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A stroke rizikofaktorai
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LDL-szint és a kardiovaszkularis esemenyek
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A SPARCL vizsgalat
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Figure 2. Kaplan—Meier Curves for Stroke and TIA.
Results are shown on an intention-to-treat basis with prespecified adjustments for geographic region, entry event (stroke or TIA), time
since entry event, sex, and baseline age for the first occurrence of a fatal or nonfatal stroke (Panel &), fatal stroke (Panel B), nonfatal
stroke (Panel C), and stroke or TIA (Panel D). HR denotes hazard ratio, and Cl confidence interval.

The Stroke Prevention by Aggressive Reduction in Ch

olesterol Levels Investigators. N Engl J Med 2006;

355:549-59.



Update to the AHA/ASA Recommendations
for the Prevention of Stroke in Patients With
Stroke and Transient Ischemic Attack

Table 2. Recommendations for Lipid Management

Class, Level of
Recommendations Evidence

Class | Recommendations

Ischemic stroke or TIA patients with elevated cholesterol, comorbid coronary artery disease, or evidence of an atherosclerotic Class |, Level A
origin should be managed according to NCEP Il guidelines, which include lifestyle modification, dietary guidelines, and
medication recommendations.

Statin agents are recommended, and the target goal for cholesterol lowering for those with CHD or symptomatic Class |, Level A
atherosclerotic disease is an LDL-C level of <100 mg/dL. An LDL-C <70 mg/dL is recommended for very high-risk persons
with multiple risk factors.

New Recommendation

On the basis of the SPARCL trial, administration of statin therapy with intensive lipid- lowering effects is recommended for Class I, Level B
patients with atherosclerotic ischemic stroke or TIA and without known CHD to reduce the risk of stroke and cardiovascular
events.

Class Il Recommendation

Ischemic stroke or TIA patients with low HDL cholesterol may be considered for treatment with niacin or gemfibrozil. Class lIb, Level B

NCEP indicates National Cholesterol Education Panel; LDL-C, low-density lipopratein cholesterol; and HOL, high-density lipoprotein.

Stroke 2008;39;1647-1652



IGEN NAGY NAGY KOCKAZATU KARDIOVASZKULARIS

- YA ) TUNETEKT L MENTES
KOCKAZATU ALLAPOT ALLAPOT NAGY KOCKAZATU ALLAPOT

CV betegseg plusz: Kardiovaszkularis betegségek
- diabetes vagy

" i’ . Diabetes mellitus
- ,er s” dohanyzas vagy Krénik lGatel .
- metabolicus syndroma ronikus veseelegteienseg

KIT ZOTT KOLESZTERIN-CELERTEKEK

Ch < 3,5 mmol/l Ch < 4,5 mmol/l Ch <5 mmol/l
LDL-Ch < 1,8 mmol/I LDL-Ch < 2,5 mmol/l LDL-Ch < 3 mmol/Il

TERAPIAS OPCIOK

Ha életmddvaltozatas utan a Ch- és LDL-Ch-érték a célérték felett marad, vagy a kardiovaszkularis tiinetekt | mentes
allapotban a kockazat 2 5% (SCORE tablazat), AKKOR GYOGYSZERES KEZELES JAVASOLT
(statin, ezetimib, fibréat, nikotinsav, = w3 vagy kombinacioik ).

A céléerték elérésenek prioritasa mellett kivanatos az LDL-Ch-szint >50%-0s csokkentése
az atherosclerosis regresszidjanak elérésehez.

Akut koronariaszindroma esetén a Ch-értekt | figgetlenil sztatin javasolt.



Achieving and Maintaining National Cholesterol Educ ation Program
Low-density Lipoprotein Cholesterol Goals with Five Statins
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Figure 2. AchievementofNational Cholesterol Education Program low-density lipoprotein cholesterol goal at week 54 in all patients
and by risk group. The mean daily dose at the last visit was 24 mg for atorvastatin (n = 1902), 23 mg for simvastatin (n = 468), 52 mg
for lovastatin (n = 476), 31 mg for pravastatin (n = 462), and 62 mg for fluvastatin (n = 477).



