OUNM. HTo MmoxeT aaThb
NMPUEMCTBEHHOCTb B TEepanuu [3-
brokaTopamu



CMepTHOCTb OT CepaevHO-COCYAUCTbIX
3ab051eBaHNN Y MY>XXUYMH U XXEHLLWH B BO3pacTe
45-74 roga.
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[lnHamunka cepage4yHo-cocyagmncTon
CMEPTU N HAPYyLLUEHUN MO3roBOIro
KpoBooOpaLleHnst 2005-2006 rr

2005 2006

CeppgeyHo- |625.5x10° 602.3x103

cocyaucTble |+11.7 23.2
CMepTH

HapywieHns |465.2x10° 433.62x10°

MO3roBoro  |-3.8x103 -31x10°
KpoBooOOpalLl
eHUnS

E. . Ha3os, 2007



Kputepun OUM

e OOuH u3 nepevYUnUcrieHHbIX HNXKe KpuTepueB AOCTaTO4YeH
ansa anarHosa OUM:

e Tunn4yHoe NoBbILLIEHNE U NOCTEMNEHHOE CHMXKEHME (cepaeydHble
TPOMNOHUHbI) NN Bonee bbicTpoe noBbilleHUe n cHxeHne (MB KOK)
Broxmmmnyecknx MapkepoB HEKPO3a MMoKapaa B COMETAHUM C OQHUM
N3 cnegyrowmnx npu3HaKkos:

a) knuHu4deckas kapmuHa OKC;
6) nosiBneHne natonornyeckmnx 3ybuos Q Ha OKT;

8) usmeHeHus1 KT, yka3sbiearoujue Ha nosiesieHUe uwemMmuu
MUoOKapoa: 603HUKHOBeHUe nodbema usiu oernpeccuu ceamMmeHma

ST, 6riokadsbi JIHIIT;

r) nosiBNeHne npu3HakoB NOoTepu XXU3HEeCNnocobHOro
MuUuokKapAaa unum HapyLweHUn nokKkaribHoOu COKpaTumMoCTH
Mpn NUCNOJSIb30BaHUN METOAUK, MO3BONAIOLLUNX
BU3yanu3upoBaTb cepAaue.

* [MpunsHakm OVM, BbigBrieHHbIE NpwU
naTosioroaHaToMMYEeCKOM UCCrieaoBaHNM



[lepnognka MHapKTa
MUoKapaa

 passuBatommca MM — ot 0 oo 6 Yacos;
* OVIM — oT 6 YacoB 0 7 CYTOK;

* 3aXuBatomu (pyouyrowmmcs) UM — ot 7
00 28 CYTOK;

e 3axxuswuu M — Ha4yuHasi ¢ 29 CYmOok.



OueHKa pucka cMepTn B
cTaumnoHape no KpUTeEPUAM rpynnbl

Bo3spact 275 nert
BospacTt 65-74 roga
CAL <100 mm pT.CT.
YCC >100 ya/mMuH
Knacc no Killip 11-IV

[Moabembl cermeHTa ST nepeaHen nokanusaumm nnm
onokapa JTHIT

CL, Al" unn cteHokapausa B aHaMHe3e
Bec < 67 Kkr

BpeMFI Ha4vana ne4vyeHusa > 4 4yacos OT NoABeHunsa
CMMMNTOMOB




OueHKa pucka cMepTn B
cTaumnoHape no KpUTeEPUAM rpynnbl

Cymma 6annoB Puck HacTynneHus netanbHOro nucxoaa
B 6numxanwme 30 cyToK*

0)
1
2
3
4
5
6
7/
8

Vv
(0e)

* - NpX yCNoBuX NPOBEAEHUS



[lopo3peHue Ha

chgljé,(;Hanmu kKpoBu, SKI B 12
oTBedeHUAX

cerMerga ST

CGFMG!\ asT

onuporpenb®*,
HUTpPAaTLbI

YKB, AKLL nnu nek.
Tepanus

B 3aBucnmocTu ot
KITMHNYECKUX
n KAl Haxogok




CTtapToBas Tepanus

* MopduHa rugpoxnopua 1% - 1,0
* Kucnopogotepanua 2-8 rn/MuH

« Humpamesli

— 0,4 Mr n/a (TabneTku Unn nHranauusa Kkaxasle 5
MUHYT)
— NIHdpy3mna 10 MKr/MUH ¢ nocneagyoLwnm

yBenunyeHnem Ha 10-15 MKr/MuH Kaxkable 5-10
MUHYT

e ACNUPUH 162-325 Mr



OKC c aneBauuveun cermeHTta ST

Bpemsa =

MUOKa
CtpaTterus: BoceTaNGHATE nepdys3no Mmokapaa go
BO3HMKHOBEHUA HEOBPATUMbIX N3SMEHEHUN:

/\

MeXaHU4eckKu chapmakonornyecku
YpeckoxxHasi KOpOHapHasA UHTepPBeHLUA
P P P P - TpombGonusuc
(PCl)
e OTKpbIBaeT apTeprm n crnacaet X13Hb
e Yaule oTKpbIBaeT apTepun 1 cnacaet
XXU3Hb e LLinpoko pacnpocTtpaHeH U fOCTYNeH
e HegocTynHa LWWMpPOKOMY Kpyry 605bHbIX e B nto6om mecTe
e CneumanbHO OCHaWEeHHble LeHTpPbI e Jllo6b01 MeaNLUMNHCKNN PabOTHUK
e TpebyeT TPEHUPOBaAHHbLIX XMPYpPros e MoxeT ObITb BBejEH YXXe Yepe3 HeCKOJbKO
MMHYT MOCJsie NepBOro KOHTaKTa c

e [[pomeaneHns NpakTU4eCKu Hen306eXHbl
NauneHTOM

B 4-5 pa3 gopoxe Tpombonusnca



JleTanbHOCTbL 3aBUCUT OT 3aiePXXKU BPEeMeHU
« BO3HUKHOBEHMe 60onun — Ha4yano Tpomoonuiuca »

ERIC BOERSMA’S META-ANALYSIS (22 ucnbitanusa ¢ 1983 no 1993 r. — 50.246 605bHbIX)

80 Oxwnpaemas Bbiroga:
KONn4yecTBO CNaceHHbIX XXU3Heu Ha 35 AeHb Ha 1000 naumMeHToB

60 Bpemsi Bbiropa yepes
Tpom6onn. 1 mecsy
60 - 80 Xxn3sHen
30 = 60 MUH crnaceHo
40 Ha 1000 60/bHbIX
1-3 30 - 50 xusHemn
cnaceHo
20 Ha 1000 605bHbIX
0)

0 6 12 18 24

Lancet 1996 ; 771 - 775 Bpemsi oT BO3HMKHOBEHUSA 60K (Yachbl)



CmepTHOCTbL

ccnepooBsaHme CAPTIM

3apepXKa meHee 2 yacoB

Lytic

p logrank=0.053

y, S L

OHu ¢ MOMeHTa paHaAoOMU3aLUn
Circulation.

2002 10R-97R514 .9R54A



CMepTHOCTb

ccnepooBsaHme CAPTIM

3apepxkKka 6onee 2 yacoB

p logrank = 0,339

25 30

D,HVI C MOMEHTa paHAOMU3aLUunmn

Circulation.
2003;108:2851-2856



[TpodpmnakTruka petpomobo3a

« HO[ 6ontoc 60 ME/Kr (max: 4.000 ME)

* HOI nHdoy3ma 12 ME/kr (max: 1.000 ME /
yac)

* Ha NPOTSKEHUN 24 - 48 YacoB
* LleneBoe AHTB = 50-75 cek




Knonunpgorpenb

* HazHa4aeTcs MmakcmmarnbHO paHo,
napansnenbHO ¢ aCNMPUHOM

* HarpysodHada gosa — 300 mr

* [1pn nnaHMpyemMom KopoHapHOM
BMeLwlaTenbcTee — 600 Mr

* [loggepxuBarowlaga gosa — 75 Mr/CyTku

e [INnnTenbHOCTL Tepanuu

— TJIT nnn otcyTcTtBme penepdy3moHHOU
Tepanuu — 4 Hegenu

— KopoHapHoe BmeluaTenbcTBo — Ao 1 roga



ConyTcTByloLlas Tepanus

[TpooomknTb

— ACNUPUH 75-162 Mr B CYTKU

— HuTpatbl — npn 6onax

beTa-brnokaTtopbl — BCEM C NEPBbLIX CYTOK
nepopanbHO NpU OTCYTCTBUU NPOTUBOMOKA3aHUM.
Bo3mMOXHO B/B BBeEHME B OCTPOU (pase

MATD ¢ nepBbIX CYTOK OCOOEHHO Y MNALMEHTOB C
nepegHum IM n cHmxenHHon OB

CTaTuHbI C NepBbIX CYTOK



ConyTcTByloLlas Tepanus

* BBegeHUe «nonapusyoLmx cMeceny,
coaepXkallnx B BbICOKOW KOHLUEHTPaL UK
[MOKO3Y, Kanmn n bonbLune Oo3bl

MHCYNUHA, HE ornpaBaario ceds Tak Xe,
Kak U NpUMeHEHNEe aHTUOKCUOAHTOB



ConyTcTByloLlas Tepanus

* [lpmeHeHmne conen marHmst y 60sibHbIX
0e3 CHXEeHUS ero cogepxaHus B KPOBU U
napokcuamoB XT Tuna «nnupyat» He
ornpasaaHo



Kon-Bo nauneHTOB B
rpynne akTUBHOro

ne4vyeHusA

Mpenapar, cyTouyHas
[o3a

OnutenbHOCTb
nccnegoBaHus

MauneHTbI

Tpombonusuc

Bo3pacT, roabl
My>ckou non

MNinotoHusa HA

MN3meHeHUs pucka
cMepTH

PaHHee Ha3sHa4yeHune NAllo

CONSENSUS-II

3044

AHananpunart B/B 1 Mr
3a 2 yaca; 3atem
3Hananpunc
noBbileHueM 03bl 40
20 Mr 2 pa3a B AeHb

41-180 oHeNn

oum

y 56% G0nbHbIX
B cpeaHeM 66
73%

25% (B KOHTpoOne 10%)

