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!!!46 total recommendations, 20 of which are 

graded 'E,' meaning they are based on expert 

opinion!!! 
 

Expert opinion (“There is insufficient evidence or evidence is unclear 

or conflicting, but this is what the Work Group recommends.”)  

Net benefit is unclear. Balance of benefits and harms cannot be 

determined because of no evidence, insufficient evidence, unclear 

evidence, or conflicting evidence, but the Work Group thought it was 

important to provide clinical guidance and make a recommendation. 

Further research is recommended in this area.   

 

 



WHAT’ S NEW 





 

 

 Use of LDL targets may result in under-

treatment with evidence-based statin therapy 

or overtreatment with nonstatin drugs that 

have not been shown to reduce ASCVD 

events in RCTs (even though the drug may 

additionally lower LDLand/or non-HDL). 
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“fire and forget” 

















Omnibus_Risk_Estimator 



Risk score doesn’t take into 

account family history of 

premature cardiovascular 

disease, triglycerides, waist 

circumference, body-mass index, 

lifestyle habits, and smoking 

history. 





Guideline risk-assessment calculator overestimated risk, when tested in 

MESA and REGARDS 
 



“It is possible that as many as 40 to 50 

percent of the 33 million middle-aged 

Americans targeted by the new 

guidelines for statin therapy do not 

actually have risk thresholds exceeding 

the 7.5 percent level suggested for 

treatment” 

 

                                                    Ridker and Cook  



“We recognize a potential for overestimates, 

especially at the high end of risk”  

 

 
Dr. David Goff, co-chairman of the guidelines’ risk assessment WG 

 



“We’re surrounded by a real disaster in 

terms of credibility”  

 

 

 
Peter Libby, chairman of  CV department of medicine, Brigham and Women’s 

Hospital. 



ATP III vs  ACC/AHA 
 

Panel followed the "rules" for guideline development published by a 
committee of the Institute of Medicine (IOM), emphasizing the 

necessity for "evidence-based medicine“. 

 

ATP III panel used of all types of relevant science: RCTs, 
epidemiological data, genetic and metabolic studies, in vivo and in 

vitro investigations . 

 

New guidelines mean that clinicians have to use  clinical judgement 
to make clinical decisions instead of having science-based 

guidance to inform clinical choices. 
 

ACC/AHA guidelines promote lifestyle intervention 
without RCT evidence, breaking their own evidence-

based rules  
 



 

 

 

 

ACC/AHA guidelines recomend high-intensity 
statins in pts with ASCVD, substantially ↓ risk. 
Pts with high baseline LDL will not receive full 

benefit of LDL lowering because non-statin drugs 
are not explicitly recommended.  

RCT evidence on statin efficacy and scientific 
evidence on LDL lowering efficacy are not in 

accord. 



Although there are similarities between ATP III and 
ACC/AHA guidelines, the two are fundamentally 

different. ATP III is the summation of several 
decades of research on the relation of atherogenic 
lipoproteins to ASCVD, based on the concept that 

lowering atherogenic lipoproteins will prevent 
ASCVD. 

 

 ACC/AHA guidelines, under the influence of an IOM 
paradigm, are transformed into statin treatment 

instructions . 

ACC/AHA guidelines depend entirely on RCTs, are not to 
be considered comprehensive cholesterol guidelines. 

Physician must rely on clinical judgment, making ATP 
III  still useful  

Scott Grundy 



NLA – National Lipid Association 

 

 We provided our comments but after multiple revisions 

ultimately felt that the document presented - although 

important and constructive - does not go far enough to 

address gaps in clinical care and therefore decided not to 

endorse them as guidelines.  

 We understand the constraints that the NHLBI panel had in 

limiting their review to only high quality randomized 

controlled trials but also believe that other important types 

of clinical evidence should not have been excluded. We 

also do not find evidence-based support for the 

Panel’s recommendation for removing LDL (and 

Non-HDL) treatment targets.  

         …. 



   …. We question the need to remove such important 
and well-known clinical performance metrics that 
have been so widely endorsed by the clinical 
community 

 

 Further we find there to be an absence of discussion 
regarding other therapeutic options for patients on high-
dose statins but which still exhibit high residual risk 
and/or significantly elevated LDL-C levels. 

  

      There also needs to be more discussion on managing 
special populations such as older patients above age 75, those 
with familial hypercholesterolemia, those who are statin-
intolerant, and younger high risk patients under age 40. 

 

 





CLINICAL ASCVD 

Limitations of the new guidelines 

 
Make follow-up LDL-C levels irrelevant, seeming to assume that there is no 

gradation in residual risk and, thus, no need to tailor therapy to the 
individual.  

Patients no longer have a goal to strive for or a way to monitor their 
progress. 

Ignore the pathophysiology of coronary artery disease and evidence of 
residual risk in patients on both moderate intensity and high-intensity 

statin therapy. 

Ignore the potential benefits of treating to lower LDL-C or non-HDL-C 
goals,thus eliminating consideration of multidrug therapy.  

Do not address patients with recurrent cardiovascular events already on 
maximal tolerated statin doses.  

