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I have some bad news for you. While your 
cholesterol has remained the same, the research 

findings have changed.



LDL cholesterol goals according to 
risk factors group
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מציג
הערות מצגת

. יעדי ה LDL  כולסטרול החדשים נמוכים יותר .בחולים עם סיכון גבוהה - CHD  וחולי סוכרת המטרה כיום היא להוריד את את רמות ה LDL  כולסטרול ל פחות  מ 70 מ"ג/ד"ל ולא להסתפק ולהגיע ל 100 מ"ג/ד"ל 





This slide provides a graphic representation of the NCEP ATP III LDL cholesterol goals.1 The goal of therapy in patients with CHD is to reduce LDL-cholesterol to 100 mg/dL or lower. Patients with 
established CHD or other atherosclerotic disease should receive drug therapy when LDL-cholesterol levels are 130 mg/dL. The degree of risk should indicate the severity of intervention. For example, NCEP guidelines state that for patients without a history of CHD but who have two or more risk factors (such as smoking and hypertension), LDL should be brought below 130 mg/dL. Less aggressive intervention may be warranted if fewer risk factors are present. The LDL-cholesterol cut-off is 160 mg/dL for patients with fewer than two risk factors.


Reference
1. Expert Panel on Detection, Evaluation, and Treatment of High Blood Cholesterol in Adults. JAMA 2001:285;2486-2497.



How Low Should We Go?How Low Should We Go?

Lower is Better !Lower is Better !
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What are the objectives of CVD 
prevention?

•
 

To assist low risk to maintain this state lifelong, and to help high risk to 
reduce it.

•
 

To achieve the characteristics “stay healthy”:


 
No smoking



 
Healthy food choices;



 
Physical activity: 30 min of moderate activity a day



 
BMI < 25 kg/m2  (27) and avoidance of central obesity



 
BP < 140/90 mmHg



 
T. CHO < 5 mmol/l (~190 mg/dl)



 
LDL < 3 mmol/l (~115 mg/dl)



 
Blood glucose < 6mmo/l (~110 mg/dl)

•
 

To achieve more rigorous RF control in high risk (CVD or DM):


 
BP < 130/80 mmHg if feasible



 
T. CHO < 4.5 mmol/l (~175 mg/dl) and <4 mmol/l (~155 mg/dl) if feasible



 
LDL <2.5 mmol/l (~100 mg/dl) and <2 mmol/l (~80 mg/dl) if feasible



 
Fasting GLU < 6 mmol/l (~110 mg/dl) and HbA1c <6.5% if feasible

•
 

To consider cardio protective drug therapy in these high risk subjects 
especially those with established atherosclerotic CVD, 

•
 

The European Society of Cardiology. Prevention and Rehabilitation 2007, 14 (Supp 
2)



Guidelines: LDL-C Goals in High-Risk 
Patients

GuidelineGuideline LDLLDL--C goalC goal LDLLDL--C level C level 
to initiate to initiate 

TLCTLC

LDLLDL--C level to C level to 
consider consider 
therapytherapy
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20072007
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<80 mg/dl <80 mg/dl if if 
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מציג
הערות מצגת
In the US, NCEP ATP III guidelines1 recommend selection of lipid-lowering therapy based on a person’s risk status. Risk assessment requires measurement of LDL-C and identification of accompanying risk factors.
The category of highest risk comprises patients with CHD or CHD risk equivalents (those with a risk for major coronary events equal to that of established CHD, ie, >20% per 10 years), including diabetes.
In patients with CHD (or CHD risk equivalents), lipid-lowering drug therapy should be initiated at an LDL-C of 130 mg/dL (3.4 mmol/L), but can be considered at an LDL-C of 100 to 129 mg/dL (2.6 to 3.4 mmol/L).
These patients have the most aggressive LDL-C goal of <100 mg/dL (<2.6 mmol/L). An optional LDL-C goal of <70 mg/dL (<1.8 mmol/L) in “very high-risk” patients was introduced in the 2004 update to NCEP ATP III.2
The second category comprises patients with multiple (2+) risk factors (eg, smoking, hypertension, low HDL-C, family history of premature CHD, age) in whom 10-year risk for CHD is 20%.
The LDL-C goal for patients with multiple (2+) risk factors is <130 mg/dL (<3.4 mmol/L).
The third category comprises patients with 0 or 1 risk factor; these patients generally have a 10-year risk <10%.
The LDL-C goal for patients with 0 or 1 risk factor is <160 mg/dL (<4.1 mmol/L).



מניעה  וטיפול בטרשת 
העורקים ובמחלות כלי דם

 הנחיו ת יש ר אלי ות
ח ד שו ת 

 2010

מציג
הערות מצגת
האתגר הגדול העומד כיום בפני הטיפול בהיפרליפידמיה הוא להגיע לערכי המטרה העדכניים והנמוכים יותר של 
 כולסטרול. LDL 

היום נראה כיצד הטיפול המשולב: איזיטרול בשילוב עם כל סטטין יכול לעזור להביא חולים רבים יותר שאינם מאוזנים לערכי המטרה.
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תוכן  העניינ ים
אוכלוסיות היעד הגדרות וקדימות •
המלצ ות לאורך חיים בריא•
תזונה נכונה •
פעילות גופנית•
 הפסקת עישון•
יתר לחץ דם•
סוכרת•
שו מני הדם •
, βחוסמי ,קלופידוגרל ,  אספירין-טיפולים נוספים•

נוגדי , חוסמי הקולטן לאנגיוטנסין,  ACEמעכבי 
קרישה  

מניעה של  אירוע מוחי אסכמי•
תסמו נת מטבולית ומשקל עודף •



 דרגות ה סיכון ה קר דיוו סקו לארי•
 :רמת סיכון גבוהה 

!מוכחת חולים עם מחלה טרשתית כלילית או טרשתית אחרת
:מחלה טרשתית מוכחת מוגדרת כ

מצב לאחר ניתוח , מצב לאחר אוטם שריר הלב:  מחלת לב כלילית.א 
עדות ב צנתור למחלה  ,       מעקפים או התערבות מלעורית בעורק כלילי

