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Learning Outcomes

By the end of this activity you will be able to:
• Describe the purpose, development, strengths 

and limitations of CPGs

• Interpret the levels of evidence and grades of 
recommendations in clinical practice guidelines

• Identify credible sources for retrieval of clinical 
practice guidelines 
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Learning Outcomes

By the end of this activity you will be able to:
• Summarize the new therapeutic updates in 

newly published guidelines in hypertension, 
dyslipidemia and pediatric CAP

• Apply the recommendations of the new 
dyslipidemia, hypertension and pediatric CAP 
guidelines into patient case scenarios
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Outline 

This activity will be composed of the following 
components:
• 6:00-6:30 PM: Pre workshop quiz
• 6:30-7:00 PM: Overview on evidence based 

medicine and critical evaluation of literature 
including Clinical Practice Guidelines  (CPGs)

• 7:00-7:20 PM: Updates and practice implications 
of the new hypertension Clinical Practice 
Guidelines
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Outline 

This activity will be composed of the following 
components:
• 7:20- 7:40 PM: Updates and practice 

implications of the new pediatric CAP Clinical 
Practice Guidelines

• 7:40-8:00 PM: Updates and practice implications 
of the new dyslipidemia Clinical Practice 
Guidelines

• 8:00-9:00 PM: Cases’ discussion and Q and A 

Clinical Practice Guidelines  
(CPGs)

• By the end of this section, you will be able 
to…
– Describe the purpose, development, limitations, 

advantaged and disadvantages of CPGs
– Identify credible sources for retrieval of clinical 

practice guidelines 
– List the different levels of evidence in order of 

hierarchy 
– Interpret levels of evidence and strength of 

recommendations in clinical practice guidelines
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What are CPGs?
• Statements created by a panel of experts, preferably 

with multidisciplinary input from allied health services, 
economists, public health specialists and patients

• Recommendations for clinicians to optimize patient 
care with specific conditions
– Examples: Hypertension, pneumonia, dyslipidemia

• Statements developed through:
– Systematic review of the literature
– Evidence and value judgments regarding benefits and 

harms of alternative care options
• Strength of recommendation
• Quality of evidence

11

Purpose of CPGs
• Create actionable recommendations to 

have less variation in practice

• Optimize patient management

• Minimize health care costs

• Guidelines are only GUIDES, they are 
NOT RULES

12



MH 4

Limitations of CPGs

• CPGs do not take into account: 
– Changes in drug metabolism
– Immune response changes
– Genetic considerations
– Presence of comorbidities
– Social and economic environment
– Patient preferences

Limited generalizability

13

Advantages of CPGs
• Benefits

– Systematic review and summary
– Developed by expert panel
– Clear, actionable recommendations for clinical application
– May evaluate the outcomes of implementation in the “real 

world”

• Evidence
– Estimated 68,000 deaths could have been prevented if 6 

heart failure recommendations were followed
– Early goal directed therapy in the management of sepsis 

NNT = 5

Am Heart J 2011;161:1024-3
Crit Care Med 2007;35:1105-1112

14

Disadvantages of CPGs
• Clinicians may use CPGs as a ‘cookbook’

– One recipe for all patients even though it may not be 
appropriate

• Quality of CPGs is variable but it is getting better
– Acceptable

• Scope and purpose 64%
• Clarity and presentation 60%

– Moderate
• Rigour of development 43%

– Low
• Stakeholder involvement 35%
• Editorial independence 30%
• Applicability 22%

Qual Saf Health Care 2010;19:1-7
15

Follow the Leader?
• Reasons for NOT following CPGs

– Disagreement with recommendations
– Lack of knowledge of the recommendations
– Unclear recommendations

• Reasons for following CPGs
– Clear evidence
– Compatible with existing practice
– Did not require new skills or change in practice 

routine
– Less controversial
– Specific actionable items

16
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CPG Sources
NICE Clinical Practice Guidelines

guidance.nice.org.uk

National Guideline Clearinghouse
www.guideline.gov

Agency for Healthcare Quality and Research
www.ahrq.gov/professionals/clinicians-providers/guidelines-
recommendations/