Legalabb 50 %-0s LDL-C értek csokkenés
szukseges az atherosclerosis megallitasahoz

Figure 3. Relationship Between Mean Low-Density Lipoprotein Cholesterol Levels and
Median Change in Percent Atheroma Volume for Several Intravascular Ultrasound Trials
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There is a close correlation between these 2 variables (r’=0.97). REVERSAL indicates Reversal of Atheroscle-
rosis With Aggressive Lipid-Lowering'?; CAMELOT, Comparison of Amlodipine vs Enalapril to Limit Occur-
rences of Thrombosis'*; A-Plus, Avasimibe and Progression of Lesions on Ultrasound': and ASTEROID, A Study
to Evaluate the Effect of Rosuvastatin on Intravascular Ultrasound-Derived Coronary Atheroma Burden.

JAMA. 2006;295:1556-1565



Az intenziv statin terapia hatasa a
klinikal kimenetelre

MNo. of No. of
events / participants

Study More intensive Less intensive

0Odds ratio
(95% CI)

Favours Favours

more intensive less intensive

Acute coronary syndromes

PROVE IT-TIMI 22 147 /2099 172/2063
AtoZ' 205/2265 235/2232
Overall 352/4364 407/ 4295
I?=0%
Chronic coronary artery disease
Vascular Basis Trial® 4/ 197 1/103
REVERSAL"™ 4/327 7/327
SAGE™ 22/ 446 27/ 445
TNT" 334/ 4995 418/5006
IDEAL'S 411/4439 463/ 4449
Overall 775/10404 916/10330
1= 0%
Overall 1127 /14768 1323/14625
2= 0%

0.83 (0.66-1.04)
0.85 (0.69-1.03)
0.84 (0.72-0.97)

2.11 (0.23-19.16)
0.57 (0.16-1.95)
0.80 (0.45-1.43)
0.79 (0.68-0.91)
0.88 (0.76-1.01)
0.83 (0.75-0.92)
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Figure 2: Risk of myocardial infarction or coronary death among patients with acute coronary syndromes or chronic coro-

nary artery disease in 7 studies of statin therapy intensity.

Josan K et al. CMAJ 2008;178(5):576-84



Az intenziv statin terapia mellett
fellep mellekhatasok aranya

Table 4: Adverse events reported in trials that compared statin regimens of different intensities and those that compared statin
therapy and placebo

More intensive v. less intensive statin therapy® Less intensive statin therapy v. placebof
Event % of patients Odds ratic (95% Cl) % of patients Odds ratio (95% CI)
Adverse event leading to
drug discentinuaticn 7.8v.5.3 1.34 (0.98-1.83) 5.6 v. 6.1 0.92 (0.85-0.99)
Aminotrasferase level
elevaticn 1.5v. 0.4 4.14 (2.30-7.44) 1.4v. 1.1 1.23 (1.06-1.42)
Myalgia 3.3v. 2.8 1.26 (0.98-1.63) 15.4v. 18.7 0.79 (0.76-0.83)
Myopathy (myalgia with
creatine kinase elevation) 2.2v. 1.8 1.91 (0.11-32.13) 0.9v.0.4 2.03 (1.55-2.67)
Rhabdomyolysis 0.05 v. 0.04 0.97 (0.29-3.24) 0.2v.0.1 1.3€ (0.90-2.06)

Note: Cl = confidence intarval.
*Data were pooled from the PROVE IT-TMI 22 (Pravastatin or Atorvastatin Evaluation and Infection Therapy-Thrombalysis in Myocardial Infarction 22), A to Z (Agorastat

to Zocor), TNT (Treating to New Targets), IDEAL (Incremental Decrease in End Points Through Aggressive Lipid Lowering), REVERSAL (Reversal of Atherosclerosis with
Aggressive Lipid-Low=ring Therapy) and SAGE (Study Assessing Goals in the Eldzrly) trials.
{These data are from a meta-analysis of 34 placebo-controlled statin trials."