 פולשנית חיובית - תעוקה המלווה בב דיק ת הדמיה לא,      טרשתית כלילית
.)אקו ב מאמץ  או ארגומטריה, מיפוי תליום     (

 - TIA)אוטם מוחי או ( מצב לאח ר אירוע מוחי איסכמי .ב 
או המוחיים    /      מסיבה  טרשתית או הוכחת טרשת בכלי הדם הצווארים ו

). 'וכו, רבדים טרשתיים בדו פלקס  של עורקי הצוואר(      באמצעי הדמיה 

.)דופלר עורקי, צנתור( צליעה לסירוגין עם בדיקת הדמיה חיובית .ג 

 , CT),אולטרא סאונ ד  אנגיוגרפיה( מפרצת הותין המוכחת בהדמיה .ד 



 ח ו ל ים עם סוכ רת או  שי ל ו ב מספר  ג ו ר מי סיכ ו ן   מקביל 
מח לה  טרש תית   ל ר מת סיכ ו ן  גבו הה הזה ה לז ו עם  

.  מוכ חת

:רמ ת סיכו ן בינ ונ י ת 
  אנ שים עם שני י ם או י ותר מג ו רמי  הסי כו ן  שצו י נו  ל עיי ל   

  

 :רמ ת סיכו ן נ מוכ ה 
דה י י נו ע ם גו רם סיכ ו ן   ,   או כ לו סי יה בסיכ ו ן נמו ך  י ו תר

.  אח ד א ו  עם מספר  ג ו רמי  סיכ ו ן בר מה גבול ית
  

  דר גו ת   הס יכ ו ן  הקר דיו ו סק ו לא ר י •



או כלוסי ו ת   הי עד  ה גדרות  ו קדימ ו י ות 
דרגות   הס יכון 

פרמינגהם EUROPEAN 
SCORE

רמת סיכון

 <20%  <5% גבו ה

10-20% 2-5% בינוני

 >10% >2% נמוך



 שנים10- בCVD -לוחות סיכון לתמותה מ
עדיף להסתמך על הלוח הסיכון המביא בחשבון את  היחס בין 

HDLכולסטרול ל 

לח ולי ם סו כרת י י ם יש לו ח ו ת סיכ ו ן יי ח ו די י ם 



Abnormal lipids are the 
strongest risk factor globally
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Yusuf S et al. Lancet  2004;364:957-952. 

מציג
הערות מצגת
	As shown on the slide, INTERHEART identified 9 easily measured risk factors for acute myocardial infarction (MI). These risk factors account for over 90% of the population attributable risk (PAR) of acute MI. The effect of these risk factors was consistent in men and women across different geographic regions, and by ethnic group.1

	All risk factors were significantly (p<0.0001) related to acute MI, except alcohol consumption, which was found to have a weaker association (p=0.03). After multivariate analysis, abnormal lipids (50%) and smoking (36%) were the two most important risk factors, accounting for two thirds of the PAR of an acute MI. Daily consumption of fruits or vegetables, moderate or strenuous exercise, and consumption of alcohol three or more times per week were protective.1 

	Based on these data, it has been proposed that modification of these known risk factors has the potential to prevent most premature cases of MI worldwide.1 


Yusuf S, Hawken S, Ounpuu S et al; on behalf of the INTERHEART Study Investigators. Effect of potentially modifiable risk factors associated with myocardial infarction in 52 countries (the INTERHEART study): case-control study. Lancet 2004;364:937-952. 







Levels of Risk Associated with 
Smoking, Hypertension and 

Hypercholesterolaemia
 

Levels of Risk Associated with 
Smoking, Hypertension and 

Hypercholesterolaemia
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Poulter N et al., 1993

מציג
הערות מצגת
Multiple risk factors for CVD are usually present in an individual; rarely do they occur in isolation. When risk factors co-exist the effect is often exponential; their combined effect is greater than the sum of their individual effects.1 
Multiple risk factors are also associated with the metabolic syndrome which is characterised by dyslipidaemia, hypertension, insulin resistance, visceral distribution of body fat, and a prothrombotic state.2 


References
1. Poulter N. In Cardiovascular Disease: Risk Factors and Intervention. Eds: Poulter N, Sever P, Thom S. Radcliffe Medical Press, Oxford, 1993. 
2. Deedwania PC. Am J Med 1998;105(1A);1S–3S.


Reproduced with permission from Radcliffe Medical Press. 




 המ לצות לאורח -הנחיות לכלל  האוכלוסייה 
חיים בריא
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AHA/ACC Guidelines for Secondary AHA/ACC Guidelines for Secondary 
Prevention for Patients with Coronary and Prevention for Patients with Coronary and 
Other Atherosclerotic Vascular Disease:Other Atherosclerotic Vascular Disease:

2006 Update2006 Update

Gregg C. Fonarow, MD and Sidney Smith Jr, MD on 
behalf of the Secondary Prevention Writing Group 
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Goal: Complete Cessation and No Exposure to 
Environmental Tobacco Smoke

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII

Cigarette Smoking RecommendationsCigarette Smoking Recommendations

•Ask
 

about tobacco use status at every visit. 
•Advise

 
every tobacco user to quit. 

•Assess
 

the tobacco user’s willingness
 

to quit. 

•Assist by counseling and developing a plan for 
quitting. 

•Arrange follow-up, referral to special 
programs, or pharmacotherapy

 
(including 

nicotine replacement and bupropion.

•Urge avoidance of exposure to environmental
 tobacco smoke at work and home.