American College of Physicians
www.acponline.org

CMA Infobase
www.cma.ca/clinicalresources/practiceguidelines
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Critical Appraisal of CPGs

• Tools available for systematic appraisal of 
CPGs
– Appraisal of Guidelines, Research and 

Evaluation II (AGREE II)
– Critical Appraisal Skills Programme (CASP)
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Summary of AGREE II
• 23 items

– 7 point Likert scale

• 6 domains
– Scope and purpose
– Stakeholder involvement
– Rigour of development
– Clarity of Presentation
– Applicability
– Editorial independence

• 2 global rating items
– Overall quality of the guideline
– Would you recommend this guideline for use?
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CPG Recommendations

• Each recommendation in an evidence 
based CPG should be assigned a grade

• Grading system reported near beginning 
of document 

• Grade comprised of two components 
– Quality of evidence
– Strength of recommendation 

20
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Why is grading important? 

• Ensures systematic and transparent 
approach to guideline recommendations

• Integrates several relevant factors to 
simplify guideline interpretation

• Metric for how much confidence to place in 
CPG recommendations 

21

Quality of Evidence
• “Well-designed studies”

– Directly address the clinical question
– Minimal risk of confounding and bias

• i.e randomization, blinding, allocation concealment, 
adequate power, ITT analysis, high follow-up rates etc.

– Precise results

• Limitations determined to be major or minor 
based on the number/severity of flaws in 
design/study execution 
– Standardized scoring tools 

22

Levels of Evidence

http://openi.nlm.nih.gov/imgs
23

Quality of Evidence

• Further research unlikely to change 
confidence in estimate of effect

• i.e. Multiple large, well-designed RCTs
High/Good

• Further research may change 
confidence in estimate of effect

• i.e. Single RCT
Moderate/Fair

• Further research likely to change 
confidence in estimate of effect

• i.e. Observational study
Low/Poor

24
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Strength of 
Recommendation

Strength of 
Recommendation

Evidence 
quality

Evidence 
quality

Magnitude of 
effect

Magnitude of 
effect

Outcome 
importance
Outcome 

importance

Outcome 
baseline risk

Outcome 
baseline risk

Precision of 
effects

Precision of 
effects

Costs/cost-
effectiveness
Costs/cost-

effectiveness

Patient 
preferences

Patient 
preferences

LogisticsLogistics
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Strength of Recommendation
• Balances trade-off between benefits and risks

– Evidence + value judgments

• I.e. Strong recommendation
– Benefits of treatment/intervention clearly 

outweigh risks (or vice versa) for the majority of 
patients

• I.e. Weak recommendation
– Risks/benefits are more closely balanced or more 

uncertain

26

CPG Grading Systems

GRADE USPSTF NHLIB

Strength of 
Recommendation

Strong
Weak

A,B,C,D,I A,B,C,E,N,D

Quality of 
Evidence

High 
Moderate
Low
Very Low

Good
Fair
Poor

High
Moderate 
Low

27

www.nhlbi.nih.gov
28
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CPG Grading: Implications
• Strong recommendation + high quality evidence

– Usually applicable to most patients, generally should 
be followed unless compelling reason not to

• Strength of recommendation usually aligned with 
evidence quality (but not always)
– May be sound rationale for making a strong 

recommendation not supported by high-level 
evidence

• Many important research questions not easily studied in 
clinical trial setting i.e. smoking cessation

29

Conclusions
• CPGs provide recommendations to aid in optimization 

of care but do not replace clinical judgment 

• All CPGs are not created equal
– Critical appraisal is essential
– Would my patient meet the inclusion criteria?
– Frequency of updates

• Levels of evidence and strength of recommendation 
grading systems differ between guidelines and may 
aid clinicians in CPG interpretation 