10% noBbllWeHne pUcka
cMepTH

(N

27422

KanTonpun nepBas
Ao3a 6,25 Mr ¢
NOBbILEHUEM

[03bl 8o 50 Mr 2
pa3a B AeHb

28 nHen

OUM( 8 yacoB)

y 68% 60NbHbIX

72% HUXe 70
74%

21% (B KOHTpoOne
10%)

9% cHuxeHune
pucKka cmepTu
(p=0.04)
MUM+XCH+Mos UM

GISSI-3

9435

NnauHonpun
nepsas go3sa 2,5-5 mr
C NOBbIWEHUEM
[o3bl no 10 mr 1 pa3s
B A€Hb

42 OHA

oum

y 70% 60nbHbIX

70 UNnN HUXe 'y 73%
78%

21% (B KOHTpOne
10%)

12% cHunxenue
puUcKa cmepTu Yyepes
6 Hepgenb (p=0.03)
Mpewum npu CL

SMILE

1556

3ocheHonpun nepBas
[o3a 7,5 mr, noBTOp
yepes 12 yacoB, 3aTeMm
yABOEeHue A03bl 40
ueneBon 30 Mr 2 pasa B
OeHb

42 OHA

OUM, nepepgHsasn
nokanusauus

He npoeoduJsics
B cpenHeMm 64
VEY

17% (B KOHTpOne 9%)

29% CHUXeHune pucka

cmepTHn (p=0.011)



TuTpoBaHMe 0o3bl UccneayemMoro npenaparta

WLIANT | cTyneHb Il cTyneHb Il cTyneHb IV cTyneHb
N N > N
Kan 50 mr (x 3)

Kan 25 mr
Kan 12,5 mr
KANOTONPUN Kan 6,25 mr

Ban 160 mr (x 2)

Ban 80 mr

Ban 40 mr

BAJICAPTAH x 2 Ban20wmr

Kan 50 mr (x 3)
Kan 25 mr Ban 80 mr (x 2)
Kan 12,5 mr Ban 40 mr ‘

Kan 6,25 mr Ban 20 mr

Ban 20 mr |
Llenb K KoHUy 3-ro MecsLe

Pfeffer et al. Am Heart J 2000;140:727-34.



Cny4aun cmepTu no nobon NpnUnHe

0, -
K]
0,2 A
= )
s
e 0, -
8 2
O
2 01 -
S 5
T
=
o 0, 1
Q 1
Q
m
g’o 7 BancapTtaH vs kantonpun: HR = 1,00; P = 0,982
BancaptaH + kantonpwun vs kantonpun: HR = 0,98; P = 0,726
0 ' T T T T T 1
Mecaubl 0 6 1 1 2

K K
2 8 4 0 6

Pfeffer et al. N Engl J Med 2003;349:1893-906



CHWmKeHne cMepTHOCTU: pe3yrnbTaTbl UCCrieqoBaHUM
SAVE, TRACE, AIRE n VALIANT

Hazard Ratio ansa cmeptHOCTU

_-_

JIPELLTILECTES 1 [penMyLLecTBO 2
AKTUBHOIO nnaueso
npenapara

Pfeffer et al. N Engl J Med 2003;349:1893-906



AHTaroHMUCTbl anbAoOCTEPOHA

O
v
O

AnsiepeHoH

O COOCH,



AnNNepeHoH

° CeNeKTUBHbIN aHTaroHUCT peLenTopoB

dlibAOCTEepPOHa

* MuHMmMmanbHas adPUHHOCTb K NPOrecTepoOHOBbLIM U
aHOPOreHHbIM peuenTopam

* [lpenooTBpalwialoT akTmBauuno MUHEPATTOKOPTUKOUOHbIX
pPeLenTopoB HoOpMasibHbIM YPOBHEM KOPTU30Mna, 4EUCTBYIOLLEIO
yepes3 HapyLeHNEe MEXKNETOYHbIX OKUCITUTESNIbHO-
BOCCTAHOBUTESbHbIX peakuun,nopaxxeHne TKkaHeu U reHepauuto
aKTUBHbIX pagukanos kucnopoga’

« MeTabonuanpyeTtcsa NpenMyLLECTBEHHO B NeYeHU 00
HeaKkTMBHbIX META0ONUTOB

e t%2=3-5h
* 67% BbIBOOUTCA C MOYOW



[ononHutenbHbI aHanu3 B uccnegosaHum EPHESUS ™ yepes 30 aHew:
[locToBEpPHOE CHUXEHNE 0bLLIEN CMEPTHOCTH

5 H [Mnauebo + craupaprHas Tepanms (1=3313)
= 3nn§peHOH + CTaHfapTHas Tepanus (n=3319)

CHWxXeHne Ha

31 %

0=0,004

ObbeanHeHHas yactoTa
N

= (%)~

0 10 20 30
[Hun nocne paHgomm3auum

NO3A annepeHoHa NEPBbLIE 4 HEOEJIN — 25 mr/cyT

Pitt et al. J Am Coll Cardiol. 2005;46:425-431.



[TpoTrBOMOKa3aHMSA K NPUMEHEHMNIO BeTa-
brokaTtopoB
AOCOSIOTHbIE:

1. CuHagpom cnabocTtu CUMHYCOBOrO y3na

2. A-V bnokapaa lI-lll cteneHu

3. KapanoreHHbIn LWOoK

4. Killip IV

5. BblpaXeHHble 0OCTPYKTUBHLIE 3aD0neBaHNS Nerknx
OTHOCUTENbHbIE:

6. bpaoukapans meHee 60 yoapoB B MUHYTY.