א פי ד מ י ולו ג י ה  של  ע י ש ון  ב ע ול ם   על  פי  מ ין  א פי ד מ י ולו ג י ה  של  ע י ש ון  ב ע ול ם   על  פי  מ ין  

1. Mackay J, et al. The Tobacco Atlas. Second Ed. American Cancer Society Myriad Editions Limited, 
Atlanta, Georgia, 2006. Also available online at: http://www.myriadeditions.com/statmap/.
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מציג
הערות מצגת
Key Point
Gender-specific smoking prevalence varies across the world.

Background
Worldwide, there are marked differences in smoking prevalence rates between men and women from country to country. For example, in South Africa, the Philippines, China, Iran, and Portugal, smoking prevalence is much lower in women than in men. In contrast, in the United States, Canada, Australia, and Iceland, the prevalence of smoking in men is only slightly higher than that in women.1 

Overall, the prevalence of smoking in men is declining. However, although smoking prevalence in women is declining in some countries, such as the United States, the United Kingdom, Australia, and Canada, in several southern, central, and eastern European countries, the rate of smoking in women is not in decline or is still increasing.1

Reference
1. Mackay J, Eriksen M, Shafey O. The Tobacco Atlas. Second Ed. American  Cancer Society Myriad Editions Limited. Atlanta, Georgia, 2006. Also available online at: http://www.myriadeditions.com/statmap/.



WhatWhat’’s in a Cigarette?s in a Cigarette?
Tobacco smoke: Tobacco smoke: 4000 chemicals, 4000 chemicals, 250 toxic or carcinogenic250 toxic or carcinogenic11

Chemical in Tobacco Chemical in Tobacco 
SmokeSmoke22 Also Found InAlso Found In……

AcetoneAcetone Paint stripperPaint stripper
ButaneButane Lighter fluidLighter fluid
ArsenicArsenic Ant poisonAnt poison

CadmiumCadmium Car batteriesCar batteries
Carbon monoxideCarbon monoxide Car exhaust fumesCar exhaust fumes

TolueneToluene Industrial solventIndustrial solvent

.......ציאניד ועוד, פורמלדהי ד

מציג
הערות מצגת
Key Point
Tobacco smoke exposes the body to 250 toxic or carcinogenic chemicals.

Background
Tobacco and tobacco smoke are known to be carcinogenic in humans.Tobacco smoke contains at least 4000 chemicals, at least 250 of which are toxic or carcinogenic.1 For example, tobacco smoke contains irritants, such as acetone, ammonia, and toluene, found in paint stripper, cleaners, and solvents respectively; toxic heavy metals, such as cadmium, used in car batteries, and arsenic, used in poisons; and carbon monoxide, which is a hazardous component of exhaust fumes.2 Although it is addictive, the nicotine found in tobacco is not a known carcinogen.3 All cigarettes are toxic: the US Surgeon General’s report noted that smoking cigarettes with lower yields of tar and nicotine provides no health benefit.4

References
1. National Toxicology Program. 11th Report on Carcinogens; 2005. Available at: www.cdc.gov/tobacco/ets. 
2. Mackay J, Eriksen M. The Tobacco Atlas. Second Ed. Geneva, Switzerland: World Health Organization; 2006.
3. Harvard Health Letter. May 2005. 
4. US Department of Health and Human Services. The Health Consequences of Smoking. A Report of the Surgeon General. Atlanta, Georgia: Department of Health and Human Services, Centers for Disease Control and Prevention, National Center for Chronic Disease Prevention and Health Promotion, Office on Smoking and Health; 2004. 



New Segmentation for IsraelNew Segmentation for Israel
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מנגנון ה פע ולה של ניקוטין מנגנון ה פע ולה של ניקוטין 
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nicotinic receptor in the Ventral Tegmental Area (VTA) . כת ו צא ה מכך ישנ ו

.)(nAChשחרור של דופ מי ן באזור 

מציג
הערות מצגת
	Key Point
	Nicotine stimulates dopamine release in areas of the brain which is believed to result in the reward and satisfaction effect associated with smoking.

	Background
	After inhalation, nicotine preferentially binds to nicotinic acetylcholinergic (nACh) receptors located in the mesolimbic-dopamine system of the brain within a matter of seconds. Nicotine specifically activates 4β2 nicotinic receptors in the Ventral Tegmental Area (VTA) causing an immediate dopamine release at the Nucleus Accumbens (nAcc).1 The dopamine release is believed to be a key component of the reward circuitry associated with cigarette smoking.1






Reference
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מציג
הערות מצגת
	Key Point
	Nicotine addiction is a cycle which begins with nicotine binding to receptors in the brain causing the release of dopamine which in turn results in feelings of pleasure and calmness.
	
	Background
	The distribution of nicotine is very rapid. It can reach the brain within 10 to 20 seconds after inhaling cigarette smoke.1
	The binding of nicotine to its relevant receptors results in the release of multiple neurotransmitters, most critically dopamine. The release of dopamine in the nucleus accumbens neurons is thought to play a critical role in the addictive nature of nicotine. This release of dopamine requires binding of nicotine to 42 receptors.1
	Absorption of cigarette smoke from the lungs is rapid and complete, producing with each inhalation a high concentration of arterial nicotine that reaches the brain within 10 to 16 seconds. Nicotine has a terminal half-life in blood of 2 hours. Smokers therefore experience a pattern of repetitive and transient high blood nicotine concentrations from each cigarette. Nicotine’s activation of acetylcholinergic receptors induces the release of dopamine in the nucleus accumbens. This is similar to the effect produced by other drugs of misuse, such as amphetamines and cocaine. The symptoms of nicotine withdrawal are a major barrier to smoking cessation. Smokers start to experience impairment of mood and performance within hours of their last cigarette. These effects are completely alleviated by smoking a cigarette. Withdrawal symptoms include irritability, restlessness, feeling miserable, impaired concentration, and increased appetite, as well as craving for cigarettes. Cravings, sometimes intense, can persist for many months.
		References
Jarvis MJ. Why people smoke. BMJ. 2004;328:277-279.
Picciotto MR, Zoli M, Changeux J. Use of knock-out mice to determine the molecular basis for the actions of nicotine. Nicotine Tob Res. 1999; Suppl 2:S121-S125.
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מציג
הערות מצגת
	Key Point
	Champix™ (varenicline) was deliberately designed for the 42 receptor, as an 42 nicotinic receptor partial agonist (with dual agonist and antagonist properties) and physically prevents nicotine from binding as an aid in smoking cessation. 


