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MATAHHA 0O OBI'OBOPEHHA:

Uu BnnuBae rinoninigeMiyHa Tepnis Ha nonepeXeHHs
nopyLueHb puTMy cepus nicns onepadii AKLL 3
aHeBpU3MeKToMIElo y xBopux Ha IXC 3 nocTiHapKTHUM
KapAiocKriepo3omM?

#AK BnnuBae rinoninigemMiyHa tepanisi Ha ctaH
MioKapAy 3 rnodanbHUM 3HWKEHHSIM
MiokapAaianbHOI PYHKLUII — NOCTIHPAPKTHOIO
iLLEMIYHOIO KapaimionaTieto?



Randomized Trial of Atorvastatin for Reduction of
Myocardial Damage During Coronary Intervention

Results From the ARMYDA (Atorvastatin for Reduction of MYocardial
Damage during Angioplasty) Study

Vincenzo Pascert, MD. PhD: Giuseppe Patti. MD: Annunziata Nusca. MD: Christian Pristipino, MD:

Gruseppe Richichi, MD: Germano Di Seiascio, MD: on behalf of the ARMYDA Investigators

Background—Small myocardial infarctions after percutaneous coronary witervention have been associated with higher risk
of cardiac events duning follow-up, Observational studies have suggested that statins may lower the nisk of procedural

myocardsal myury. The aim of our study was to confirm this hypothesis n a randomized study,

Methods and Results—One hundred fifty-three paner
enrolled i the study. Patients scheduled for elective
or placebo (n=77) 7 days before the procedure. Crd
baseline and at § and 24 hours after the procedure. D
was significantly lower in the statm group versus the p
versus 48% for troponn I (P=0.0004), and 22% ver:
kinase-MB determunation was detected after coronary
m the placebo group (P=0.025). Postprocedural peak

tropomn I (0.09£0.2 versus 04713 ng/ml, P=0(

1) DI 1411} 4
Conclusions—Pretreatment with atorvastatn 40 mg/
elective coronary intervention. These results may

therapy before percutaneous revasculanization. (Cil
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7 Cleveland Clinic

What Is Ischemic cardiomyopathy?

Ischemic cardiomyopathy (CM) is the most common type of dilated cardiomyopathy. In lschemic CM. the heart's ability

to pump blood Is decreased because the heart s main pumping chamber. the left ventncle is enlarged. dilated and weak

This 1s caused by ischemia - a lack of blood supply to the heart muscle caused by coronary atery disease and heart

attacks
R

Clinical determinants of martality in patients with angiographically diagnosed ischemic or nonischemic cardiomyopathy.

Bart BA, Shaw LK, McCants CB Jr, Fortin DF, Lee KL, Califf RM, O'Connor CM

1 Am Coll Cardiol, 1997;30(4):1002

OBJECTIVES: We sought to charactenze the clinical determinants of mortality in patients with angiographically diagnosed ischemic or nonischiemic
cardiomyapathy BACKGROUND: Patients with ischemic cardiomyopathy may have 3 worse prognosis than patients with nonischemic cardiomyopathy. Few studies
have assessed the effect of ischemic versus nonischemic etiology on outcomes.METHODS: We analyzed prospectively collected data on 3,787 patients with a left
ventricular ejection fraction<or = 40% wha undarwent coranary angloaraphy. Patients were considered to have ischemic cardmmyopath» n=3112) fthey had 3
history of myocardial infarction, percutaneous transluminal coronary angioplasty, coronary artery bypass araft surgery or at least one m'ajor epicardial coronary
artery withzer = 75% stenosis; all athers were considered to have nonischemic cardiomyopathy (n = 675).RESULTS: The median age, &jection fraction and
proportinn of patients with New York Heart Association functional class I1T or IV symptoms for the nonischemic and Ischemic groups were 33 years versus 63 years,
27% versus 32% and 57% versus 25%, respectively. After adjustment for baseline clinical risk factors and presenting characteristics, ischemic 2tiology remained an
mportant independent predictor of 5-year mortality (p<0.0001), The extent of coronary artery disease was a better predictor of survival than ischemic or
nonischemic etiology (log likelinood chi-square 700 vs. 673, respectively).CONCLUSIONS: lschamic eticlogy s 3 significant indsnandant pradictar of mortality in
_patients with cardiomyopathy, However, the extent of coranary artery disease contributes more pragnostic information than the clinical diagnosis of ischemic or
nonischemic cardiomyapathy. Further research is needed ta refine the clinical definition of ischemic cardiomyapathy so that physicans ¢an appropriately prescribe
treatment and accurately predict outcome.