7. Cuctonunyeckoe Al meHee 100 mmHg.



dapMaKOKMHETNKA BHYTPUBEHHOIO
MeTonponona*

* [1pn MHPY3nK B Te4eHne 10 MnH
MaKcumanbHoe OeNUCTBME OTMEeYaeTcq Ha
20-N MUHYTE

« OKBMBASEHTHbIE 403bl NPU NnepopanbHOM
npueme u BHYTPUBEHHOM BBEOEHUU
cocTtaBnsoT 2,5:1

* [loyeyHasa HeOOCTAaTOYHOCTb HE TPeDyeT
KoppeKuumn Oo3bl

* - IHCTPYKUMS MO NPUMEHEHUIo npenapaTta



[lenctBne BB MeTonporsona Ha 4YacToTy
cepOeyHbIX CoKpalleHU nNpu OCTPOM
MHJOAPKTE MMUOKapaa

- = = Placebo
- Metoprolol

Prior to 20 30 40

start Min after start of treatment
Medscape ® http:/vwww.medscape.com

Gardtman,Am Heart J 1999;137:821-9



[lenctBne BB METOMPONOA Ha
CUCTONTINYeCKOoe apTepuansbHoe gaBrneHne
Npwu OCTPOM MHMAPKTE MUoKapaa

- = = Placebo
- Metoprolol

20 30 40

Min after start of treatment
Medscape ® http:/vvwwwmedscape.com

Gardtman,Am Heart J 1999;137:821-9



[lpeanockbinku Anga HazHavyeHud
3-aapeHoboKaTopoB B OCTPOM Nnepuoae
MHJOAPKTa MMUoKapga

* YMEHbLLAT NOTPEeObHOCTb MMoKapaa B
Kncnopopae

o 3alWnLLaT MMoOKapa oT N3bbITKa
KaTexonammHoB

* [lepepacnpenensatoT KPOBOTOK OT
anmKapananbHbIX K cybaHgokapamanbHbIM
oTAenam



[lpeanockbinku Anga HazHavyeHusd
3-agpeHobrnokaTtopoB B OCTPOM rnepuoae
MHJOapPKTa MUoKapaa
o CHMXXaloT YacToTy pa3BUTUA

XKenyago4KOBbIX apUTMUIA, BO3MOXHO
NoBbILLIAIOT Nopor pudpunnaLum

e CHMWXXaloT YacTOTy BO3HUKHOBEHMUS
pa3pbIBOB MMUOKapaa

* CHMXXalOT YacToTy pa3BUTUA MOBTOPHOM

NLIEMUNN U pacnNpPOCTPaHEHME 30HbI
HeKpo3a



OCHOBHbIe OOKa3aTenbLCcTBa
NONb3bl MPUMEHEHUS
BHYTPMBEHHOIO BBEAEHUS
beTa-agpeHobNoOKaTopoB



[lpenmyLlecTBa paHHen (<24 4) beta-
O6rokaabl Npu OCTPOM MHAPapKTE
MUokapaa

[1o TpOMOONUTUKOB
e Goteborg trial (MeToOnponon)

e MIAMI trial (MeTONpOnon)
e |SIS-1 trial (aTEHONON)

[Tocne TpoMOONNTMKOB
e TIMI IIB trial (MmeTOMNpPONON)



ccnenoBaHue MIAMI
(Metoprolol In Acute Myocardial Infarction)

PaHOoommnanpoBaHHOE ABOWMHOE-crienoe nnauebo-
KOHTpONMpyemMoe nccrnegoBaHne 5778 6-HbIX C NOAO3PEHNEM Ha
M

Nccneposanu: [lencteme meTtonporiona Ha obLLyto CMePTHOCTb
B TeueHue 15 gHeun nocrne pa3Butus Bo3amoxxHoro IM

BB metonponon npotus nnauedbo TabnetupoBaHHbLIN
MeTonpososn (100 mg x 2 pa) 4o 15 AHS

Kputepuun ncknoveHus

— JleBoxernyno4vkoBas He4OCTAaTOYHOCTb

— YCC <65 ya B MWH

— Cwuet Al £105 mm Hg

— Tekylwas Tepanus betabnokatopamu UnNu aHTaroHUCTaMn Kanbums

The MIAMI Trial Research Group. Eur Heart J. 1985;6:199-226.



ccnenoosaHne MIAMI

(Metoprolol In Acute Myocardial Infarction)

5
*13% CHWXeHune Q
CMepTHOCTH, P=0.29 ¢
o
(NS) o
— 142 cMepTU B Ip nnaue6o§
= At
— 123 cmMepTU B Ip 0 55 — 66 ... TMnaue6o n=2901
MeTornponona ® 4. [60 — MeTonpornon n=2877
E 11 - |36
o %429 P=0.29

DEV

The MIAMI Trial Research Group. Am J Cardiol. 1985;56:15G-22G.