30

JNC 8: 
Worth the wait, 
or not so great? 
Hypertension Update 2014

Updates in Hypertension 
Guidelines 

Updates in Hypertension 
Guidelines 

• By the end of this section, you will be able to:

– State key differences between the JNC 7 and 
JNC 8 hypertension guidelines

– List hypertension treatment thresholds and 
targets based on patient age and comorbidities

– Identify appropriate drug therapy options for 
hypertension based on patient race and 
comorbidities 

– Recommend pharmacologic therapy for 
management of hypertension based on the JNC 8 
guidelines (cases)

32
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JNC 8: Key Questions
• Does initiating pharmacologic therapy at 

specific BP thresholds improve health 
outcomes?

• Does drug treatment to specified goals
improve health outcomes?

• Do different drugs/drug classes differ in 
benefits and harms on specific health 
outcomes?

33

JNC 8: Methods
• JNC 7 (Hypertension 2003)

– Nonsystematic literature review 
– Range of study designs included
– Recommendations based on consensus 

• JNC 8 (JAMA 2013)
– Panel of appointed hypertension experts
– Systematic literature review

• Adults > 18 years with hypertension
• RCTs published between Jan 1 1966-Dec 31 2009
• Repeated modified search up to August 2013
• Clinically relevant outcomes 

34

JNC 8: Evidence Quality Rating
High Well-designed RCTs + meta-analysis 

Clinical outcomes assessed
Further research unlikely to change confidence in results

Moderate RCTS with minor limitations
Well-designed non-RCTs + observational studies
Meta-analysis of these study types
Further research may impact confidence in results

Low RCTs with major limitations
Non-RCTs + observational studies with major limitations
Case-series, case-reports
Non-clinical trials
Meta-analysis of these study types
Further research likely to impact confidence in results

35

JNC 8: Strength of 
Recommendation

Grade Strength
A Strong

High certainty based on evidence of substantial net benefit
B Moderate

Moderate certainty based on evidence of moderate to substantial net 
benefit or High certainty of moderate net benefit

C Weak
At least moderate certainty based on evidence of small net benefit

D Recommend against 
Moderate certainty based on evidence of no/negative net benefit

E Expert opinion 
Net benefit unclear; further research needed

N No recommendation 
Net benefit unclear; further research needed

36
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JNC 8: What’s New?
• Nine key recommendations

• Relaxing of BP targets and treatment-
initiation thresholds 

• Departure from thiazides for all 
– ACE, ARB, CCB or thiazide-type reasonable 

considerations
– Beta-blockers not recommended as first line 

option 

37

JNC 8: Recommendation 1 

Patient

Treatment 
threshold
(mmHg)

Target 
(mmHg) Level of 

evidence
General 
population
> 60 years

SBP > 150 or
DBP > 90

SBP < 150
and
DBP < 90 

Strong
Grade A
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JNC 8: Recommendation 2

Patient

Treatment 
threshold 
(mmHg)

Target 
(mmHg) Level of

evidence
General 
population
< 60 years

DBP > 90 DBP < 90 Ages 30-59:
Strong
Grade A

Ages 18-29: 
Expert opinion 
Grade E

39

JNC 8: Recommendation 3 

Patient

Treatment 
threshold 
(mmHg)

Target 
(mmHg) Level of

evidence
General 
population
< 60 years

SBP > 140 SBP < 140 Expert opinion 
Grade E

40
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JNC 8: Recommendations 4 + 5

Patient

Treatment 
threshold 
(mmHg)

Target 
(mmHg) Level of

evidence
Age > 18 
CKD 
and/or DM

SBP > 140 or
DBP > 90 

SBP < 140 
DBP < 90 

Expert opinion 
Grade E

41

JNC 8: Recommendation 6

• In the general population (non-black) initial 
therapy should include one of the 
following:
– Thiazide-type diuretic
– Calcium channel blocker (CCB)
– Angiotensin-converting enzyme inhibitor 