	Background
	The initial view of the mesolimbic system identifies the VTA where the 42 receptors predominate, as well as the nAcc. The release of dopamine at the nAcc from the axons of the dopamine cells of the VTA is believed to produce a reward response. When nicotine binds at the 42 nicotinic receptor in the VTA, it is believed to cause release of dopamine at the nAcc. Champix™ (varenicline) was deliberately designed for the 42 receptor, as an 42 nicotinic receptor partial agonist (with dual agonist and antagonist properties) and physically prevents nicotine from binding and releases intrinsically less dopamine at the nAcc.
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2. West RW, et al. Fast Facts: Smoking Cessation. 1st ed. Oxford, United Kingdom. 
Health Press Limited. 2004.

סינדרום הגמי לה  

מציג
הערות מצגת
Key Point
Nicotine withdrawal syndrome is characterized by a combination of physical and psychological conditions, which make smoking difficult to treat. 

Background
Recognizing that nicotine withdrawal results in clinically significant impairment in a person’s ability to function, the American Psychiatric Association’s Diagnostic and Statistical Manual (DSM) classifies these symptoms as a distinct condition: nicotine withdrawal syndrome. The symptoms of nicotine withdrawal syndrome can develop rapidly after a smoker tries to quit, and characteristics include the psychological symptoms of dysphoric or depressed mood; anxiety; irritability, frustration, or anger; and restlessness or impatience and the physical symptoms of insomnia, increased appetite/weight gain, and difficulty concentrating. Although present in those who use other nicotine-containing products, the manifestations of nicotine withdrawal syndrome are more intense in individuals who smoke compared with those who use other forms of tobacco. The rapidity of onset and intensity of withdrawal syndrome in smokers may suggest a greater dependence on tobacco.1 

The typical duration of most of these symptoms is <4 weeks. Increased appetite is an exception, often lasting for >10 weeks. Although anxiety is listed as a classic symptom of nicotine withdrawal in the DSM, additional information is available about the relationship between anxiety and smoking. Some evidence suggests that while smokers increase their smoking when stressed, smoking does not help relieve the stress. As smokers stop smoking, levels of stress and anxiety actually decrease.2 

References
1. Diagnostic and Statistical Manual of Mental Disorders, IV-TR. Washington, DC: APA; 2006: Available at  http://psychiatryonline.com. Accessed November 7, 2006.
2. West R, Shiffman S. Fast Facts: Smoking Cessation. 1st ed. Oxford, United Kingdom. Health Press Limited. 2004.
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מציג
הערות מצגת
Key Point
The health benefits of quitting smoking start immediately and are sustained such that 15 years after quitting smoking, the coronary heart disease risk of a former smoker is equal to that of a nonsmoker.

Background
When gauging the health benefits from smoking cessation one is encouraged to assess both the short-term and long-term improvements. Within 2 weeks to 3 months lung function may begin to improve and there may be notable decreases in coughing, sinus congestion, fatigue and shortness of breath.   

Around the year mark, coronary heart disease risk, the leading cause of death in the United States, improves with smoking cessation to a point where excess risk is reduced by 50% and continues to decline thereafter. Within the 5-15 year range, the risk of stroke for smoking cessators returns to the level of a person who has never smoked. 

Other potential long-term benefits include:  the risk of lung cancer, the most common cause of cancer death in the United States, declines steadily after smoking cessation; and by 10 years after cessation, the risk of lung cancer is 30-50% that of continuing smokers. And beyond this, smoking cessation may also reduce the risk of cancers of the larynx, oral cavity, esophagus, pancreas, urinary bladder and of developing ulcers of the stomach or duodenum. Other long-term benefits include the rate of decline in lung function among former smokers returns to that of never smokers, reducing the risk of COPD. And, the risk of coronary heart disease, after 15 years of abstinence, becomes similar to that of a person who has never smoked. Clearly, a patient has health benefits to gain if they successfully cessate.
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1. Unal B et al. BMJ. 2005;331:1–6. 

מציג
הערות מצגת
Key Point
Along with cholesterol and blood pressure reduction, quitting smoking is a critically important risk factor to manage in postponing or preventing CHD–related deaths.

Background
This study by Unal and colleagues investigated the potential impact of population-based primary prevention measures (in healthy individuals) versus secondary prevention efforts of risk factor reduction in patients with CHD on cardiovascular health in England and Wales. They constructed a model that synthesized data on the number of CHD patients, use of specific treatments, trends in cardiovascular risk factors, and mortality benefits of specific risk factor changes in healthy people and in CHD patients. In the healthy population, the single largest factor contributing to the reduction in CHD mortality rates in 1981–2000 was quitting smoking. Over this time period, CHD mortality actually declined by 54%, and smoking prevalence fell by 35%. Quitting smoking resulted in the prevention or postponement of about 24,680 deaths—a substantially higher amount than the deaths prevented/postponed by cholesterol reduction (n = 4710) and blood pressure reduction (n = 7235). 
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מציג
הערות מצגת
Key Point
Smoking is causally linked to a host of cardiovascular, respiratory, reproductive, and other conditions, as well as many types of cancer. The top 3 smoking attributable causes of death in the United States are lung cancer, ischemic heart disease, and chronic obstructive pulmonary disease (COPD).