MccnegoBaHmne MIAMI
Obuasa cMepTHOCTb B 3aBUCUMOCTU OT pUCKa

Bbicokumn puck (>2 dp)
Bo3pacT > 60, n3m IKI,

MHJQOAPKT B aHaMHe3e,
nnabet, CH, Al

---Placebo

g T
p — O O 3 3 rrIE — Metoprolol
y e

Hwnskun puck (0-2 dp)

RA




[ eTeboprckoe ncecrnegoBaHue
MeTornporsiona

* 1395 naumeHTa c nogo3peHnem Ha ocTpbin IHapKT

Mwnokapaa
— 697 nauneHToB — NpUHUManmu nnauebo

— 698 NauneHToB — NPUHUMANN MEeToNPOoIon

ObICTPOU UHBEKLMEN 5 MIF UHTPABEHO3HO C 2-MUHYTHbIM
UHTepBanoMm (UToro 15 mr)

+ yepes3 15 MuH 50 Mr per os
+ 50 MT per os Yepe3 Kaxable 6 HacoB B TeyeHue 48 yacoB
+ ganee 100 Mr per os Kaxable 12 yacoB

* 90 oHeW
 [IBOMHOE cnenoe nccrnegoBaHue

Hjalmarson A et al. Circulation 1983;67 (Suppl 1):1-26-32.



Goteborg Metoprolol Trial

* 36% CHMXEeHne CMEePTHOCTU 3a 3 MeC
* 62 CMEPTU B rpynne nnauyebo
* 40 cMepTen B rpynne MeTonposona

HakonneHue cnyyaeB cmepTu

O O ND LD MO 0O 0D N

nnauedo n=697

P=0.03

pr

-— T = = =

— mMeTonponon n=698

1 Z 5 4 J §) i O J

0 0 0 Phu nocke O 0 0 0
BKINOYEHUSA

Hjalmarson A et al. Lancet. 1981;2:823-827.



Goteborg Metoprolol Trial:
Pa3/INuYns B BbIXXKMBAEMOCTUN COXPaHSOTCH

12 Mec
CyMMapHOe KOJIMYeCTBO
CMepTesibHbIX UCX040B
100
MeTonponon

80

60
40

20

nnaueGof p=0.016

MeTonponon

MeTonﬁonon

1 2 3 4 5 6 7 8 9 10 11 12 wmMecHLubl
HabnwaeHue

Hjalmarson A& et al. Circulation 1983;67 (Suppl 1):1-26-32.



[ lpumeHeHune
beTa-aapeHOobIoKaToOpPOB NMpwnt
OUM y BonbHbIX nocne
Tpombonunsnca



ccnenoosaHue TIMI-IIB

(Thrombolysis In Myocardial Infarction)

 PaHoommnanpoBaHHOEe ABOVMHOE Crnenoe ¢
ncnonb3oBaHMeM nnauebdbo nccrnegosaHme rt-PA
n= 1390

« PaHoomnsauma B rpynny Mmetonporsnona- 15
mg BB, 3aTeM nepoparnbHbIn
MeTOoMpPoJioSs1 NPOTUB NO34HEero
Ha3Ha4YeHUs MeTornporsiora per os Ha 6-U
AEHb

* lccnenoBanu:

— Hencteme metonponosa Ha ®B JIK
— CMepTHOCTb Ha 42 AeHb

— PeunAbis i e veHe By 6t s aHEsa prY018-27



NccnepgoBaHue TIMI 1IB

Peunane nHdapkta (%) Peunans nwemmn (%)

[lo3aHne bb BB bb NosnHwe bb BB bb

n=1390 Roberts et al. Circulation 1991:83:422-37.



BHyTpnBEHHOE NPpUMEHEHME MeToMnposiona
yMeHblWwaem UHmeHcueHocmb 60os1u rnpu
MHapPKTEe Mnokapaa

[ToaTBEPKOEHHBIM MHPAPKT MUOKapaa
Gardtman,Am Heart J 1999;137:821-9



MeTa-aHanus nccnepoBaHUU ¢ paHHUM B/B
BBeAeHuem beta-aapeHobnokatopos npu MM

(n=52 411)
@ 0 -
(@)
=
o
o -5
@)
5
5 =10 -
5
2 151 43
: - 15
R <040006 o
% <%.002
£ 25 22
S <%,0002
PXu ap
CwmepTb Peunavse UM NPUYNHBI

OCTaAHOBKMU

cepaua
Lancet 2005; 366:



UccaenoBanne COMMIT: nencrsue
METOIPOJIOIA Ha TOCIUTAIBHYIO

] JICTAJIBHOCTh*
o ees = [1navebo:
N 1797 cmepTei
6 (7.8%)
- MeTonponon:
1774 cmepten (7.7%)
" 1% (SE 3) cHuxeHue
a pucka (2P=0.7)
0 T T 7 I [OHW nocne paHaomMu3sauum

*COMMIT (ClOpidogrel and Metoprolol in Myocardial Infarction Trial) collaborative group. Lancet, 2005; 366: 1622-32



Uccnenosanue COMMIT: neiictBue
METOIPOJIOIA Ha TOCIUTAIBHYIO
JI€TAIBbHOCTB (II0 IIPUYHUHAM )*