(ACEI)
– Angiotensin receptor blocker (ARB)

-Moderate Recommendation – Grade B
42

JNC 8: Recommendation 7
• In the general black population initial therapy 

should include one of the following:
– Thiazide-type diuretic
– Calcium channel blocker (CCB)

General black population: 
Moderate Recommendation – Grade B

Black patients with DM: 
Weak Recommendation – Grade C

43

JNC 8: Recommendation 8

• In those aged > 18 years with CKD
– Initial therapy should include an ACEI or ARB

• Applied to all CKD patients regardless of race or 
DM 

-Moderate Recommendation – Grade B

44
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JNC 8: Recommendation 9 
• Goal of therapy is to attain and maintain target BP

• If target not met within 1 month of initiating therapy:
– Increase dose  or
– Add another drug from:

• Thiazide, CCB, ACEI or ARB

• If target not achieved with 2 drugs, add and titrate a third
– Do not use ACEI and ARB together 

• Consider other classes if target unattainable with 3 drugs 

• Complicated cases may warrant specialist referral 

-Expert Opinion – Grade E

45

JNC 8: Dosing Strategies

Initial 
strategy

Target dose Add-on Titration

Monotherapy Max 2nd drug Titrate 2nd drug to max dose

Monotherapy Moderate 2nd drug Titrate both to max doses

Dual therapy Moderate/max Third drug Titrate third drug to max dose

46

James et al. JAMA 2013. 
47

James et al. JAMA 2013. 
48
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JNC 8: Other considerations

• Limitations/implications
• Comparison to other CPGs

49

Summary
• Treat BP to 150/90 mmHg if > 60 years + no 

comorbidities;
– 140/90 mmHg all others

• Goal is to achieve and maintain target BP
– Does not matter how you get there

• CPG not a substitute for clinical judgment!
– Monitor and individualize therapy based on patient 

characteristics
– Lifestyle interventions remain central to BP 

management 

50

Pediatric Community Acquired 
Pneumonia

IDSA 2011 Guidelines

Updates in Pediatric CAP 
Guidelines 

By the end of this section the pharmacist will be able to:
• Describe the signs and symptoms of pediatric 

pneumonia and be able to differentiate mild to 
moderate or severe CAP

• Identify and assess warning signs when a patient 
should be referred for care

• Design an appropriate pharmaceutical care plan 
including anti-infective treatment (including 
antibacterial and antiviral therapies), duration of 
therapy and monitoring/follow-up

• Apply critical appraisal principles to the new guidelines 
and new trials and reassess your practice

52
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Strength of 
Recommendation

Quality of 
Evidence

Methodological Quality of 
Supporting Evidence

Implications

Strong 
recommendation

High-
quality

evidence

• Consistent results from well 
performed RCTs or 
unbiased observational 
studies

• Clear benefit or clear harm
• More research unlikely to change 

recommendation

Moderate-
quality 

evidence

• RCTs with important 
limitations

• Exceptionally strong 
evidence from unbiased 
observational studies

• Applicable to most patients in most 
situations

• Further research may impact 
confidence in the effect and may 
change the estimate

Low-
quality 

evidence

• RCTs or observational trials 
with serious flaws

• Further high-quality research likely to 
change effect and estimate

Weak 
recommendation

High-
quality

evidence

• Closely balanced benefit or harm
• More research unlikely to change 

recommendation

Moderate-
quality 

evidence

• Closely balanced benefit or harm
• Alternative options likely better for 

some patients in some situations

Low-
quality 

evidence

• Uncertain benefit or harm
• Further research very likely to change 

effect and estimate

Clin Infect Dis 2011;53(7):e25-e76
53

Decision to Hospitalize
1. Moderate to severe CAP as defined by: 
respiratory distress and hypoxemia (SpO2 < 
90% at sea level) 
See next slide for criteria of respiratory distress