Background
In 2004, the US Surgeon General published a report on the health effects of active smoking, focusing specifically on the evidence for a causal relationship between smoking and disease and death. According to the research summarized in the report, many serious conditions are caused by smoking, including cardiovascular, respiratory, reproductive, and other conditions, as well as cancer affecting diverse areas and organs of the body. In addition to the widely-known consequences of lung cancer and respiratory disease, smoking has been causally linked to such diverse morbidities as low-bone density, nuclear cataract, bladder cancer, and reduced fertility.1 Other studies have linked smoking to vascular dementia2 and peripheral arterial disease.3 These conditions can affect young and middle-aged smokers and, in general, as a smoker’s age increases, the frequency of smoking-caused diseases rises.1
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4. Ezzati M, Lopez AD. Regional, disease specific patterns of smoking-attributable mortality in 2000. Tobacco Control. 2004;13:388–395.
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Blood Pressure Control RecommendationsBlood Pressure Control Recommendations

Blood pressure 120/80 mm Hg
 

or greater:



 
Initiate or maintain lifestyle modification:

Blood pressure 140/90 mm Hg or greater (or 130/80  or 
greater for chronic kidney disease or diabetes)



 
As tolerated, add blood pressure medication, treating initially 

with beta blockers and/or ACE inhibitors with addition of other 
drugs such as thiazides

 
as needed to achieve goal blood 

pressure
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Lifestyle Modification Indicated 
in All Patients With HTN and Pre-

 HTN
Modification SBP Reduction (mmHg)

Weight reduction 5-20 (10 kg lost)

Adopt DASH eating plan 8 –
 

14

Dietary sodium reduction 2 –
 

8

Increase physical activity 4 –
 

9

Moderate alcohol intake 2 –
 

4

Chobanian

 

AV et al. J Am Med Assoc. 2003;289(19):2560-72.
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 Deeper



Yosefy
 

et al. N Engl
 

J Med. 2004;350(22):2315-6. 
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Circadian Variations



Smoothness Index=~0.5

T/P Ratio=~1



Smoothness Index=~1
T/P Ratio=~1



Elevated SBP Increases CVD 
Mortality

SBP=systolic blood pressure; IHD=SBP=systolic blood pressure; IHD=ischaemicischaemic

 

heart disease.heart disease.

 
Prospective Studies Collaboration. Prospective Studies Collaboration. LancetLancet. 2002;360:1903. 2002;360:1903--1913.1913.
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מציג
הערות מצגת
The importance of SBP elevation as a cause of CVD mortality is emphasised by the Prospective Studies Collaboration, a meta-analysis of 120,000 deaths among 1 million participants in 61 cohorts, the largest meta-analysis of its kind. Individuals with preexisting vascular disease were excluded from the meta-analysis, limiting any effects of disease on blood pressure (BP) (ie, reverse causality). During 12.7 million person-years at risk, there were about 56,000 vascular deaths (12,000 stroke, 34,000 ischaemic heart disease [IHD], 10,000 other vascular) from ages 40 to 89 years.1 
This slide shows the relationship between BP and stroke and IHD mortality for different age groups. A “doubling” or log scale has been used for mortality rates. Throughout middle age, each difference of 20 mm Hg usual (long-term average) SBP is associated with a more than 2-fold difference in the stroke death rate. Because stroke is much more common in old age than in middle age, the absolute annual differences in stroke death associated with a given BP difference are greater in old age.1
Similarly, each 20 mm Hg difference in usual SBP was associated with 2-fold differences in the death rate from IHD. All of the proportional differences found in vascular mortality were reduced by half in the 80- to 89-year group. Age-specific associations for men and women were similar. The data from this large study indicate that usual BP is directly and significantly related to vascular mortality, with no threshold evident down to 115/75 mm Hg at minimum.1
It is interesting to note that the long-term average BP is positively related to the risks of death from vascular disease not only among individuals who are considered hypertensive, but also among those who would usually be considered normotensive. This further supports the concept of CVD as a continuum.



Target Values for Blood 
Pressure

Condition Target 

SBP / DBP mmHg

Diastolic ±
 

systolic hypertension
Isolated systolic hypertension

<140/90
<140 

Diabetes <130/80

Renal disease <130/80

Proteinuria >1 g/day <125/75



Effect of antihypertensive therapy on all 
CV events: Comparison of more or less 

intensive BP control

Relative risk (95% CIs)
1.0 1.25

More intensive 
BP control better

Less intensive 
BP control better

0.5

Stroke
Coronary heart disease
Heart failure
Major CV events
CV death
Total mortality

BPLTTC Lancet 2003

מציג
הערות מצגת
The data from placebo-controlled trials clearly supports the benefits of treating hypertension but it should be appreciated that most (but not all) of the trials focussed upon diuretics as initial therapy. Based on their positive outcomes it was no longer considered to be ethical to perform placebo control trials.  Thus for the last 10 years trials have compared alternative antihypertensive strategies using different classes of antihypertensive drugs.  The philosophy underlying these trials was based upon the fact that treatment of hypertensive patients should not only consist of a reduction in blood pressure but should also focus on the effects of therapy on associated risk factors and metabolic abnormalities some of which might be deleteriously effected by the therapy itself.  The question as to whether particular advantages exist for certain types of antihypertensive agent has not unequivocally been answered. However,  the Blood Pressure Lowering Treatment Trialists Collaboration meta-analysis (1) clearly indicated that more intensive blood pressure lowering was associated with improvements in cardiovascular outcome, including heart failure (although heart failure did not attain statistical significance).

(1) BPLTTC. Effects of different blood-pressure-lowering regimens on major cardiovascular events: results of prospectively-designed overviews of randomised trials. Lancet 2003;362:1527-35.