[MpnunH  Metonponon T[lnauebo Odds ratio & 95%

bl (22,927 (22,922 \YR e [Mnauebo nyywe
ApMTMM 38 (1.7% 9 (2.2% —— é 22% SE 6
8 8 |
Alok 30 l2.2% 38 1.7% | —=—-29% SE8
Opyrvne g9 ? 3.9% ? 4.0% —l— 3% SE 5
NPUYUHBI 0 ) 5 ) i
0
Bce cmepth  1776(7.7%) 1798(7.8%) ) GEPUS AT
T 1T T 11111
o o0 1. 1. 1. 1.
4 7 O 6 9



Uccnenosanue COMMIT-CCS2:

OTpPaHUYCHUE JIJIS BB O€Ta-

aJIpCHOOJIOKATOPOB
* BHyTpHBeHHBIC OETA0IOKATOPHI HE HOJKHBI

Ha3Ha4YaTbCA
— boabenabM, ¢ ki1accom CH o Killip 6onpmem 1
— bonbHbEIM cTapie 70 et

— Cucronunueckum AJl menee 120 MM pT CT
— YCC 60mapmie 110 B MuH

* boJIbHBIM C CUHYCOBOM Taxukapaued 1 MA 1o
Ha3HAYCHHUS BB 0€TA0JIOKATOPOB CIEAYET U3MEPUTh
(PYHKIIHIO JICBOIO KEITyJ04YKa



MeTonpoJi0J1 IIpu HeCTAOMIILHOW CTEHOKAp UM

HUccaenosanue HINT*
(Holland Interuniversity Nifedipine/Metoprolol Trial)

* 515 OOJILHBIX C HECTAOMIILHOM CTCHOKAPAUCH

* J/IBOMHOE CiI€nO€E UCCIIENOBAHNE METOIIPOJIOIIA,
HU(PEIUIIMHA 1 KOMOMHAIMY IIPOTHUB ILJIALe00

* OCHOBHOM pe3yabTaT — pa3BUTHE HH(aAPKTa
MMHOKap/ia U IOBTOPHOHM HIIIEMHUU B T€UCHUE 48
4acoB

*Heart 1986;56;400-413



HccnemoBanne HINT*: CHMKeHME prCKa
pPa3BUTHS HH(APKTA U IIOBTOPHON HILIEMHUH IIPU
JICYCHUH METOIPOJIOIOM

151
10+
5
01 —
_5./
-10- M/T1 A
ilise
201" —
L~ m
'25'/
-30-
_35._

NM+wemns

*Heart 1986;56;400-413



PekomeHOyeMbIN pexxmm BBeO4EeHUS
meTonposora npu OKC

NO3NPOBKA: 5 Mr B/B B TeyeHume 1-2 MUH,
3aTeM C 5-MUHYTHbIMM MHTEpPBaNaMu No 5 mr
B/B IO CyMMapHOU A03bl 15 Mr

yepe3 15 MMH nocne nocnegHen UHbEKLMUN -
50 Mr KaXkable 6 4yacoB per 0s, yepes 48

yacoB — rnepeso Ha Metornposnon CR|XL —
100-200 Mr B cyTKuK

B CJIYHAE, KOI'IA HEOBXOAMMO BOJIEE
OCTOPOXXHOE BEAEHWE NMALUWEHTA, BOSMOXHO
CHUXXEHWE HACBILWAKOLLEN AO03bl C5 A0 1-2 MI'



ECiu UCXOIHO HPUHSITO PEIIEHUE HE
BBOJUTH O€Ta-apeHO0I0KATOPHI

BHYTPUBEHHO:

* E>XeJHEBHO OIICHMBATh BO3MOYKHOCTD
Ha3HAYCHHUS OeTa-aaApeHOOIOKATOPOB

* [Ipy HEOOXOAMMOCTH MCTIOJIb30BATh
MEHBIIINE 103bl, HOCTEIIEHHO UX
yBEINYNBAs

 Mcnonp30BaTh BHAYaJIe Mpenaparkl ¢ 0ojee
KOPOTKHUM IEPUOJOM I10JIYBBIBEICHUS



BeTta-aapeHOb6NOKTAOPLI NpU
MMnST

IleyeHune beTa-agpeHobnokaTopamu,
Ha4yaToe B NepBble CYTKU
3aboneBaHus, Npu OTCYTCTBUM
NPOTUBOMNOKA3aHMN OOJKHO
npogosKarbCca HeonpeaeneHHOo AOSro

Poccuickne pekomeHaaumm. narHocTnka u nedyeHne 60nbHbIX OCTPbIM MHAPKTOM MUOKapaa C
noabemMoM cermeHTa ST 3KI. 2007 r. BHOK




CtaHpapThbl BbIOOpa naumneHTa ans Ha3Ha4YeHus

5@5:

nacc 1. BmewartensctBo adodpekTnBHO. «[1ayumneHTbl, He
nMerLmeca npoTrueonokasaHum K Tepanmm bAB, y koro
Tepanusi MOXeT ObITb Ha4YaTa B Te4eHne 12 yacoB OT Ha4ana
OWM, He 3aBncumo ot nposeaeHus TJ1T nnu nepBnyHON

AHITMOTMI1aCTUKmM».