Strong 
recommendation

High-
quality 

evidence

2. Infants < 3-6 months of age with suspected 
bacterial CAP

Strong 
recommendation

High-
quality 

evidence

3. Suspected or documented CAP caused by a 
pathogen with increased virulence (e.g. 
community-associated methicillin resistant 
Staphylococcus aureus (CA-MRSA))

Strong 
recommendation

Low-
quality 

evidence

4. If there is concern about careful observation at 
home or who are unable to comply with therapy 
or unable to be followed up

Strong 
recommendation

Low-
quality 

evidence

Clin Infect Dis 2011;53(7):e25-e76
54

Criteria for Respiratory Distress in 
Children with Pneumonia

Vitals • Pulse oximetry < 90% on room air
CNS • Altered mental status

HEENT • Cyanosis of the lips
• Nasal flaring

Respiratory • Tachypnea, respiratory rate
• Age 0-2 months: > 60 
• Age 2-12 months: > 50
• Age 1-5 years: > 40
• Age > 5 years: > 20

• Dyspnea
• Grunting
• Retractions (suprasternal, intercostal or subcostal)
• Apnea

Clin Infect Dis 2011;53(7):e25-e76
55

Anti-Infective Treatment
• Antibiotics in the outpatient setting

41. Antibiotics are not routinely required for preschool-aged 
children with CAP, because viral pathogens are responsible 
for the great majority of clinical disease

Strong 
recommendation

High-
quality 

evidence

42/43. Amoxicillin should be used as 1st line therapy for 
previously healthy, appropriately immunized infants and 
preschool children with mild to moderate CAP suspected to 
be of bacterial origin (or S pneumonia)
• Amoxicillin 90 mg/kg/day divided BID (45 mg/kg/dose 

BID)
If penicillin allergy consider:
• Clindamycin 30-40 mg/kg/day divided TID (10-13 

mg/kg/dose TID)
• Levofloxacin 

• 16-20 mg/kg/day divided BID for ages 6 months to 5 
years 

• 8-10 mg/kg/day once daily ages 5-16 years

Strong 
recommendation

Moderate-
quality

evidence

Clin Infect Dis 2011;53(7):e25-e76

56
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Anti-Infective Treatment
• Antibiotics in the outpatient setting

44. Macrolide antibiotics should be prescribed for treatment 
of children (primarily school-aged children and adolescents) 
with findings compatible with CAP caused by atypical 
pathogens
• Azithromycin 10 mg/kg x 1 then 5 mg/kg once daily x 4 

doses
• Clindamycin 15 mg/kg/day divided BID
• Erythromycin 40 mg/kg/day divided QID

Weak 
recommendation

Moderate-
quality

evidence

45. Influenza antiviral therapy should be administered as 
soon as possible to children with moderate to severe CAP 
(likely hospitalized) consistent with influenza virus infection 
during widespread local circulation of influenza viruses, 
particularly for those with clinically worsening disease 
documented at the time of an outpatient visit. 

Strong 
recommendation

Moderate-
quality 

evidence

Clin Infect Dis 2011;53(7):e25-e76
57

Anti-Infective Treatment
• Minimizing resistance

50. Antibiotic exposure selects for antibiotic resistance; 
therefore, limit exposure to any antibiotic, whenever 
possible, is preferred

Strong 
recommendation

Moderate-
quality 

evidence

51. Limited the spectrum of activity of antimicrobials to that 
specifically required to treat the identified pathogen is 
preferred

Strong 
recommendation

Low-quality 
evidence

52. Adequate dosing of antibiotic achieves a minimal 
effective concentration at the site of infection is important to 
decrease the development of resistance

Strong 
recommendation

Low-quality 
evidence

53. Treatment for the shortest effective duration will 
minimize ADRs and minimize resistance

Strong 
recommendation

Low-quality 
evidence

Clin Infect Dis 2011;53(7):e25-e76
58

Anti-Infective Treatment
• Duration of antimicrobial therapy

54. Treatment courses of 10 days have been best studied, 
although shorter courses may be just as effective, 
particularly for more mild disease managed on an 
outpatient basis