Josan K et al. CMAJ 2008;178(5):576-84



A koleszterin két forrasa

EPEVEL URUL
KOLESZTERIN

TAPLALEK

Champe PC, Harvey RA. Biochemistry. 2nd ed. Philadelphia: Lippincott Raven, 1994; Glew RH. In Textbook of Biochemistry with
Clinical Correlations. 5th ed. New York: Wiley-Liss, 2002:728-777; Ginsberg HN, Goldberg IJ. In Harrison’s Principles of Internal
Medicine. 14th ed. New York: McGraw-Hill, 1998:2138-2149; Shepherd J Eur Heart J Suppl 2001;3(supp! E):E2-E5; Hopfer U. In
Textbook of Biochemistry with Clinical Correlations. 5th ed. New York: Wiley-Liss, 2002:1082-1150. alapjan
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A koleszterin két forrasanak egyuttes gatlasa

Koleszterinfelszivodas Koleszterinszintézis Két koleszterinforras
gatlasa gatlasa egylttes gatlasa
(statin) (statin+ezetimib)
absorptio szintézis szintézis absorptio
LDL-C LDL-C LDL-C
18-23% 31-46% 46-61%

Assmann G Current Medical Research And Opinion Vol. 24, No. 1, 2008, 249-259.
Goldberg C. Mayo Clin Proc. 2004 ;79(5):620-9.



Kett s gatlas

Review: Ezetimibe
Comparison: Q| Ezetimibe + statin versus statin alone
Outcome: 0l Low density lipoprotein cholesterol (LDL-c) non-titrated |2-week studies

Study Ezetimibe + statin Statin WMD (fixed) Weight WMD (fixed)
orsubcategory N Mean (SD) N  Mean (SD) 95%: Cl %% (95% CI)
01 Ezetimibe + simvastatin versus simvastatin
Bays''! 604 -53.00 (14.75) 612 —39.00 (14.84) u 3359 -14.00 (—15.66 to-12.34)
Davidson''2 274 —49.90 (14.90) 263  -36.10 (14.60) = 1492 -13.80 (-16.30 to -11.30)
Goldberg''? 353 53.20 (17.20) 345 -38.50 (14.20) u 1700 -14.70 (—17.04 to -12.36)
Rodne)rl ' 124 —45.60 (15.78) 123 2830 (15.72) u 602 -17.30(-21.23 to—13.37)
Subtotal (95% CI) 1355 1343 t 71.53  —14.40 (—15.54 to -13.26)
Test for heterogeneity: y? = 2.60,df = 3 (p = 0.46), I = 0%
Test for overall effect: Z = 24.77 (p < 0.00001)
02 Ezetimibe + atorvastatin versus atorvastatin
Ballantyne'"® 255 54.50 (15.01) 248 42.40 (14.96) - 13.54 12.10 (- 14.72 to - 9.48)
Subtotal (959 CI) 255 248 L 13.54 12.10 (- 14.72 to - 9.48)
Test for heterogeneity: not applicable
Test for overall effect: Z = 9.05 (p - 0.00001)
03 Ezetimibe + pravastatin versus pravastatin
Melani''® 204  37.70 (12.85) 205 -24.30 (12.89) - 1493 —13.40 (-15.89 to -10.91)
Subtotal (95% CI) 204 205 ¢ 1493 -13.40 (-15.89 to-10.91)
Test for heterogeneity: not applicable
Test for overall effect: 7 = 10.53 (p < 0.00001)
Total (95% CI) 1814 1796 ¢ 100.00 —1394 (—14.90 to —12.98)
Test for heterageneity: ¥ = 5.31,df = 5 (p = 0.38), ’= 58%
Test for overall effect: 7 = 28.35 (b < 0.00001)

-100  -50 0 50 100

Favours Favours
ezetimibe + statin statin

Ara R et al. Health Technol Assess 2008;12(21)



TABLE 8 Lipid-regulating prescribing rates® for 2005 in England** {data not available for Wales)

Selected lipid-regulating
drug
Statins” Atcrvastatin
Fluvastatin
Pravastarin
Rosuvastatin
Simvaszatin
Al
Ezatimibe Ezetimibe monatharapy
Ezetimibe in corrbination
with simvaszatin
(sngle mblat)
Al
Micotinic acid Al
Cholestyramine Al
Fibrares Al

“ Dara for all lipid-regulating drugs not shown.