ACCORD Double  2 x 2 Factorial Design

Intensive
Glycemic
Control 5128

Standard
Glycemic
Control 5123

Lipid BP

Placebo      Fibrate Intensive Standard

237123622753 2765

1383 1374

13911370

1193

11781184

1178

10,251

4733*5518
*  94% power for 20% reduction in event rate, assuming 

standard group rate of 4% / yr and 5.6 yrs follow-up
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Average : 133.5 Standard vs. 119.3 Intensive, Delta = 14.2

Mean # Meds
Intensive:    3.2                            3.4        3.5                           3.4

Standard:    1.9                            2.1          2.2                           2.3
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Primary Outcome 
Nonfatal MI, Nonfatal Stroke or CVD Death Total Stroke

HR = 0.89
95% CI (0.73-1.07)

HR = 0.59
95% CI (0.39-0.89)

NNT for 5 years = 89
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Primary Outcome by Pre-defined 
Subgroups ACCORD

Also examined DBP tertiles

 

(p=0.70) and 
number of screening meds (p=0.44)



Guidelines Recognise Growing Treatment 
Complexities and Recommend Tighter Control

For individuals with hypertension and: BP goal

JNC 7 without diabetes or renal disease <140/90 mmHg

with diabetes or renal disease <130/80 mmHg

ESH/ESC without diabetes <140/90 mmHg

with diabetes <130/80 mmHg

WHO/ISH without diabetes <140/90 mmHg

with diabetes <130/80 mmHg

. . . and there is growing interest in 
more aggressive goals: 120/80 or lower

 
-but is it 

justified?
NOT YET!

BP = blood pressure

 

ESC = European Society of Cardiology
JNC = Joint National Committee

 

WHO = World Health Organisation
ESH = European Society of Hypertension

 

ISH = International Society of Hypertension

מציג
הערות מצגת
There is consensus across current guidelines that the target blood pressure (BP) for hypertensive patients without diabetes should be <140/90 mm Hg, and that the goal for those with diabetes should be <130/80 mm Hg. In addition, the seventh report of the Joint National Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure (JNC 7) recommends that the presence or absence of renal disease be considered equal to that of diabetes in terms of assigning target BP.
The guidelines largely concur that:
In those over age 55, the systolic level of BP >140 mm Hg assumes greater importance as a cardiovascular risk factor than diastolic BP.
Most patients with hypertension, particularly the elderly, will require 2 or more antihypertensive medications to achieve goal BP.

References
Chobanian AV, Bakris GL, Black HR, et al, and the National High Blood Pressure Education Program Coordinating Committee. The seventh report of the Joint National Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure: the JNC 7 report. JAMA. 2003;289:2560-2572.
Guidelines Committee. 2003 European Society of Hypertension – European Society of Cardiology guidelines for the management of arterial hypertension. J Hypertens. 2003;21:1011-1053.
World Health Organization, International Society of Hypertension Writing Group. 2003 World Health Organization (WHO)/International Society of Hypertension (ISH) statement on management of hypertension. J Hypertens. 2003;21:1983-1992.
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compensation:
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Composite CV mortality/morbidity

Primary w/o revascularization

Hard CV endpoint
 (CV death, non-fatal MI, non-fatal stroke)

All cause mortality

Incidence of adjudicated primary endpoints, based upon cut-off analysis date 3/24/2008

(Intent-to-treat population) Risk Ratio
 (95%)

0.80 (0.72–0.90)

0.79 (0.68–0.92)

0.80 (0.68–0.94)

0.90 (0.75–1.08)

0.5 1.0 2.0
Favors 

CCB / ACEI
Favors 

ACEI / HCTZ

ACCOMPLISH Results: 
Primary and Other Endpoints

Jamerson

 

KA. ACC Scientific Sessions Late-Breaking Clinical Trials. March 31, 2008.



Diuretics

Angiotensin
 receptor blockers

 (ARBs)

Calcium channel
 blockers (CCBs)

Angiotensin-converting enzyme (ACE) inhibitors

-blockers

-blockers

Available as a single-pill combination

Less frequently used/combination used as necessary

1. Task

 

Force for ESH–ESC. J Hypertens

 

2007;25:1105–87

ESHESC Recommendations for Combining BP-lowering 
Drugs and Availability as Single-pill Combinations1

מציג
הערות מצגת
As suggested in the ESHESC guidelines, different antihypertensive agents can be combined to help increase BP-lowering efficacy. The most rational combinations are presented as solid lines. 

Currently there are six types of fixed combinations available to physicians for managing hypertension: (1) ACE inhibitor + CCB; (2) ARB + diuretic; (3) ACE inhibitor + diuretic; (4) CCB + diuretic; (5) beta-blocker + diuretic; (6) beta-blocker + CCB.

The single-pill combination armamentarium is now beginning to expand further with the recent availability of the CCB + ARB.

Reference
The Task Force for the Management of Arterial Hypertension of the European Society of Hypertension (ESH) and of the European Society of Cardiology (ESC). 2007 guidelines for the management of arterial hypertension. J Hypertens 2007;25:110587.
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Physical Activity RecommendationsPhysical Activity Recommendations

Assess risk with a physical activity history and/or an exercise 
test, to guide prescription 

Encourage 30 to 60 minutes of moderate intensity aerobic 
activity

 
such as brisk walking, on most, preferably all, days of 

the week, supplemented by an increase in daily lifestyle 
activities 

Advise medically supervised programs
 

for high-risk patients 
(e.g. recent acute coronary syndrome or revascularization, 
HF) 

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII

Goal: 30 minutes 7 days/week, 
minimum 5 days/week

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII
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Observational study of selfObservational study of self--reported physical activity in 772 men with reported physical activity in 772 men with 
established coronary heart disease established coronary heart disease 

Light or moderate exercise is associated with lower riskLight or moderate exercise is associated with lower risk
Wannamethee

 

SG et al. Circulation 2000;102:1358-1363

Exercise Evidence: Mortality RiskExercise Evidence: Mortality Risk
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Weight Management RecommendationsWeight Management Recommendations

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII

Goal: BMI 18.5 to 24.9 kg/m2
Waist Circumference: 
Men: < 102cm   Women: < 88 cm

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII

Assess BMI and/or waist circumference on each visit and 
consistently encourage weight maintenance/ 
reduction through an appropriate balance of physical 
activity, caloric intake, and formal behavioral programs 
when indicated. 

