncrtona AuacTtona

PHY NOBBIIICHUN APTEPUATBHOU KECTKOCTH PACTET CHCT JaBJICHUEC
B a0pTe ¥ CHUKACTCH ANACTOTUYECKOE.
PocT neHTp cuct A/l CBSi3aH ¢ YBeJIMYEHUEM PUCKA OCJI0KHEHUH, B
[EePBYIO oYepeab UHCYALTOB. CHUKEeHHE HEeHTP auacToauy A/l

u' "J :.f ( - A,‘-. :.J ¢ :.:N .\' .~'_!»‘ ._!'" ‘:J"--!'.“ M.




OTpaxeHne nynbLCoBOWN BOJIHbI u
MEXaHN3M MNOBbILLEHNA LEHTPAJIbHOIO Aﬂ,

__/\\-\J\—\__ __/\\-»\’\——
m M
Bbera-010KkaTop ¢ BazoauaaTup Bbera-0s0karTop 0e3 BazoaguJaTup

CBOMCTBAMH CBOMCTB



BinsiHMe AaHTUTHNIEPTEH3MBHBIX CPEACTB HA
IMOKA3aTeJU HEHTPAJIHLHOU reMOAUHAMUAKHA

Knacc LeHTp cuct A} UHpekc XecTkoCTb
dyrmMmeHTaumum aopThbl

U-AlNo ll ll
AllA l l

Knaccuyeckue T T
B-6rnokaTopbl

AHTaroHucTbI
Ca | !

AuypeTukun -]

Hutpatbl

Carmel M. McEniery, PhD , ANTIHYPERTENSIVE DRUGS& CENTRAL BLOOD PRESSURE, 2009
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. roroBHasi 60sb, rofIOBOKpPYXeHune, beccoHunua,
Ae3opueHTaums, noTtepsi CO3HaHUA HEOAHOKPAaTHO, 60Nb 3a rPYyANHOM

npun cus.Harpy3ke U HOUYbH, OAbILKA, OTEKU H/KOHEYHOCTEMN ,

C petcTtBa cTpagasn BblpaXXeHHbIM
BPOXXOEHHbLIM OenpecCnBHLIM pacCTPOUCTBOM, KOTOpPOE
NblTancsa KynupoBaTb arikoroyieM, HapKkoTUKaMU,
NPUeEM aHTUAENPECCAHTOB 3ddeKTa He Oasar.
CoTpsAceHne mMo3ra B nNoapacTKoBOM BO3pacTe.
[ToBbiweHne ALl ¢ 30 net, B 75 net — | HCynbT
(nakyHapHbin), B 76 net TUA, B 78 net Il n Il nHcynwT.

BbikypuBaHue ao 10 curap B CyTKu.

YnotpebneHne ankorons ( KOHbSAK, LUAMMaHCKoOe) ,
CTUMYNATOPOB HEPBHOM AeATerIbHOCTU. U3 nepeHeCceHHbIX
3aboneBsaHUM oTMe4YaeT HEOAHOKPATHO MHEBMOHMUIO,

ANBEepPTUKyrie3 Kue4yHukKa, 3Kk3emMa, KOHbHOKTUBUT.



HATHOBAITBHEN HAYRKOBHH LLEHNTP
"THOCTHTY T KAPUHOAOE iseri ARAMEMIKA MULCTPAKECK
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KnnHnyeckun anarHo3s: ?

I'B, Ill cteneHu, || ctagnn, o4yeHb BbICOKOro pucka (4).
'T1K. MeTtabonnyeckum cuHgpom?

UBC, cteHokapansa HanpshkeHUa u nokos |l dK, kapanocknepos
aTepOoCKINepoTUYECKUN.
CHII A cT., NYHA Ill cT. coxpaHEeHHON CUCTONINYECKOMU

dyHKUMEN.

OcTtpbin nHecynbt? TUA?

XUCH, OucunpkynatopHaa aHuedanonatus i
ATepoCcKnepoTU4YeCKOro u runepToHNYeckoro

reHesa, BpoXaeHHasi aHOManus 3KCTpakpaHUanbHbIX

cocynoB ?.