Knacc 2b. BmewaTtenbcTBo, 90dEKTUBHOCTb KOTOPOro HE
yCTaHOBIEeHa.

e [launeHTbl c ymepeHHomn JIX)KH (cHuxeHne ®B, 3acTonHble
XPUMbl B NETKUX)

e [Ipyrne coctosHus, Tpedytowme MOHUTOPUHIa NPU HaNMM4YnUm
NPOTUBOMNOKa3aHUM.

Knacc Ill. BMmeluaTtenbCTBO B psaae criydaeB MOXET NPUHECTU
Bpen. [NauneHTbl ¢ Tskenoun JIXKH.



YCC 1 npogoJLKUTEIbHOCTD JKA3HU

10° -
o Kut
Macca Tena, (kr) Jaed
o CnoH
103 - o Kupad
o Kut
©Nowaab
2 T
10 Ocen %qurepB
o YenoBek
Cobaka o
10 -
Kowka § ObesbsaHa
(i Cypok ©
o Kpbica
p 0 XoMsK
10

102 10* 10° 10® 10 10%
KonnuecTBO cokpalleHuii cepala B TeHEHNE XKNU3HU

Levine HJ. J Am Coll Cardiol. 1997;30:1104-1106.



HarmoHanbHbBIE U MEXKTYHAPOIHBIE

PEKOMEH JAIUH

[0 MTeUeHUK) CTAOUTRHOU CTEHOKAD TUHN
B-6nokatopbl Hago In the treatment of stable

Ha3HauaTb B 103aXx, AalwWmx  angina, it is conventional to

ACC/AHA guidelines. 2002.

) }/pe}Kglme Ll(_ in.In patie.nts

ypexeHue YCC(
no 55-60 yn/M

©

American Heart
Association.

PekomeHgauum BHOK no neyeHuto naumeHToB co cTebunbHOM cTeHoKapanen,2004 r



YCC > 70 ya\MUH yBenn4mBaeT pUCK
nHdapkTa Mmmokapaa Ha 46 %

% rocnnTanusauun No nosoay gpatanbHOro u
HedratansHoro IM B rpynne nnaue6o

1 -
0

+46%

P=0.0066

* rocnuTanuaauuun no nosody gatanbHOro 1 HedaTanbHOro
MM un peBackynspusayum

Fox K, et al. Lancet on line 31.08.08.



* MeuTon 0CTaBaJIOCh TOOUTHCA
MHHHUMAaJIbHOI'O KOJICOAHUSI KOHLICHTPALU
npernapara, 4To ObLIO OBl 3aJ10IOM
CTAOHUJIIBHOIO YPOBHS HEHPOTOPMOHOB



1975 - beranok ZOK — meTonponoin
CYKILIMHAT 3aMEJIJICHHOTO BBICBOOOXK ICHU S
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Sefoken ZOK
m 100mg once daily

Conventional metoprolol
tablets, 100mg once daily

G__— Core
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Metoprolol
succinale

Controlled release film




beTtanok 30K (MeTonponosa cykLHar)

CenekTnBHbIV 6eTal - 610kaTOp 6€3 CMMMaToMMMETNYECKON aKTUBHOCTM
B pOpMe C KOHTPOIMPYEMbIM BbICBOOOXAEHMEM

-

| paHy bl Mukpokancyn TabneTk
NeKapcTs N
a 0
¢ o ©0o0
co o o, 0.9
o0 o o

YHvKanbHaa nekapctBeHHas ¢opma betanok 30K ¢ KOHTpOAMpyemMbIM
BbICBOOOXAEHVEM [EeNCTBYHOLLEro BellecTBa obecreyvBaeT MNOCTOAHHbIE
TepaneBTNYeCcKe KOHLUEHTpaL M MeTonpoaoaa B TeyeHme CyTok




[IPONOHTMPOBaHHbLIE HEMATEHTOBAHHbLIE GOPMbI
MEeTOMposio/aa TapTpaTa He bMo3KBMBaNeHTHbI beTanoky
30K

AVHaMuKa KoHLeHTpaunii betanoka 30K 1 MPOSIOHIMPOBAHHOIO
MeTOMpoJsio/ia TapTpaTa B CbIBOPOTKE KPOBU

. [NpONnoHrMpoBaHHbLIN METOMpPoO01a
~JapTpar

BeTtanok
30K

o

T T T T T T T T T T T T 1T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T

3 6 12 24 4¢

Bpewms,
Yachl

benoycos HO.b. ®apmarteka, Ne 2
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Yepe3s 24 yaca nmocne npuema npenaparta KOHUEHTpauusa B
naa3me KpoBU cocTaBnsana 54% ot MakcMManbHoOM y betanoka
30K, 23% oT MaKkcrmanbHOW Ang 6rcornposiona

Buconponon 10

nr/ovT
I\AR VA \_y |

25

20

15

10

betanok 30K 100 mr/cyTt

KOHLI,eHTpaLI,I/IFI B NnjasmMe KpoBu

HI/MN

| S

6 12 18 24 30 36 Yacos

Deroubaix X Int ] Clin Pharmacol and Therapeutics, 1996; 34:

PN



CHmxeHne YCC (%)