If waist circumference (measured at the iliac crest) >35 
inches in women and >40 inches in men initiate lifestyle 
changes and consider treatment strategies for metabolic 
syndrome as indicated. 

The initial goal of weight loss therapy should be to reduce 
body weight by approximately 10 percent from baseline. 
With success, further weight loss can be attempted if 
indicated. 

*BMI is calculated as the weight in kilograms divided by the body surface area in meters2.  
Overweight state is defined by BMI=25-30 kg/m2.  Obesity is defined by a BMI >30 kg/m2.

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII
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Mhurchu

 

N et al. Int J Epidemiol 2004;33:751-758
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59Grundy, et al. Diagnosis and management of the metabolic syndrome: an AHA/NHLBI Scientific Statement.  

Circulation 2005;112:2735-2752. 

Risk Factor Defining Level

Waist circumference (abdominal obesity) >40 in (>102 cm) in men

>35 in (>88 cm) in women

Triglyceride level >150 mg/dl

HDL-C level <40 mg/dl in men

<50 mg/dl in women

Blood pressure >130/>85 mmHg

Fasting glucose >100 mg/dl

Definition of the Metabolic SyndromeDefinition of the Metabolic Syndrome

Defined by presence of >3 risk factors

HDL-C=High-density lipoprotein cholesterol
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3,234 patients with elevated fasting and post3,234 patients with elevated fasting and post--load glucose levels randomized to load glucose levels randomized to 
placebo, placebo, metforminmetformin

 

(850 mg twice daily), or lifestyle modification* for 2.8 years(850 mg twice daily), or lifestyle modification* for 2.8 years

Metabolic Syndrome: Risk of Developing DMMetabolic Syndrome: Risk of Developing DM

Diabetes Prevention Program (DPP)

Knowler

 

WC et al. NEJM 2002;346:393-403

*Includes 7% weight loss and at least 150 minutes of physical activity per week

Placebo
Metformin
Lifestyle modification
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Diabetes Mellitus Recommendations

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII

Goal: Hb
 

A1c < 7%

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII

Lifestyle
 

and pharmacotherapy
 

to achieve near 
normal HbA1C (<7%).

Vigorous modification of other risk factors (e.g., 
physical activity, weight management, blood 
pressure control, and cholesterol management as 
recommended). 

Coordinate diabetic care with patient’s primary 
care physician or endocrinologist. )

HbA1c = Glycosylated

 

hemoglobin

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII



ACSטי פו ל  ב שו מני  הדם  ב 
בחולים עם אירוע כלילי חד ישנה חשיבות •

להתחלה מיידית באשפוז של טיפול במינון ג בוה 
של סטטין פוטנטי לאור נתונים שהראו השפעה 

משמעותית של טיפול זה על הורדת אירועים 
.  יום מהאירוע הכלילי30חוזרים כבר בטווח של 

 במקרים בהם לא ניתן להשיג את ערכי המטרה •
י טיפול בסטטיני ם בלבד יש מקום לשילוב "ע

סטטיני ם עם תרופות שפועלות במנגנון  משלים 
ezetimibe או bile acid resinsכגון 



מסקנה 
. . . . . . . לכל   סני טר   צ ריך  ס ט ט י נים  בכיס 
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המסקנה המת בקשת מן הנתונים שלעיל היא שמצבם החריף 
של החולים עם תסמונת כלילית ) והסיכון הגבוה(

חריפה מחייב טיפול אינטנסיבי מיידי על מנת להשיג את 
. האפקט הטיפולי

העיקרון של טיטרציה העומד בבסיס קביעת מנון הטיפול 
.בשלב הכרוני אינו יכול להיות ישים למצב זה
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Aspirin RecommendationsAspirin Recommendations

Start and continue indefinitely aspirin 75 to 162 
mg/d in all patients unless contraindicated 

For patients undergoing CABG, aspirin (100 to 
325 mg/d) should be started within 48 hours after 
surgery

 
to reduce saphenous

 
vein graft closure 

Post-PCI-stented
 

patients should receive 325 mg 
per day

 
of aspirin for 1 month for bare metal 

stent, 3 months for sirolimus-eluting stent
 

and 6 
months for paclitaxel-eluting stent

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII

III IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIII IIaIIaIIa IIbIIbIIb IIIIIIIIIIIaIIaIIa IIbIIbIIb IIIIIIIII
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Aspirin Evidence: Dose and EfficacyAspirin Evidence: Dose and Efficacy

0.5 1.0 1.5 2.0

500-1500 mg
 

34
 
19

160-325 mg
 

19
 
26

75-150 mg
 

12
 
32

<75 mg
 

3
 
13

Any aspirin
 

65
 
23

Antiplatelet

 

Better Antiplatelet

 

Worse

Aspirin Dose
 
No. of Trials    (%)

Odds Ratio for 
Vascular Events

0

P<.0001

Indirect Comparisons of Aspirin Doses on Vascular Events 
in High-Risk Patients 

Antithrombotic

 

Trialists

 

Collaboration. BMJ. 2002;324:71-86



PointsCondition

1 Congestive heart failure C 

1 Hypertension or treated hypertension H

1 Age >75 years A

1 Diabetes D

2 Prior Stroke or TIA 2  S

C

H

D

S

ESC 2010---CHAD-VAS          התוספת ב מטרה לדחוף ליותר קומדין
 

http://en.wikipedia.org/wiki/Congestive_heart_failure
http://en.wikipedia.org/wiki/Hypertension
http://en.wikipedia.org/wiki/Diabetes
http://en.wikipedia.org/wiki/Stroke
http://en.wikipedia.org/wiki/Transient_ischemic_attack