Strong 
recommendation

Moderate-
quality 

evidence

55. Infections caused by certain pathogens may require 
longer treatment
• MRSA 
• Parapneumonic effusions, empyema and lung 

abscesses may also require therapy ranging from 7 days 
to 4-6 weeks

Strong 
recommendation

Moderate-
quality

evidence

Clin Infect Dis 2011;53(7):e25-e76
59

Design Randomized, two stage, placebo controlled, non-inferiority trial
P

n = 108

Follow up: 30 days
Average patient: 25 months, ~60% male, 60% local Bedouin children
Non-inferiority margin of 10%
Inclusion
• Age 6-59 months
• Alveolar pneumonia in CXR
• Temp > 38.5 oC
• WBC > 15x109

• Community acquired disease
• Outpatient manageable

Exclusion
• Need for IV treatment or O2sat < 94%
• Known immunocompromised
• Antibiotics within 14 days
• >2 pneumonia episodes in last year
• Chronic illness influencing current illness
• Unavailable to follow up
• Known B-lactam allergy or to soy milk 

(placebo)
I Amoxicillin 80 mg/kg/day divided TID

• Stage 1 (Days 1-3)= 3 days then placebo x 7 days
• Stage 2 (Days 4-10)= 5 days then placebo x 5 days

C Stage 1 + 2 = Amoxicillin 80 mg/kg/day divided TID x 10 days

60
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Greenberg et al 2014 RCT

Outcome
Results

P-valueIntervention 
(3 or 5 day)

Comparator 
(10 day)

Primary
Treatment failure 

within 30 days
Stage 1 (3 day)   

4 / 10

Stage 2 (5 day)   
0 / 42

Stage 1  
0 / 7

Stage 2  
0 / 56

No statistics 
done in stage 1 
(3d vs 10d)

3d vs 10d p < 
0.001

3d vs 5d p < 
0.001

Pediatr Infect Dis J 2014; 33: 136-142
61

Greenberg et al 2014 RCT
• Secondary  outcomes (compared 5d vs 10d)

– Temperature
– Difficulty breathing
– Restlessness
– Coughing
– Loss of appetite
– Sleep disturbances
– WBC
– CRP

No difference in any parameters

Pediatr Infect Dis J 2014; 33: 136-142
62

Pediatr Infect Dis J 2014; 33: 136-142
Randomization Computer generated, 10 block length

Allocation concealment Random 4 digit number handled only by the epidemiologist. 
Opaque study drug containers with only allocation number

Baseline characteristics 
even? Yes

Blinded? Only epidemiologist and pharmacist  were unblinded

Attrition bias present? Stage 1: 7/25 (28%)
Stage 2: 24/115 (21%)

Statistical analysis Chi-square or Fisher exact test for yes/no contingency tables
Students t-test for continuous variables

Intention-to-treat 
or per-protocol? Per protocol (did not count drop outs)

Power calculation? Calculated sample size was 59 in each arm
Re-evaluated when 40 patients in both 5 and 10 day group

All patients accounted for Yes
Important outcomes 

considered?
Hospitalizations, antibiotic modifications were excluded, not 

counted as treatment failure (1, 7 respectively)

Generalizable? Unsure of how many patients were approached pre-
randomization

Funding source? No funding or COI

Critical Appraisal

Pediatr Infect Dis J 2014; 33: 136-142
63

Greenberg et al 2014 RCT
Conclusions 

• Treatment failures common in the 3 day arm
– Low numbers, statistically significant with high drop out rate

• 5 day therapy non-inferior compared to 10 day therapy
• ?rationale for 10% non-inferiority margin
• No superiority analysis

– Usually listed as a secondary endpoint
• No difference in surrogate endpoints 5 day vs 10 day

– No analysis 3 day vs 5 day or 3 day vs 10 day due to low 
numbers

– Temperature, dyspnea, restlessness

• 5 day therapy non-inferior to 10 day therapy but major 
methodological limitations

64
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Follow-up Recommendations

56. Children on adequate therapy should demonstrate 
clinical and laboratory signs of improvement within 48-72 
hours. If no improvement seen, further investigation should 
be performed.