MeTtonponon CR/ZOK no cpaBHEHWIO C METOMPOJI0/IOM
TapTpaTom

CHuxeHune UCC

MeTonposona Taptpar
r
Betanok 30K 50 mr

KoHueHTpauusa B nnasme
MeTonposnona TapTtpar

50mMr
"% pQ%%HOK 30K 50 mr

AgantuposaHo 13 Wieselgren |, ] Clin Pharmacol 1990; 30:
S28-S32



Al, MM PT. CT

B pesynbtate 8 HegenbHown Tepanuu betanokom 30K 100
Mr/cyT 97% nauwveHTtoB gocturan A B nokoe 90 MMm. pT. CT.
yepes 24 yaca nocse npriema, B rpynre 6Mconponosia ToabKo
57%

BeTanok 30K
100Mmr

buconponon
10Mr

[Mocne 4 Hepenb [Mocne 8 Hepenb
neyeHuns neyeHus

Kronig B.Hertz Kreislauf 1990; 22:

P



Angina Prognosis Study in Stockholm (4PSIS)

CpaBHeHHE (P PEKTUBHOCTH METOIPOJIOJIA U
BeparaMuia y HallieHTOB CO CTCHOKap AU
HapsSIKCHUS

 Llenp uccienoBanus: U3y4EeHUE IMPOTHO3A
MaIlECHTOB CO CTCHOKApAUEH HAIpsKCHUS (B
3aBUCHMOCTH OT UCTOPHUH 3a00JICBAHUS U
KJIMHUYECKON KapTHUHBI) U CPAaBHECHUE
3 PEKTUBHOCTH METOIIPOJIOJIA IIPOTUB
BeparaMuiia B OTHOIIIEHUN KOHEYHBIX

TOYCK — aT€pOCKIIEPO3a U IICUXOJIOTHYECKHE
mokKasarejcu



e JleueHue B rpynmax:
- Meronponon CR B goze 200 mr/cyT nnu

- Bepanamui SR, B o3¢ 240 mr 2 pa3a B
CYTKH.

* IIpu pa3BuTHM MOOOYHBIX A3(PHEKTOB TOZUPOBKU
YMEHBIIAIMCH B 2 pas3a

 KoHe4yHbIe TOYKM: CMEPTH, HEPaTaIbHEIC
CEpJIEYHO-COCYIUCThIE COOBITHS, BKIFOYast OCTPhIN
MH(pAPKT MUOKap/1a, IPOTrPECCUPYIOIIAs U
HeCcTaOMWIbHAsI CTCHOKApAXs,
[EpEOPOBACKYJISIPHBIE COOBITHS UJIH ITOPAKECHUE

nepupepruIeCKUX COOBITUM. [Icuxomoruuecenk
MoKa3aTean OTpa)kajid KaueCTBO KU3HU, HAITPUMED,
MICUXOCOMATHYECKUE CUMIITOMBI, HAPYIIICHUS CHA U OLICHKY
OOIIIEel YOBJIIETBOPEHHOCTH OT >KU3HHU.




B TedyeHue neproja HaOII0CHUS B IPYIIIE
METOIPOoI0aa ymepao 22 namueHTa (5.4%), B rpymnrie
Beparamuia - 25 (6.2%). CMEpTHOCTB OT CEepICYHO-
COCYOUCTBIX COOBITHI cocTaBuiaa 4,7% B 00enx
rpynmax.

OO1iee yncino HedaTaabHBIX CEPACYHO-COCYAUCTHIX
coObITHH cocTaBmio 204. He BBISIBICHO pa3nyni
MEXy IpyIlaMy METOIPOIoia U BepalaMuiia o
CEPJICYHO-COCYIUCTHIM 1 aT€POCKICPOTHICCKUM
coObITHsIM (30.8% 1 29.3% COOTBETCTBEHHO).

Y My:KX4uH HAOIIOAJICS XYAIIHMA IPOTrHO3, UEM Y
>KEHIIINH, II0 000NM COOBITHSIM..



e K. Egstrup u coasm. (1988): nauuentsr (n=104) co
CTAaOMJIbHOM CTEHOKApAUEH B TCUCHUE 3 HECIIb
MOJIy4YaJau MeTorpoJioaa cykuunar CR/XL B no3e 200

mr 1 pa3 B cyrku JHOO METOIIPOJIOJI B
TPAAUIIMOHHOM JIeKapCTBEHHOM popme B 03¢ 100
MTI" 2 pa3a B CYTKH.

br110 MOKa3aHo, 4T0, HECMOTPS HA COMOCTABUMYIO YaCTOTY
IPUCTYIIOB CTEHOKAPJINU U NOTPEOHOCTH B
HUTPOIJTIMIIEpUHE, TPX IPOBEJACHUHN TECTA C (PUBNIECKOM
HArpy3KOH rpyr1ina memonpo.iona cykuuaara CR/XL
3HAYUTEIBHO BBIMIPAJIa II0 BPEMEHH JI0 MOSIBIICHUS
MIIEMAYECKNX U3MEHEeHUU cermenTta ST (6,1 MuH nmpoTus
5,5 MUH IIPU UCTIOJIB30BAHUN TPAJTUIIMOHHOMN
JIeKapCcTBEHHOM (hopmbl MeToIpoioaa; p<0,05) u 6onu B
rpyau (5,3 MmuH npoTuB 5,1 MUH cOOTBETCTBEHHO; P<0,05)
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