ACTEHO-HEeBPOTUYECKNN CUHOPOM. XPOHUYECKUIN arikoronnsm. HapkomaHua,
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Principles of Hypertension Tmlmenl
Target systolic blood pressure is <140 mmHg in patients aged 55 10 79
Target systolic blood pressure is <140 mmHg in patients > ag

Achicved values <140 mmHg for those aged <79 are approp,
but for those aged >80, 140 to 145 mmHg, if tolerated, can

Lifestyle Modifications

+
Stage 1 Hypertension Stage 2 Hypertension "
: Compelling Indication
SBP 140 1o 159 numHg or SBP = 160 mmHg o H Fail
DBP 90 to 99 mmHg DBP > 100 mmHg el it
* Post myocardial infarction BB, ACEL ALDO ANT, ARB
ACEL ARB, CA. diurctic, Majority will require at keast two T e Y
. : R ! « CAD or High CVD risk THIAZ| BB| ACEL CA
or combinaton medications to reach goal if at =
least 20 mmiyg above target * Angina Pectoris BB. [CA
Initial combinations should be * Aortopathy! Aoetic BB] ARB. ACEL THIAZ, CA
considered. The combination of Ancurysm
amlopadine with an RAS blocker eDinbetes ACEL ARB. CA. THIAZ BB
may be preferred to a divretic «Chironic kidney discase ACEL ARB
:;:l:.t::l:m S * Recurrent stroke prevention  THIAZ, ACEL ARB. CA
* Early dementis Blood pressure control

*Combination therapy

mm«mm until goal blood pressure is achieved.
~ Refer to a clinical hypertension specialist if unable 10 achieve control.



Al": MeTtaaHanna cpaBHeHnsa nedyenmns NbC

Blood Pressure Lowering Treatment Trialists’ Collaboration meta-analysis

N =158,709 A BP between
Rx (mm HQ)
WUATP vs D/BB fir":s?\llig:d seci?]\éolriZted
Diabetes 2.2/0.3 0.83
No diabetes 1.5/0.2 0.98
Overall (P homog = .33) 0.96
BKK vs D/BB
Diabetes 0.7/-0.8 1.00
No diabetes 1.1/-0.4 1.01
Overall (P homog = .86) 1.01
UAT® vs BKK
Diabetes 1.6/1.2 0.76
No diabetes 1.3/0.9 ) d 0.98
Overall (P homog = .22) ‘L 0.83
1 1
0.5 1.0 2.0
ACEI = angiotensin-converting enzyme inhibitor Relative risk

D/BB = diuretic/B-blocker
CCB = calcium channel blocker



BnnaHue kapBegunona Ha
YyBCTBUTENbHOCTb K UHCYJINHY:

U3meHeHus (%) B Kapseaunon

20 - MeTonponon

15 7 a *p<0.05
e &

5—
0]
-5 -

-10: J_
B 1 |
=25 -

GIR MCR IS

GIR = glucose infusion rate;
MCR = metabolic clearance rate;
ISI = insulin sensitivity index

Jacob (1996



BnusHue kapBegunosia Ha Oo6MeH NMNUAOB Y
nauMeHTOB C AucnunugeMmsaMu

(MMonb/n) " o
107 m NleyeHus
| yepes 6
8 n=110 MecsiueB

p<0.0001

XonectepuH JINBMN O6wwmin xonectepmulonectepuH JIMHIM Tpurnuuepunabl
Hauf-Zachariou (1993)
0



Kapeegunon obecneunBaeT 60s5iee Bblpa)XEHHOE CHUKEHUE
cepae4yHo-cocyamcTon CMEPTHOCTU, CMEPTHOCTU B pe3yribTaTe
NHCYNbTA, a TakKe 4YacToThbl BbISBIEHMA caxapHoro anabeta

CHuxeHue PUCKa Npu ncnosib3oBsaHM Kapeausorsia

Nno CpaBHEHUIKO C MEeTONpPOJiIoJIOM

0
 cepaeyvHo-cocyaucTas cMepTtHocTs  HA 20% (p = 0,0004)

e CMEepTHOCTb B pesynsraTe Ha 67% (p <0,0006)
NHCYnbTa

o/ (_
. pa3BWTMe caxapHoro auaberta Ha 22% (p=0,04)

,22.9.2003


http://www.medscape.com/viewarticle/461208

Vasodilatory action of carvedilol.
Sponer G, Strein K, Bartsch W, Muller-Beckmann B.

Abstract

Carvedilol is a dual-acting drug designed to produce two complementary effects beta-blockade and vasodilation These effects are induced in the
same dose range a prerequisite for utilizing both properties in an appropriate manner The vasodilation is mediated predominantly by specific alpha 1-
adrenoceptor blockade. At markedly higher concentrations additional vasodilating actions hesides alpha 1-blockade can he observed These effects

KapBeaunnon obnagaet ABOUHbLIM OeUCTBUEM U
Nnpon3BoANT COBMeCTHbIN 3dhdeKkT beTa-Onokaabl
U Basogunatauumu... Basagunatupyrowimm appekT

npoucxoauTt onarogaps
anbda-1-agpeHopeuenTopHOU brokaae
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METABOLIC

GEMINI: Differential effects with carvedilol vs metoprolol on glycemic
control in type 2 diabetes