Strong 
recommendation

Moderate-
quality 

evidence

Clin Infect Dis 2011;53(7):e25-e76
65

Prevention of Pediatric CAP
88. Children should be immunized with vaccines for 
bacterial pathogens, including S. pneumonia, H influenza 
type B and pertussis to prevent CAP

Strong 
recommendation

High-
quality 

evidence

89. All infants > 6 mo of age and all children and 
adolescents should be immunized annually with vaccines 
for influenza virus to prevent CAP

Strong 
recommendation

High-
quality

evidence

90. Parents and caretakers of infants < 6 mo of age, 
including pregnant adolescents, should be immunized with 
vaccines for influenza virus and pertussis to protect the 
infants from exposure

Strong 
recommendation

Low-
quality 

evidence

91. Pneumococcal CAP after influenza virus infection is 
decreased by immunization against influenza virus

Strong 
recommendation

Low-
quality 

evidence

92. High-risk infants should be provided immune prophylaxis 
with RSV-specific monoclonal antibody (palivizumab) to 
decrease the risk of severe pneumonia and hospitalization 
caused by RSV

Strong 
recommendation

High-
quality 

evidence

Clin Infect Dis 2011;53(7):e25-e76
66

AGREE II Critical Appraisal
Domain Score

Scope and purpose 21/21

Stakeholder involvement 13/21

Rigour of development 34/56

Clarity of presentation 18/21

Applicability 22/28

Editorial independence 14/14

Overall quality 5/7

Yes, I would recommend this guideline with modifications

67

Summary
• Moderate-severe pneumonia is suggested if evidence of 

respiratory distress or hypoxemia

• Pre-school age
– Likely viral
– Amoxicillin is the first line agent for suspected bacterial CAP

• School age and adolescents
– Streptococcus pneumoniae

• Amoxicillin (Pen allergy = Clindamycin or respiratory FQ if adolescent)
– Mycoplasma pneumoniae

• Macrolides

• Duration of antibiotics
– Guidelines recommend 10 days
– Recent RCT evidence suggests 5 days = 10 day in terms of efficacy

68
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Updates in Dyslipidemia 
Guidelines 

• 4 major statin benefit groups were identified for 
whom the ASCVD risk reduction clearly 
outweighs the risk of adverse events. Individuals

1. with clinical ASCVD
2. primary elevations of LDL–C >190 mg/dL,
3. DM aged 40 to 75 years with LDL–C 70 to189 

mg/dL and without clinical ASCVD, or
4. without clinical ASCVD or diabetes with LDL–C 

70 to189 mg/dL and estimated 10-year ASCVD 
risk >7.5%

Stone NJ, et al. 2013 ACC/AHA Blood Cholesterol Guideline 

70

Updates in Dyslipidemia 
Guidelines 

• Clinical ASCVD is defined by inclusion criteria 
for 2ndary prevention statin RCTs (acute 
coronary syndromes, or a history of MI, stable or 
unstable angina, coronary or other arterial 
revascularization, stroke, TIA, or PAD presumed 
to be of atherosclerotic origin)

Stone NJ, et al. 2013 ACC/AHA Blood Cholesterol Guideline 

71

Updates in Dyslipidemia 
Guidelines 

• For the primary prevention of ASCVD in 
individuals without clinical ASCVD and LDL–C 
70 to189 mg/dL, estimated absolute 10-year 
risk of ASCVD (defined as nonfatal MI, CHD 
death, nonfatal and fatal stroke) should be used 
to guide initiation of statin therapy