ILLEMIYHA KAPAOIOMIONATIA

k) Reference values: global systolic function
- ejection fraction -

Normal

- > 55%

Mildly reduced

- 45 -50 %
Moderately reduced
- 35-45%

Severely reduced

- <35%

Hyperkinetic
- >70%
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OI3AVH OOCNIIKEHHA

Bcboro 134 xBopux 3 IXC Tta
MNIK go i nicna onepadii
AKLLU+AE

PB J1<35% PB J1LLU235%
n=64 n=70

-1l ®.K., CH IIB 1-1ll ®.K., CH IIA

(- NYHA)cT. (-l NYHA)cT.

KpuTtepii BUknioYeHHs: KnanaHHa xBopoba cepus, noctinHa popma DI,
Ba)KKi coMaTu4Hi abo iH(eKLinHI 3axBOpPIOBaHHS

TepmiHu cnocTtepexeHHst — 7-10 gHiB go onepauii, 7-10 gHiB nicnsa
onepauii, Ta 3, 6 i 12 micsdis nicns onepadii AKLL +AE

Onepaduia AKLU nposogunacsa y BigaineHHi IXC HOI CCX im.M.M.AmocoBa ,
KepiBHUK — yn-kop HAH, npod.PyaeHko A.B.



XapaKkrepucTuka KiiHiYHMX JaHuX 06CcTeXXeHUX rpyn XBopux

[TokasHMKK KinibKicTb [Toka3HMKK KinibKicTb
XBOpUX, abc. XBOPUX,
abc.,
XBOpPI 3 BaXKKNM 64(48%) | XBOpi 3 NOMIPHUM 70(52%)
SHKEHHAM BHMKEHHSM
CUCTOJIIYHOI COYHKLIT CUCTOJTIIYHOI CPYHKLIT
J1 (®B<35%) J1l (®B=35%)
CTeHokapais Hanpyru 35(26,3%) | CteHokapais Hanpyrn | 56(41,6%)
[I-11l ®.K. -1l ®.K.
CH IIB (lI-11I NYHA) cT. 49(36,8%) | CH IIA (II-lIl NYHA) cT. | 35(26%)
YonoBiku 61(95%) YonoBiku 67(95%)
Bik, pokn 56,37+£11,18 | Bik, poku 54.90+10.,4
1

[ X 2 cTagil 90(37,5%) |I'X 2 cragil 45(33%)
[ X 3 cTagil 14(10,5%) |I'X 3 cTtagii 12(17,2%)
['IM 64(100%) |[I'IM 70(100%)




JlikyBaHHS

[MokasHuKK Bakke 3HWXeHHSA [TomipHe 3HWKEeHHSA

CUCTORNIYHOI PYHKUII cUCTORNIYHOI PYHKUII
(PB J1lLU<35%) (PB J1l =235%)

KinbKicTb XBOpUX 64(48%) 70(52%)

BeTta-6nokatopu 48(75%) 53(76%)

HiTpatu 15(24%) 14(20%)

Al 45(70,31%) 50(72%)

ACK 52(82%) 59(84%)

CratnHu 3a 7 64(48%) 70(52%)

OHIB Ao onepauil




Poanogin XxBopux 3a rpynamu 3anexHo Big
3acToCyBaHHSA CTaTUHIB

TepMiH Bes Jlunpumapa Jlnnpumap
0% 'pyna 1
Yepes 7-10 gHiB nicns (B J1LL<35%)
onepadii n=64
[‘pyna 2
(B JIlU 235%)
n=70
'pyna 1 'pyna 1
(B J1LL<35%) (PB J1<35%)
Uepes 3 micsaui nicnga n=31 n=33
onepauii
'pyna 2 'pyna 2
(B J1LLU=35%) (PB JILL=35%)
n=40

n=30




duHamika nokasHuKIB ninigorpamu Ta 6/x aHanisy KpoBi y XBOpPUX
pocnigpKyBaHUX rpyn Yyepes 3 Micsui nicna onepadil 3anexHo Bia

npunomy Jlunpumapa
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duHamika nokasHuKiB ninigorpamu ta 6/x aHanisy Kposi y
XBOPUX OOCHIIKYBaHUX rpyn Yepea 6 mMicsauiB nicrnisi onepadil
3arnexHo Big npunomy Jlunpmumapa

p<0.05
éVIIYIOJ'Ib\J'I -8,76%
-5,8% -9, 8% M
i j oo 208% '] PB=35%
232.8% 413,09
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AdvHamika nokasHuKIB ninigorpamu Ta 6/x aHaniay KpoBi y
XBOPUX AocnigpKyBaHUX rpyn yepes 12 micsuiB nicns
onepadil 3anexHo Big npunomy Jinnpumapa