Undermine the potential development and use of new therapies for 
dysplipidemia in patients with ASCVD. 



 In a patient at high risk, would you be comfortable 

with an LDL-C value of 110 mg/dL on maximum 

statin therapy? 



Genetic data show that LDL particle and the LDL 

receptor pathway are mechanistically linked to 

ASCVD pathogenesis, with lifetime exposure as a 

critical determinant of risk. 

 

RCTs of statins and other studies of cholesterol-

lowering show a reproducible relationship between 

the LDL-C level achieved and absolute risk.  

 

There’s a strong rationale for targeting LDL-C and 

establishing goals for lowering its levels. We believe 

that removing LDL-C goals is a 

fundamental flaw of the new guidelines. 





 LDL-C ≥ 190mg/dL 
Limitations of the new guidelines 

 

 Mention only that one “may consider” adding a second agent if 

LDL-C remains above 190 mg/dL after maximum-dose 

therapy. Patients with familial hypercholesterolemia or 

other severe forms of hypercholesterolemia typically end up 

on multidrug therapy to further reduce LDL-C. 

 

Absence of RCT data to show an additive value of second and 

third lipid-lowering agents does not mean these agents do not 

provide benefit (The absence of evidence isn't the 

evidence of absence). 



Absence of RCT data in a given scenario should not be 

interpreted as evidence of lack of benefit 

( primary-prevention patient under age 40 with elevated 

LDL-C below the 190 mg/dL cutoff who otherwise is healthy 

and without risk factors).  

By disregarding all evidence that is not from RCTs, expert panel 

fails to account for the extensive pathophysiology of ASCVD, 

which often begins at a young age and takes decades to develop. 

 

Prevention only works 
if started 



DIABETES,40–75 y, 

LDL-C 70–189, NO CLINICAL ASCVD 
Limitations of new guidelines 

 High-intensity statin therapy is indicated , but, using the new 
risk calculator, some pts may receive overly aggressive 

treatment, thus increasing the possibility of statin side effects. 

 The guidelines do not address patients younger than 40 or older 
than 75. 

 Diabetic patients have a high residual risk of ASCVD events, 
even on statin. Yet the guidelines ignore the potential benefits 

of more aggressive LDL-lowering or non-LDL secondary 
targets for therapy. 

ADA and AACE recommend LDL-C goal < 70 mg/dL in 
high risk pts, non-HDL-C less than 100 mg/dL, an apoB 

< 80 mg/dL, and an LDL particle number < 1,000 
nmol/L. 



AGE 40–75, LDL-C 70–189, 

NO ASCVD, 10-YEAR RISK ≥ 7.5% 

Limitations of the new guidelines 

 

 New risk calculator is controversial ( potential for 
overtreatment, particularly in older pts). 

Potential for undertreatment, particularly in patients with an 
elevated LDL-C but whose 10-year risk is less than 7.5% 

because they are young. 

Do not address patients younger than 40 or older than 75. 

Do not take into account some traditional risk factors, such as 
family history, and nontraditional risk factors such as CRP, 

measured by ultrasensitive assays, Lp(a), and apo B. 



60-year-old African-American man with no risk 
factors  

(TC 150 mg/dL, HDL 45, systolic blood 
pressure of 125 mmHg, no diabetic or  

smoker) 

 

 

10-year risk of 7.5 percent 



 Mid-60s woman with LDL cholesterol 180 

mg/dL would have a 10-year heart attack 

and stroke risk of 4 % 

 

Too low to qualify her for statin use under the 

new guidelines, but  someone whom most of 

us would “definitely treat” with statin. 



  Patients could have a completely normal lipid profile, 

with normal triglycerides, HDL cholesterol, and LDL 

cholesterol, but because of age, smoking or blood 

pressure,  guidelines will now recommend treatment 

 

  Problematic for  physicians and patients because just 

last week you would have said their LDL-cholesterol 

levels of 80 or 90 mg/dL was optimal. 



 

   “If experts are having this debate over the new 
guideline, what are practitioners and patients  
going to think? 

     

   They may hold back on these medications even 
though they’ve been shown in recent trials to prevent 
20 percent of heart attacks and strokes in those who 
have certain risk factors such as diabetes, high 
inflammation levels, and elevated cholesterol. We’ll 
have a failure to apply the scientific knowledge that 
we acquired with great effort over the past 20 years.”  

                                                              Dr. Peter Libby  



"This is a tectonic shift in thinking that's hard to 

explain. 

 

I worry about this causing confusion, because we've 

been telling patients for two decades, “know your 

numbers” and “treat to a certain level”. 

 

There will be some significant confusion until we 

educate everybody about what we are asking them 

to do. 

 

                                                                                Steven Nissen 



 It is difficult to implement a guideline 

that on one hand used RCTs 

exclusively for recommendations, but 

on the other hand used an untested 

risk calculator to guide therapy 



I hope that the European Society of 

Cardiology will consider the 

principles of these guidelines closely 

and agree that it is time to abandon 

the focus on LDL-C concentrations  

 

 

 

 

                                                  Harlan Krumholz, BMJ 2013;347:f7110 









Queimar gordura 

Ingerir muitos 

líquidos 