Stone NJ, et al. 2013 ACC/AHA Blood Cholesterol Guideline 

72

Updates in Dyslipidemia 
Guidelines 

• The 10-year ASCVD risk should be estimated 
using the Pooled Cohort Equations 

• For the primary prevention of ASCVD in 
individuals with diabetes (diabetes mellitus type-
1 and type-2), estimated 10-year ASCVD risk 
can also be used to guide the intensity of 
statin therapy

Stone NJ, et al. 2013 ACC/AHA Blood Cholesterol Guideline 
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Updates in Dyslipidemia 
Guidelines 

• For those with clinical ASCVD or with LDL–C 
≥190 mg/dL who are already in a statin benefit 
group, it is not appropriate to estimate 10-year 
ASCVD risk

Stone NJ, et al. 2013 ACC/AHA Blood Cholesterol Guideline 
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Updates in Dyslipidemia 
Guidelines  

• Figure 2  2013 Guidelines

Stone NJ, et al. 2013 ACC/AHA Blood Cholesterol Guideline 

75

Treatment 

MH 
Feb 28 2013 
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Updates in Dyslipidemia 
Guidelines 

• Old approaches
Treat to target 
Lowest is the best

Stone NJ, et al. 2013 ACC/AHA Blood Cholesterol Guideline 
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Updates in Dyslipidemia 
Guidelines 

• A New Perspective on LDL–C and/or Non-
HDL–C Goals 

RCT evidence clearly shows that ASCVD 
events are reduced by using  maximum 
tolerated statin intensity in those groups 
shown to benefit.
No RCTs were identified that titrated drug 
therapy to specific LDL–C or non-HDL–C 
goals to improve ASCVD outcomes 
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Updates in Dyslipidemia 
Guidelines 

• A New Perspective on LDL–C and/or Non-
HDL–C Goals 

Implications of treating to an LDL–C goal may 
mean that a suboptimal dose of statin is used 
because the goal has been achieved, or that 
adding a nonstatin therapy to achieve a 
specific target results in down-titration of the 
evidence-based dose of statin for safety 
reasons 
PAGE 19  GUIDELINES 
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Updates in Dyslipidemia 
Guidelines 

• Global Risk Assessment for Primary 
Prevention 

Use of the new Pooled Cohort Equations is 
recommended to estimate 10-year ASCVD 
risk in both white and black men and women 
who do not have clinical ASCVD 
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Updates in Dyslipidemia 
Guidelines 

• In selected individuals who are not in 1 of the 4 
statin benefit groups, and for whom a decision to 
initiate statin therapy is otherwise unclear, 
additional factors may be considered to inform 
treatment decision making factors
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Updates in Dyslipidemia 
Guidelines  

• Factors include: 
primary LDL–C ≥160 mg/dL or other evidence of 
genetic hyperlipidemias
family history of premature ASCVD with onset <55 
years of age in a 1st degree male relative or <65 
years of age in a 1st degree female relative
high-sensitivity C-reactive protein >2 mg/L
CAC score ≥300 Agatston units or ≥75 percentile for 
age, sex, and ethnicity
ankle-brachial index <0.9
elevated lifetime risk of ASCVD
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Updates in Dyslipidemia 
Guidelines 

• Moderate-intensity statin therapy should be used 
in individuals in whom high-intensity statin 
therapy would otherwise be recommended when 
characteristics predisposing them to statin-
associated adverse effects are present
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Updates in Dyslipidemia 
Guidelines 

• Characteristics predisposing individuals to statin 
adverse effects include, but are not limited to

Multiple or serious comorbidities, including impaired 
renal or hepatic function
History of previous statin intolerance or muscle 
disorders
Unexplained ALT elevations >3 times ULN. 
Patient characteristics or concomitant use of drugs 
affecting statin metabolism
>75 years of age. 
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Updates in Dyslipidemia 
Guidelines 

• Additional characteristics that may modify the 
decision to use higher statin intensities may 
include, but are not limited to: 

History of hemorrhagic stroke
Asian ancestry 
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