MMOSb\N <0.05
6 - 2 5% p<0. 6.6% !_‘ -5,4%
. ®B235%
. -15,5%
-10,0% ~16,3% +4.2% MMOTTb\1 p<0.05 4.4
ey i ’—‘ 9.9% ’_‘ °1 5% 7
|—| a1l R -12,25% ']
0 - - - - - ; ' ' ’_‘ +8,65% ’_‘
O K > > > v L& 2 3 -43,9% -
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|—| -22,0%
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0 SR NN AN R SR
®B<35% TS & &
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BucHoBok: NokasHukmM ninigorpamu Ta 6/x KpoBi JOCTOBIPHO NOKPaLLyBanmch y
XBOPWX, LLIO MpUMany atopeacTtaTiH He3anexHo Bif CTaHy rrobasbHoi
ckopoTnueocTi JILL npoTarom poky nicns onepaTtMBHOI peBackynsipuaadii



60 -
50 -
40 A
30 A
20
10 +

[Toka3HUMKM iLLeMIT MioKapaa y xBopux 3 ®B
J1L<35% 3anexHo Big npuvomy Jiunpmumapa

KinbkicTtb enisogis iluemil, y.o.

p<0.05
-6,93%
-20,34% -9,11% ,_‘ 20 -
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I nnbuHa agenpecii cerm.ST,Mmm

p<0.05

-1,25%
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[MokasHuKku ilemii miokapaa y xsopux 3 B J1LL=35% 3anexHo Bia

npuromy Jinnpumapa
KinbKicTb enidoais iLemil, y.o. [ nnbunHa genpecii cerm.ST,Mm
p<0.05 p<0.05
-16,22%
-13,31% _ _ ;
0 5.56% -10,61% 0 20 10% -8.14%
40 - 15 + 1
30 ’—‘ 10 -
20 - ,
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10 -
0 . : 0 : ,
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MiHiManbHa TpuBanicTb genpecii cermeHTa ST

p<0.05
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YacTtoTa BUHUKHEHHSA NopyLUeHb puTMy cepud 3a AgaHumm XM EKI y
xBopux 3 OB J1LL<35% 3anexHo Big npunomy Jinnpumapa
Uepes 6 micsauis

p<0.05 4epes 3 MicsLs CE CBT LE LIME T

CE CBT LE LLUTE T 45 -
o) 0,
25 _3,3% -15,4/0 _4,0% 40 4 _14’5/0

] -0,8% - .
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15 ’—‘ i 13% 100 ’—‘

= T 26
15 A

5 1 10 -
5 4

(0]
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T T
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p<0.05 Yyepes 12 micqauis
CE CBT LWE LLIME T p<0.05
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T T
| BE3 ATOPB = ATOPB




25 A
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YacToTa BUHUKHEHHSA NOpYyLUEeHb PUTMY cepLd 3a JaHUMU
XM EKT" y xBopux 3 @B J1LLU=35% 3anexxHo Big npunomy Jlunpumapa

p<0.05 Yepes 3 Micaus

CE CBT LWE LUTME T
-3, 6% -8.4% -8,6%
-6,3%
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Kopensuis mix piBHeMm 3XC Tta yactototo CBT

Caorrelation: r =,26247

4.8 5,0 5.2
™e 95% confidence

BusiBneHo cnaby no3auTUBHY KOpensiuinHy 3aneXHiCTb
yacTtoTtu po3sutky CBT Big piBHa 3XC cupoBaTKu KpPOBI
(r=0.26)




Kopensuis Mix piBHeMm CPI1 ta yactototo CBT Ta LUT

CPIM 1a CBT CP Ta LT

Cornelsiioe 1= 52786 Comelation: r= 37953

6.0

| iart g, 5% confidence

=1 i 1]
| o 5% cofidencs

BusaBneHo BUCOKY KOpensuiuHy 3arneXHICTb YaCTOTU PO3BUTKY
CBT (r=0.52) Ta cepegHI0 KopensiuinHy 3aneXxHiCTb YaCTOTH
po3utKy LUT (r=0.38) Big akTMBHOCTI 3aranbHo3ananbHoro
npouecy kpoBi 3a gaHnmu CPI1 cupoBaTku