Annual Stroke Risk]2[ 

CI =95%Stroke Risk   %2 CHADS 
Score

 1.2–3.01.90
 2.0–3.82.81
 3.1–5.14.02
 4.6–7.35.93
 6.3–11.18.54
 8.2–17.512.55

10.5–27.418.26

http://en.wikipedia.org/wiki/Confidence_interval


The following treatment strategies were 
recommended:

ConsiderationsAnticoagul
 ation 

Therapy

RiskScore

Aspirin daily 81-325 mgAspirinLow0
Aspirin/d or raise INR to 2.0-3.0, 
depending on factors such as 
patient preference

AspirinModer
 ate

1

Raise INR to 2.0-3.0, unless 
contraindicated (e.g., history of 
falls, clinically significant GI 
bleeding, inability to obtain 
regular INR screening(

WarfarinModer
 ate or 

High

2 ≤

http://en.wikipedia.org/wiki/Aspirin
http://en.wikipedia.org/wiki/International_normalized_ratio
http://en.wikipedia.org/wiki/Aspirin
http://en.wikipedia.org/wiki/International_normalized_ratio
http://en.wikipedia.org/wiki/Warfarin
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האגוד הקרדיולוגי בישראל 
: מסמן  עמ דה  בנושא

אספירין למניעה  ראשונית של  מחלות 
קרדיווסקולאריות

חב רי הו עדה: 
ח ברזילי " בי,  המ ע רך הקרדי ולוגי, ר "  יו–חיים יוספי  ' פרופ 
מרכז רפ ואי ס ורוק ה,  המ ע רך הקרדי ולוגי,  י עק ב הנקין' פרופ 
ש ר בין "מרכ ז רפ ואי  ע ,  המ ער ך הקרדי ולגי, ר ט לי  פורט ר"ד
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: מבוא
,  מליון אמריקאים נוטלים אספירין למניעה ראשונית ומשנית40-למעל ה מ

. ג ביום" מ81-325 -מינון האספירין נע מ.  שנה65כמ חציתם מעל גיל 
נ כתב ע ד היום לא פורסמו נתונים מדוייקים על צריכ ת האספירין בישראל  ולא 

.נייר עמדה  מסודר בנושא

 22,000בו השתתפו   physician's health study)1( מחק ר הרופאים - 1989
.  שנים 5למשך ) כל  יומיים (ג אספירין לסירוגין "  מ325רופאים אשר  נטלו 

 ,OR=0.56, 0.45-0.7) ( 44%במחק ר זה נצפתה  ירידה  משמעותית של 
P<0.0001ללא שינוי בהיארעות אוטם מוחי,  בתחלואה ובתמותה הלבבית .

 .50הירידה בתחלואה  ניצפתה במשתתפים מעל גיל 

):  מטופלות לשנה 1000במקרים לכ ל (הסיכון לדמם  בנשים 

 , מקרים 1.2  עומד ע ל   60-70בגילאי 

 , מקרים 1.8-עולה ל 70-80בגילאי 

 . מקרים3 - עולה ל80ומעל גיל
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: סיכום הה מלצות
 להמלי ץ על מתן אספירין לכלל האוכלוסיה  הבוגרת באופן אין

. שגרתי
יש לנסות  ולאמוד פרטנית  את  סיכוייו של  כל מטופל לתחל ואה 

. )1ראה טבלה מספר  (ווסקולארית כנגד סכנות הדמם -קרדיו
הגישה ל מתן אספירין במסגרת מניעה ראשונית של  , באופן כללי

מחלות קרדיווסקולריות דומה לגישה לטיפול באוכלוסיה זו 
.בסטטינים

כל ,הגיוני לתת אספירין  לאוכלוסיה   זו -אוכלוסיה בסיכון גבוה ) 1
עוד אינם בסיכון מוגבר לדמם ממערכת העיכול ולא חייבים בנטילה 

בעיקר , רוב חולי הסכרת נכנסים לקטגוריה זו.  NSAIDקבועה של  
 שנים בנוכחות גורם סיכון 60 ונשים מע ל גיל 50גברים מע ל גיל 

.נוסף אחד לפחות
)(ACCF/AHA class IIa Level of Evidence B
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:סיכ ו ם ההמלצות
נית ן  ל ש קו ל  מ ת ן א ספיר ין  -אוכ ל ו סיה   בסיכו ן בינ י ים ) 2

ב עי קר ב נוכחות   , באוכ לוס י ה זו בהי עדר  סיכון  מוג בר ל דמם
סמני ם נוספי ם לס יכון  קרדי ווס קו לרי  מוגב ר כגון סיפ ור 

,  קיום  ה תס מונ ת  המ טבו ל י ת,  ב גיל  צ ע ירCHDמ שפ ח תי  ש ל  
או  ע דו ת  ל טרש ת   ע ורק ים ב בדיק ו ת  / עדו ת   לדל ק ת  כרוני ת ו

.הדמ יה
)(ACCF/AHA class IIb Level of Evidence C 

 ומ ע ל ה הנת וני ם בספרו ת  פ חו ת  החל טיים  80 מגי ל  :י וד ג ש
. לפ י כך יש  לנהוג בזהי רו ת  י תר. וסיכו ן הדמם  ע ו לה

: לאו כל וס יה  בסיכו ן נ מוך ) 3
לא  מ ומ לץ  ל ת ת  א ספיר ין לא וכלו סיה שב ס יכון  ב עי ק ר 

. באנשים  צ ע יר ים
)(ACCF/AHA class III Level of Evidence C.
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THE END
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