Dose (mg)

I
20
40
a0
All

20
40
an
All

g
20
40
All

o
20
40
Al

1o
20
40
a0
All

10
10/20

| 0/40
10/80

Kezeléesi koltsegek

% of patients

19.75
I11.75
6.18
1.34
39.02
0.48
0.73
0.32
1.53
1.04
1.87
.66
657

0.00
3.21
057
0.11
1.89

932
19.90
18.89

0.88

48.99

97.57
1.27

0.99
0.18

Annual cost®

(£000)

120,234
97752
58,857
12731
289,574
1061
LI
1,747
5919
1,347
3221
0,642
1211
(]
19,536
3444
1,093
24.087
5,000
16 674
27 44¢
7,185
5731C

389,101

17,39
287

261
45
17,988
517
1,045
14.28%

® |atal costs according to prescribed doses, prescribng retes as per 2005 and costs as par 2006,
ngto p p ng p p

© Includes beth generic and nen-generic drugs.

% of all lipid-
regulating

drug

9490

1.%0
0.07
0.11
2357

Atlagos LDL-C-cs6kkenés (%) 12 hét utan

Leggyakrabban
alkalmazott
sztatindozisok

MONOTERAPIA

Simvastatin + .
Atorvastatin**

ezetimib Rosuvastatin***
20 20 mg 10 m 80m

mo 9 e 100 a0 . 20mg  40mg
0 20 mg 40 mg 80 mg

2
102 e | [E
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Ara R et al. Health Technol Assess 2008;12(21)



Mikor kezdjuk a statin terapiat?

A Primary End Point B Myecardial Infarction, Stroke, or Death from Cardiovascular Causes
1.0+ . 1.0+ n
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N Engl J Med 2008;359:2195-207.
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Vernyomascsokkentés

Box 16 Antihypertensive treatment in patients Figure 3 Monotherapy versus combination therapy strategies.
with cerebrovascular disease

¢ In patients with a history of stroke or transient ischae-
mic attacks, antihypertensive treatment markedly
reduces the incidence of stroke recurrence and also
lowers the associated high risk of cardiac events.

e Antihypertensive treatment is beneficial in hyperten-
sive patients as well as in subjects with BP in the
high normal range. BP goal should be < 130/80 mmHg.

e Because evidence from trials suggests that the benefit f-blockers
largely depends on BP lowering per se, all available |
drugs and rational combinations can be used. Trial
data have been mostly obtained with ACE inhibitors
and angiotensin receptor antagonists, in association
with or on the top of diuretic and conventional treat-
ment, but more evidence is needed before their
specific cerebrovascular protective properties are
established.

e There is at present no evidence that BP lowering has a a-blockers
beneficial effect in acute stroke but more research is
under way. Until more evidence is obtained antihyper-
tensive treatment should start when post-stroke clini-
cal conditions are stable, usually several days after the
event. Additional research in this area is necessary
because cognitive dysfunction is present in about 15%
and dementia in 5% of subjects aged > 65 years.

e In observational studies, cognitive decline and inci-
dence of dementia have a positive relationship with

BP values. There is some evidence that both can be 2007 Guidelines for the management of arterial hypertension
somewhat delayed by antihypertensive treatment. Eur Heart J 2007:28.1462—1536