CtaH BeretaTtMBHOI perynsuii cepueBoi gianbHocTi 3a gaHummn BCP y xBopux

®B J1l<35% 3anexHo Big npunomy Jlmnpumapa
SDNN, mc SDANN, mc

2,4%
15 - p<0.05 1.7% 15 p<0.05 et

+0,06%

10 - ,—| l | 10 - +0,6% +2.09 ‘
+1,8% 70

5 4 | ‘ |
‘ | 5 i

3 mec 6 mec 12 mec 0

3 mec 6 mec 12 mec
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LF/HF, y.o

-5,5%
p<0.05  -10,8% ’

45 - ﬁ
0{ -5,8% j
15 -
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BE3 ATOPB = ATOPB




CTtaH BeretaTtuBHoOI perynsii cepueol gisnbHOcCTi 3a gaHnmn BCP y
xBopux ©B JILlU 235% 3anexHo Big npuitomy atopBacTaTUHy

SDNN, mc SDANN, mc
p<0.05 +2.6% p<0.05 +6,8%
15 - i 15 -
At r +4,8%
10 ’

' 10 1
+2.4%

+2,0%
5 - 5 ’—\

3 mec 6 mec 12 mec

0

3 mMec 6 mec 12 mec
BE3 ATOPB = ATOPB
LF/HF, y.o BE3 ATOPB  ATOPB
-3,3% -3,3%
%71 p<0.05
301
-0,8%
15 1
0 .
3 mec 6 mec 12 mec

BE3 ATOPB ™ ATOPB




[MokasHWKU LeHTpanbHOI remoauHamiku, MiokapgianbHol yHKUil nicns

AKLI+AE y xBopux ®B J1LL<35% 3anexHo Big npuiomMy aTopBacTaTUHy
p<0.05

yepes 3 MicsL; P<0-05+6 y -12,4% yepes 6 micaLiB
. (70 -3,9%
) +7,6/o _9,7% 12 - _6,8% — r—‘
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- +15,4% 203%  P<0.05
-6,7% -13,2%
18 - -9.6% ’_‘ -6,5%
o W j
0]
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[MokasHWKKU LeHTpanbHOI remoauHamiku, MiokapgianbHol yHKUil nicns
AKLWI+AE y xBopux ®B J1LlU 235% 3anexHo Big npuinomy Jlunpumapa

yepes 6 micdauis

yepes 3 Mlc;lu,lﬁ_m’g% Al
il p<0.05 “p<0.05 1549
+5,8% -6,6% ’
1 — . -2, 7%
-4.6% -4,7% ‘
-3,2% 2,6 T Rt
T F -1,0% -1,2%
dB | KOl l KCI | i | IVRT
Llepe3 12 M|CF|L|||B ° @B ' Kol ' KCl ' inm ' VRT ' DT
27 BE3 ATOPB ATOPB
-15,6%
]
) +14,0% 14.3%
] -7,4% —
-3,2%
9 T -2,8%
Ll B S
[ol:} Kl KCl inn IVRT DT

p<0.05 BE3 ATOPB  ATOPB]




Kopensiuia mixk pisHem CPI1 Ta ctaHom rino6anbHoi
ckopoTtnueocTi J1LL (PB)

Corelation: r= - 4758

BusBneHo cepeaHio HeraTMBHY KopensuinHy 3anexHicts $B J1LU (r=-0.48)
Bi aKTUBHOCTI 3aranbHo3ananbHoro npouecy kposi 3a gaHumm CPI1 cupoBaTtku




3MiHK Mopdo-pyHKLUioHanbHUX xapakrepuctuk 3CA y xsopux 3 ®B J1LLI<35%

3anexHo Big npuiomy Jlmnpumapa

Yepes 3 micsui Yepes 6 micsiLiB
2 - p<0.05
7 p<0.05
1,18 1,12 117 >
11 0,92 0,88 . ’ 09 o6
0] 0
IMK RI IMK RI
| BE3 ATOPB ATOPB BE3 ATOPB = ATOPB