GEMINI: Secondary end points

End point Metoprolol p Carvedilol p
Mean HbA1c change with treatment, % (SD} ©0.15(0.04) <0.001 0.02(0.04) 0.65
Insulin sensitivity (%) -2.0 0.43 -S.1 0.004

GEMINI: Progression to microalbuminuria with carvedilol vs metoprolol treatment

End point Metoprolol Carvedilol Odds ratio (35%Cl) p

<D

’
V-

Progression to microalbuminuria (%) 10.3

JTO UccnenoBaHue NokKasbIBaeT, YTO cocyaunctanda 4HyBCTBUTEJIbHOCTDb

K MHCYIMHY Oblyla coxpaHeHa BO BpeMS JieYeHUs KapBeausriosiom B
TO BpeMS KaK CHUXXaeTCcH Npu Jie4eHUU MEeTONpPOoSioNioM y NauueHToB
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Pharmacotherapy. 2006 Qct:26(10):1481-500.

Carvedilol versus cardioselective beta-blockers for the treatment of hypertension in patients with
type 2 diabetes mellitus.

Fardoun RZ,

Heart and Kidney institute, Colliege of Pharmacy, University of Houston, Houston, Texas 77204, USA. rinamfardoun@hetmail.com

Abstract

Treatment with beta-blockers is recommended to achieve and maintain adequate blood pressure control in patients with hypertension and these
agents have been shown to decrease cardiovascular risk factors in patients with both hypertension and type 2 diabetes mellitus. However, beta-
blacker therapy also may worsen glycemic and lipidemic control and may lead to microalbuminuria. A recent study showed a better metabolic profile
with carvedilol than with metoprolol in patients with both type 2 diabetes and hypertension in the presence of renin-angiotensin system blockade This

beneficial effect on metabolic components has been proposed as attributable t

carvedilol's alpha-blocking effects or antioxidant properties] In this
article. the pathophysiology of hypertension and type 2 diabetes and the assoc ! !

10T Betwee! TEview ) ties of

carvedilol are discussed, and clinical studies in the literature comparing carvedilol with selective beta-blockers in patients with both type 2 diabetes
and hypertension are identified and evaluated This information should be useful to practitioners when selecting the optimum beta-blocker for treating
hypertension in patients with type 2 diabetes




JAMA. 2004 Nov 10; 3

Metabolic effects of carvedilol vs metoprolol in patients with type 2 diabetes mellitus and
hypertension: a randomized controlled trial.

Bakris GL, Fenseca V¥, Katholi RE, McGill JB, Messerli FH, Phillips RA, Raskin P, Wright JT Jr, Oakes R, Lukas MA, Anderson Kii, Bell DS; GEMINI
Investigators.

Department of Preventive Medicine, Rush University Medical

RESULTS: The 2 groups differed in mean change in HbA1c from baseline {0.13%: 95% confidence interval [C]. -0.22% to -0.04%; P = 004 modified
intention-to-treat analysis). The mean (SD) HbA1c increased with metoprolol (0.15% [0.04%]; P<.001) but not carvedilol (0.02% [0.04%]. P = 65)
Insulin sensitity improved with carvedilol (-9.1%; P = .004) but not metoprolol (-2 0%: P = 48 the between-group difference was -7 2% (35% Cl. -
138% to -0.2%; P = .004) Blood pressure was similar between groups |Progression to microalbuminuria was less frequent with carvedilol than with
metoprolol (6.4% vs 10.3%: odds ratio. 0.60: 95% CI. 0.36-0.97. P = 04T

Cardicvasc Diabetol. 2010 May 25;9:21.

Metoprolol compared to carvedilol deteriorates insulin-stimulated endothelial function in patients
with type 2 diabetes - a randomized study.

C

Kveibora B, Hermann TS, Major-Pedersen A, Christiansen B, Rask-lladsen C, Raunss J, Ksber L, Torp-Pedersen €. Dominguez H.
=

e |
Denmark. BRIKVES1@geh.regionh.dk

Department of Medicine, Naestyed Hospital, Nasstve

J Cardicvasc Pharmacel. 1887;10 Suppl 11:5223-22.
A new molecule with vasodilating and beta-adrenoceptor blocking properties.

Abshagen U 1987

Boehringer Mannheim GmbH, Pharmaceuticals Research, F.R.G.

Abstract

Carvedilol is a new substance displaying heta-sympatholytic and vasodilating activities in the same dose range Data ohtained from a considerable
number of animal experiments show that the beta-blocking properties of carvedilol resemble those of propranclel. However in contrast to propranclol
the arterial blood pressure decreases dose dependently after single doses of carvedilol due to a reduced total peripheral resistance. The vasodilating
activity of carvedilol can be demonstrated in a variety of experimental models. According to the present state of knowledge neither alpha-blockade nor
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