Thiazide diuretics

Angiotensin receptor
antagonists

-

~
L
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Calcium antagonists

ACE inhibitors




Vernyomascsokkent

stratégiak

(a) (b)
Favors low- Favors Favars low- Favors
dose diurctics | placebeo dose diurotics | p-blockers
Qutcome RR (95% Cl) P value RR (95% CI) Pwalue
CHD 0.79 (0.69--0.92) 0.002 —— 0.87 (0.74—1.08) 0.10 R
CHF 051 (0.42-0.62) <0001 —B— 0.83 (0.68-1.01)" 0.07 ——
Stroke 0.71 (0.63--0.81) =0.001 | —— 0.90 (0.76—1.06)" 0.20 | —1
CVD events 0.76 (0.69--0.83) <0,001 —,— 0.89 (0.80-0.98)" 0.02 —
CVD mortallty 0.81 (0.73--0.92) 0.001 B 0.93 (0.81-1.07)* 0.34 —
Total mortallty 0,90 (0.24--0.96) 0,002 | 0.99 (0.91-0.07)" 073 —q—
T T T T T T T T 1 T 1
0.4 0.6 0.8 1.0 1.2 14 0.4 0.6 0.8 1.0 1.2 14
Relative risk Relative risk
(c) (d)
Favaors low- Favors ACE Favars low- Favors calcium
dose diurotics | inhibitors dose diurotics | channel blockers
Qutcome RR (95% CI) P value RR (95% CI) P value
CHD 1.00 (0.83—1.14)* 0.99 —— 0.89 (0.76--1.01) 0.07 ——
CHF 0.82 (0.80-0.96)* 0.01 —— 0.74 (0.67-0.81)* <0001 ——
[Stroke 0.86 (0.77-0.97)" 001 | —— 1,02 (0.91-1,14)* 0.74 | ——
CVD events 0.94 (0.89—1.00)* 0.04 - 0.94 (0.89--1.00)* 0.045 —-
CVD mortallty 093 (0.85-1.02)* 013 — 0,95 (0.87-1.04)* 0.29 —
Total mortallty 1.00 (0.95—1.08)* 0.86 1.03 (0.98--1.08)* 0.30
T T T -*I_ T T T T T _I!_ T 1
0.4 0.6 0.8 1.0 1.2 14 0.4 0.6 0.8 1.0 1.2 14
Relative risk Relative risk
(e) ()
Favors low- Favars angiotenszin Favars low- Favors
dose diurctics | receptor blockers dose diurotics | a-blockers
Qutcome RR (95% CI) P value RR (95% CI) P value
CHD 0.83 (0.59-1.16) 0.28 —a— 0.99 (0.75--1.31) 0.97
CHF 0.88 (0.66—1.18)* 0.36 — 0,51 (0.43--0,60) <0,001
Stroke 1.20 (0.93—1.55)* 0.16 | — 0.85 (0.66--1.10) 0.22
CVD events 1.00 (0.85—1.18)* 0.98 —N— 0,84 (0.75--0.93) 0,00
CVD mortallty 1.07 (0.85-1.36)" 0.55 —i— 1.00(0.75--1.34) =0.99
Total mortality 1.09 (0.96—1.22)* 0.18 - 0.98 (0.88-1.10) 0.79
T T T T T T T T T T 1
0.4 0.6 0.8 1.0 1.2 1.4 0.4 0.6 0.8 1.0 1.2 14

Relative risk

Relative risk

Papadopoulos et al. J Hypertens 2008;26:844—852



Szekunder stroke prevencids tanulmanyok

c Comparison: 01 Post stroke/ TlA

Cutcome: D1 Stroke, fatal and non fatal
Treatment Conmntrol OR oR
Study N nM (95%Cl Random) (95%Cl Random)
01 Beta blocker
Dutch 52 {732 B2 f 741 — - 0.84[0.57,1.23]
TEST 81 r372 75 /348 1.01[0.71,1.44)
Subtotal(95%Cl) 133 /1104 137 r1089 r 0.93[0.72,1.20)

Test for heterogensity chi-square=0.51 df=1 p=0.47
Test for oversall effect z=-0.56 p=0.6

02 Diuretics
Carter 10 550 21 149 - 0.33[0.14,0.82]
HSCSG 37T 233 425219 —_— 0.80[0.49.1 .29]
PATS 159 ¢ 2841 2197 F 2824 = 0.71[0.58,0.88)
Subtotal(25%%CI) 2065 f 3124 280 F 3092 B 0.68[(0.50,0.92)

Test for heterogeneity chi-square=2.93 di=2 p=0.23
Test for overall effect z=-2.50 p=0.01

03 ACE inhibitor

HOPE 43 F 500 51 /513 — 0.85[0.56 .1 .30)]
PROGRESS mono 157 r1281 165 1280 I 0.94{0.y51.19)
Subtotal{95%C1) 200 71781 216 /1793 0.92(0.75.1.13]

Test for heterogeneity chi-square=0.17 di=1 p=0E68E
Test for overall effect z=-078 p=0.4