Uepes 12 micsauiB
2 - p<0.05

1 4 0,87 0,85

IMK RI
BE3 ATOPB = ATOPB




Kopensuia mix piBHem CPI'1 Ta mopdo-
dyHKLIOHaNbHOI XapaktepucTtukoro 3CA

CPTI1 ta IMK CPIl ta Rl

Cornetation r= 51747 | Connelation: r= 29141

BusBneHo cunbHy NO3NTUBHY KopensuinHy 3anexHictb ToewmHn IMK
3CA (r = 0.52) ta ingekcy pesucteHTocTti 3CA (r = 0.59) Big akTUBHOCTI
3aranbHo3ananbHoro npouecy Kposi 3a gaHumu CPI1 cupoBaTku




KpuBi BxnBaHHoOCTI 3a KannaHom-Menepom: 3aranbHa

CMEPTHICTb Y XBOPUX 3aNeXHo Big MPUUOMY CTaTUHIB
NpoTAromMm 18-Tu MicsiLlIB CIOCTEPEXEHHSA

Cumulative Proportion Surviving (Kaplan-hleier)
o Complete  + Censored

2
=
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7 0%} CnissigHoweHHs wancis  95% Al
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Total (fixed effects) -
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MneiioTponHble addeKTbl CTATUHOB

Anti-thrombotic,

Endothelial/EPC
function

1 Endothelial function

T NO bioactivity

Anti-coagulant

d Platelet activation

! Coagulation

T Endothelial
progenitor cells

Anti-inflammatory; — AWl Anti-oxidant

Immunmodulation Plague 1 NADPH oxidase
Stabilisation T EC-SOD

- Thioredoxin
¥ Inflammation T Effects on collagen T
{ Immunomodulation 1 MMPs

d Tissue factor

! Macrophages

Sorrentino & Landmesser, Curr Treat Opt; 2005



CTaTuHbl CHXKaOT CMEPTHOCTb :
MeTa-aHanus3 14 TpaurioB

Cholesterol Treatment Trialists’ Collaboration

Cause of death

Vascular causes:
CHD

Stroke
Other vascular
Any non-CHD vascular

Any vascular
Nonvascular causes:
Cancer

Respiratory

Trauma
Other/unknown

Any nonvascular

Any death

Events (%)

Treatment
(n =45,054) (n =45,002) PP

3.4

0.6
0.6
1.2

4.7

2.4
0.2
0.1
1.1
3.8

8.5

Control

4.4

0.6
0.7
1.3

5.7

2.4
0.3
0.1
1.2
4.0

9.7

Control

better better
< 0.81
DI 0.91
. 0.95
0.93
0.83
1.01
W | 0.82
= | 0.89
] 0.87
0.95
—— 0.88

I T I T ]
05 1.0 15
Relative risk

CTT Collaborators. Lancet. 2005:366:1267-78.



Efficacy and safety of cholesterol-lowering treatment:
prospective meta-analysis of data from 90 056 participants

in 14 randomised trials of statins

Lancet 2005; 366:1267-78

Site of Events (%) RR (C1)
first cancer Treatment Control

Gastrointestinal 543 (1:4%) 512 (13%) 103 (0:90-1-17)
Genitourinary 760 (1-9%) 775 (1.9%) 0.97{(0:87-1-09)

Respiratory 372 {0-9%) 390 (1.0%) 097 (0-83-114)
Breast (women) 105 (1-1%) 92 {0:9%) 1.09(0.79-1.49)
Haematological 97 (0-3%) 106 (0-4%) 0-94(067-132)
Melanoma 77 (0-2%) 80 (0:2%) 1.03(0:71-1-50)
Other or unknown 613 (1.5%) 581 (1:5%) 1.08 (0-90-1-29)

Anysite 2567 (6:4%) 2536 (6:4%) 1-00 (0-95-1-06)

05 10 1.5
Treatment  Control

better better
Effect p=09

Figure 8: Proportional effects on cancer incidence per mmol/L LDL cholesterol reduction by site

Symbols and conventions as in fiqure 1. For every type of cancer, analyses are of number of participants whose first
recorded cancer after randomisation was of that type. ASCOTT-LLA only provided data on fatal cancers™ and so
does not contribute to these analyses.

JledyeHne cTraTMHAMM He BJIHMSAJIO HA KOJIMYECTBO
CJIY4Yac€B BIICPBLIC BLIABJICHHDBIX 3JI0KAY€CTBCHHBIX HOBOOﬁpa3OBaHI/II71