04 ACE inhibitor and Diuretic
PROGRESS dusal 180 /1770 255 /1774 —m— 0.55[0.45 0.68]
Subtotal(952%6Cl) 150 r1770 255 1774 ot 0.S5[0.45 0 68]
Test for heterogeneity chi-square=0.0 df=0
Test for overall effect z=-546 p<=0.00001

Total(952:CI) G6E9 fTTTS 888 /TT48 B 0.76[0.63,0.92]
Test for heterogeneity chi-square=18.53 df=7 p=0.0095
Test for overall effect z=-2.81 p=0.005

A 2 1 5 10
Favours treatment Fawvours cortnol

Rashid P et al. Stroke 2003;34:2741-2748



Study Treatment Coniral OR {random) Weght OR {random)
or sub-category N nN 95%Cl % 95% CI
SOLVD-RX 48/1285 61/1284 6.32 0.78 [0.53, 1.14)
SOLVD-P 70/2111 78/2117 8.21 0.50 0,65, 1.25)
AIRE 25/1004 17/482 2.72 1.45 [0.78, 2.70)
SAVE 45/111% 43/1116 5.3 1.0% [0.€9, 1.681)
TRACE 51/876 50/873 5.92 1.02 [0.68, 1.52)
g HOPE 156/4645 226/4652 - 15,39 0.68 [0.55, 0.84]
EUROPA 98/6110 102/€108 10,46 0.96 [0.73, 1.27]
g PEACE 71/4158 92/4132 B.64¢ 0.7 [0.56, 1.04]
CAMELOT 8/673 12/685 1.35 0.64 [0.26, 1.59]
PREVEND 1/431 10/433 — 0.27 0.10 [0.01, 0.77)
PREAN! 10/631 10/621 1.40 0.98 0,42, 2.38]
DAEAM 4/2623 8/2645 " 0.77 0.50 (0,15, 1.67)
IMAGINE 15/1280 14/1273 2.00 1.07 [0.53, 2.23]
£ RENAAL 47/751 50/182 5,69 0.95 [0.63, 1.43)
.§ IDNT 28/579 26/569 3.45 1,06 [0.62, 1,83
SCOFE 68/2477 93 /2480 8.64 0.72 [0.52, 0.99)
~ CHARM 141/3803 146/379 13.19 0.96 [0.76, 1.22]
Q=1925(P =026), F = 169% (P =0.008)
L] L] L) L] L) L] ]
01 02 05 1 2 5 10
Favors treatment  Favors control
Bethel et al.




ACE gatlo / ARB és stroke - 0sszevetes

Fixed effect madel (/2 = 00%, P =0.478)

Random effect model

P 0.93 (0.84, 1.03) 717/18245 768/18292
0.93 (0.84, 1.03)

Fig. 4

Publication OR Events, Events,
Study year (35% CI) AREs ACEI
ARBs vs. ACEls ;
ELITE 1997 : > .47 (0.31, 6.35) 4{352 3/370
ELITE-I 2000 : » .64 (0.77, 3.48) 18/1578  11/1574
OPTIMAAL 2002 ——.— 1,06 (0.83, 1.35) 140/2744  “39(2733
DETAIL 2004 : * 109 (0.34, 3.47) 6(120 6/130
VALIANT/Val 2003 —— 0.85 (0.69, 1.04)  180/4909  211/4€09
ONTARGET/T2l 2008 —'— 0.9° (0.79, 1.05)  369/8542  405(8E76

<t

ARBs + ACElsvs. ACEls

WVALIANT/Val-Cap 2003

ONTARGET/Tel+Ram 2008
Fited effect madel (/% = 0.0%, P = 0.602)

0.87 (0.71, 1.06) 183/4885 2114209
_ 0.93 (0.80, 1.07) 373/8502  405/8576
0.97 (0.81, 1.02) 556/13387 6°6/13485
0.97 (0.81, 1.02)

L

Random effect model

Dwverall zstimate
Fired effect madel (* = 0.0%, P =0.67C) 0.92 (0.85, 0.99) 1273/31632 138431777

Random effect model 0.92 (0.85, 0.99)

Heterogeneity ketween groups: P=0.714
I T
05 2

Favors 1st listed Favors 2nd listed

00—

=

Comparisons between angiotensin recepior blockers (ARBs) and ACE inhibilors (ACEls) on the risk of stroke. ACE, angictensin converting enzyme;
Cl, confidence interval; DETAIL, diabetics exposed to telmisarian and enalapril; ELITE, eveluation of losartan in the elderly study; ELITE-I, losartan
heart failure survival study; ONTARGET, the ongoing felmisartan alone and in combination with ramipril global endpoint irial; OPTIMAAL, optimel trial
in myocardial infarction with the angiotznsin Il antagonist losartan; OR, odds ratio; VALIANT, valsartan in acute myocarcial infarction study.

Reboldi et al. J Hypertens 2008;26:1282—1289



ACE gatlo / ARB kombinacio

Review: Meta-analysis of the safety and tolerability of ACE-I versus ACE-I+ARB in Patients with HF
Comparison: 05 Any Side cffect
Outcome: Any side effect
Study combination ACEI RR (random) Weight RR (random)
or sub-category n/N n/N 95% ClI % 95% Cl
ADEPT n/18 n/18 Hot estimable
HAMROFF et al. 0/16 0/L7 Hot estimable
Val-HeFT 249/2511 120/2499 B 24 .18 1.28 [1.15, 1.65]
CHARM-ADDED 109/1276 23371272 . 33.73 1.32 [1.14, 1.54]
WVALIANT 418/4885 375/4900 L 42.08 1.17 [1.03, 1.24]
Total (95% CI) a708 B718 ‘ 100.00 1.27 [1.15, 1.40]
Total events: 996 (combination), 788 (ACEI)
Test for heterogencity: Chi2 = 2.38, df =2 (P = 0.30), 12=15.9%
Test for overall effect: Z = 4.87 (P < 0.00001)
0.1 0.2 05 1 2 5 10
Favours combination Favours ACEI alone
Kdhoges 0.84[0.65 - 1.09] Hypotensio 1.91[1.37 - 2.66]
Angiobdéma 0.88[0.43 - 1.80] Romlo vesefunkcio 2.12[1.30 - 3.46]

Hyperkalaemia 4.17[2.31 - 7.53]

Lakhdar et al. Journal of Cardiac Failure 2008;14:181-188




Béta blokkolok és a stroke
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Béta blokkolo a stroke szekunder
prevenciojaban 6vatosan
valasztandd korabbi szivelégtelenség
vagy szivinfarctus hianyaban

Bangalore et al. et al. J Am Coll Cardiol 2008;52:1482—9



Dyslipidaemia
Hypertensio
hrombocyta aggregacio gatlas
Carotis stenosis
Cardiogeén eredet  stroke




Szekunder prevencios tanulmanyok
meta-analizise

24 vizsgalat
42688 TIA-n vagy stroke-on atesett beteg
6830 esemeny

Az aszpirin és dipyridamole kombinacio effektivebb
a thienopyridine terapianal (OR, 0.84; 95% CI, 0.73-
0.97) es az aszpirin monoterapianal (OR, 0.78; 95%
Cl, 0.70-0.87).

Thijs V et al. Eur Heart J. 2008 May;29(9):1086-92.



Guidelines for Management of Ischaemic
Stroke and Transient Ischaemic Attack 2008

L L0 IS TECOMIIINIIENIeIecl Liidl J:Jirllll:flllb' i J'_thlLJJ.I_ lllg HllllL.L]HgUl:d—
tion should receive antiplatelet therapy (Class I, Level A).
Where possible, combined aspirin and dipyridamole, or clop-
idogrel alone, should be given. Alternatively, aspirin alone, or
triflusal alone, may be used (Class I, Level A)

« The combination of aspirin and clopidogrel is not recom-
mended in patients with recent ischaemic stroke, except in
patients with specific indications (e.g. unstable angina or
non-Q-wave MI, or recent stenting); treatment should be giv-
en for up to 9 months after the event (Class I, Level A)

» It is recommended that patients who have a stroke on anti-
platelet therapy should be re-evaluated for pathophysiology
and risk factors (Class IV, GCP)

« Oral anticoagulation (INR 2.0 -3.0) is recommended after
ischaemic stroke associated with AF (Class I, Level A). Oral
anticoagulation is nol recommended in patients with co-
morbid conditions such as falls, poor compliance, uncon-
trolled epilepsy, or gastrointestinal bleeding (Class III, Level
C). Increasing age alone is not a contraindication to oral an-
ticoagulation (Class I, Level A)

Cerebrovasc Dis 2008;25:457-507



Update to the AHA/ASA Recommendations
for the Prevention of Stroke in Patients With
Stroke and Transient Ischemic Attack

Stroke 2008;39;1647-1652



A thrombocyta aktivacio, adheézio és
aggregacio mechanizmusa

Feher G et al. Clin Gen. 2008



Thrombelastograph

Véralvadas és fibrinolizis
tesztelésére alkalmas.

Impedancia
aggregometria

A trombocita aggregacio
mértékét | figg en

novekszik a ket érzékel
kozotti fesziltség.

A Verify Now
aggregometer

Optikai aggregométer, am
teljes vérb | mér.

Modszerek

Platelet function
analyzer

Kllénbdz agonistakkal
bevont membran
Teljes vérb | zarodasi
id t mér

Optikai aggregométer

T6bbszori centrifugalés utan,
trombocitadus és trombocitaszegény plazma
optikai kilénbségén alapszik




A rezisztencia es a klinikal esemeéenyek
kOzOtti 6sszefliggeés - aszpirin

Krasopoulos G et al. BMJ 2008;336:195-198



A rezisztencia es a klinikal esemeéenyek
kOz0tti 6sszefliggeés - clopidogrel

Snoep JD et al. Am Heart J 2007;154:221231



ACC/AHA/SCAI 2005 guideline update
for percutaneous coronary intervention

J Am Coll Cardiol. 2006;47(1):e1-121.



Dyslipidaemia

Hypertensio

hrombocyta aggregacio gatlas
Carotis stenosis

Cardiogén eredet  stroke




Guidelines for Management of Ischaemic Stroke and T ransient Ischaemic Attack
2008 Cerebrovasc Dis 2008;25:457-507



TUnetkepz carotis sz Kkulet terapiaja

70-99 % kozotti tinetképz ipsilateralis sz kiletnél a valasztandé megoldas carotis
endarterectomia (CEA), olyan centrumokban, ahol a sz6v dményrata 6 % alatti
(Class I, Level A)

Lehet ség szerint 2 héten bellli megoldas szikséges
(Class Il, Level B)

CEA 50-69% kozotti tiinetképz sz kuleteknél is indokolt lehet (els sorban férfiak friss
hemispherialis tiinetekkel) (Classlll, Level C), olyan centrumokban, ahol a
szbv dményrata 3 % alatti
(Class I, Level A)

50 % alatti tiinetképz sz kuleteknél m téti megoldas nem indokolt
(Class I, Level A)

Carotis stent behelyezése csak specialis esetekben indokolt
(Class I, Level A)

Guidelines for Management of Ischaemic Stroke and T ransient Ischaemic Attack
2008 Cerebrovasc Dis 2008;25:457-507
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Cardiogen stroke kezelése

Kezelés

Ajanlas szintje

Pitvarfibrillatio

Antikoagulalas (INR 2-3)

Class I, Level A

Muralis thrombus

Antikoagulalas

(IHD esetén + tct aggregatio gatlas)

Class lla, Level B

Class lla, Level A

Cardiomyopathia

Antikoagulalas / tct aggregatio gatlas

Class b, Level C

Reumas mitralis szivbetegség

Antikoagulalas

(embolisatio esetén + tct aggregatio gatlas)

Class lla, Level C

Class lla, Level C

Mitralis prolapsus

Tct aggregatio gatlas

Class lla, Level C

Mitralis calcificatio

Tct aggregatio gatlas

(regurgitatio esetén + antikoagulalas)

Class b, Level C

Class b, Level C

Aortabillenty - betegség

Tct aggregatio gatlas

Class lla, Level C

M billenty

Antikoagulalas (INR 2,5-3,5)

(IHD esetén + tct aggregatio gatlas)

Class I, Level B

Class lla, Level B




KOszonom a
figyelmet!



