Supplemental Methods


Publications that were included initially, but excluded after further review:
1. Magee h/o AF was removed because what they reported was actually pre-op arrhythmia, and they excluded patients with h/o AF. Therefore, Magee did not assess the effect of h/o AF.
2. Predictors that only appeared in one paper were not considered as “major” predictors. 
3. Predictors that had opposite effects from different studies were not evaluated (ACE inhibitors, smoker, MI/CAD). 
4. All binary predictors were excluded for the combined effects calculation. 
5. Alonso reported two models in their paper, the simple mode results were used here.
6. Age: papers reported age effect as binary (Zhang, Silva) were excluded, as well as larger than 0.5 estimated effect (Mahoney, Orlowska). Tran’s paper was excluded, because they did not report the distribution of age, such as mean and standard deviation, which are needed for data simulation. The final combined effect for age was calculated from papers Magee, Alonso, Mariscalco, Mathew, and Kolek. 
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Supplemental Figure 1: Survey to assess international practice patterns for the prophylaxis and treatment of perioperative atrial fibrillation.
AF survey


Questions
1. What percentage of your cardiac surgical patients who are in sinus rhythm but at high-risk of developing postoperative atrial fibrillation (AF) do you routinely give preoperative or intraoperative prophylactic Amiodarone to?
a. (0-100%)
b. Comments

2. If you do not administer prophylactic Amiodarone to this group of patients, what are your reasons? (Do not make answer mandatory)
a. (order by relevance)
i. Risk outweigh benefit
ii. Do not believe it has a benefit
iii. Surgeon opposed
iv. Anesthesiologist opposed
v. Cardiologist opposed
vi. Pulmonary toxicity
vii. Negative Inotropic effect (EACTA survey only)
b. Comments

3. What percentage of your cardiac surgical patients who are in sinus rhythm but at high-risk of developing postoperative atrial fibrillation (AF) do you routinely give preoperative or intraoperative prophylactic β-blockers to?
a. (0-100%) 
b. Comments

4. If you do not administer prophylactic β-blockers to this group of patients, what are your reasons? (Do not make answer mandatory)
a. (order by relevance)
i. Risk outweigh benefit
ii. Do not believe it has a benefit
iii. Surgeon opposed
iv. Anesthesiologist opposed
v. Cardiologist opposed
vi. Bradycardia risk
vii. Negative Inotropic effect (EACTA survey only)
b. Comments

5. For what percentage of your cardiac surgical patients do you start β-blockers immediately (within 24 hours) after cardiac surgery to prevent postoperative AF ?
a. (0-100%)
b. Comments

6. If you do not administer prophylactic β-blockers to this group of patients, what are your reasons? (Do not make answer mandatory)
a. (order by relevance)
i. Risk outweigh benefit
ii. Do not believe it has a benefit
iii. Surgeon opposed
iv. Anesthesiologist opposed
v. Cardiologist opposed
vi. Pulmonary toxicity
vii. Negative Inotropic effect (EACTA survey only)
b. Comments

7. What therapies do you routinely apply prophylactically to your cardiac surgery patients at high-risk of developing postoperative AF ? (check all that apply)
a. Non-Dihydropyridine calcium channel blockers (Verapamil, Diltiazem)
b. Amiodarone
c. Beta blockers
d. Colchicine
e. Steroids
f. Digoxin
g. Sotolol 
h. Propafenone
i. Procainamide
j. Statins
k. Magnesium
l. Atrial pacing
m. Prophylactic MAZE procedure
n. Maintenance of high-normal serum potassium levels (EACTA survey only)
o. Other & Comments

8. What therapies do you routinely apply to your cardiac surgery patients to treat perioperative AF ? (check all that apply)
a. Non-Dihydropyridine calcium channel blockers (Verapamil, Diltiazem)
b. Amiodarone
c. Beta blockers
d. Colchicine
e. Steroids
f. Digoxin
g. Sotolol 
h. Propafenone
i. Procainamide
j. Statins
k. Magnesium
l. Rapid atrial pacing
m. Cardioversion
n. Maintenance of high-normal serum potassium levels (EACTA survey only)
o. Other & Comments

9. AHA Guidelines recommend β-blockers as prophylaxis (Class I, Level A evidence) of postoperative AF in high AF-risk patients. Does this knowledge have any bearing on your practice?
a. I rarely follow this Guideline
b. I follow the Guideline sometimes
c. I follow the Guideline nearly always

10. AHA Guidelines recommend β-blockers as treatment (Class I, Level A evidence) of postoperative AF in high AF-risk patients. Does this knowledge have any bearing on your practice?
a. I rarely follow this Guideline
b. I follow the Guideline sometimes
c. I follow the Guideline nearly always

11. Practicing institution
a. Academic Medical Center
b. Non-Academic Medical Center
c. Private practice

12. Cardiac anesthesia fellowship trained
a. Yes
b. No

13. Number of years in practice (since end of residency/fellowship)
a. 0-5 years
b. 5-10 years
c. 10-15 years
d. 15-20 years
e. 20-25 years
f. 25 years +

14. I am a
a. Cardiac Surgeon
b. Cardiologist
c. Anesthesiologist
d. Other MD
e. Other non-MD

15. I personally did this number of cardiac surgical cases last year
a. 0-49
b. 50-99
c. 100-149
d. 150-249
e. 250 or more


Supplemental Figure 2: Applying Classification of Recommendations and Level of Evidence
[image: /Users/danny/Dropbox (Partners HealthCare)/Shared folders/SCA EACTA Survey Manuscript/Manuscript/Current manuscript/A&A version/Class of recommendation - LOE figure.pdf]

Evidence-based methodologies developed by the Task Force. (1)


Supplemental Figure 3: Summary of survey data regarding the percentage of cardiac surgical patients at high risk for postoperative atrial fibrillation who are given prophylactic ß-antagonists in the A) pre- or intraoperative period, and B) immediate postoperative period. (SCA – Society of Cardiovascular Anesthesiologists, EACTA – European Association of Cardiothoracic Anaesthetists)
A
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Supplemental Figure 4: Primary barriers to use of prophylactic ß-antagonists in the perioperative period 
A)

B)



Supplemental Figure 5: Summary of survey data regarding the percentage of cardiac surgical patients at high risk for postoperative atrial fibrillation who are given prophylactic amiodarone in the pre- or intraoperative period (SCA – Society of Cardiovascular Anesthesiologists, EACTA – European Association of Cardiothoracic Anaesthetists)

[image: ]


Supplemental Figure 6: Primary barriers to use of prophylactic amiodarone in the perioperative period 






Supplemental Table 1: Comprehensive table of recommendations

	Recommendations
	Class
	Level of evidence
	Ref

	Peri-operative oral β blocker therapy is recommended for the prevention of post-operative AF after cardiac surgery
	I
	A/B
	(2,3)

	β blockers should be administered for at least 24 hours before CABG to all patients without contraindications to reduce the incidence or clinical sequelae of postoperative AF.
	I
	B
	(4)

	Treating patients who develop AF after cardiac surgery with β blockers is recommended unless contraindicated.
	I
	A
	(5)

	β blockers should be reinstituted as soon as possible after CABG in all patients without contraindications to reduce the incidence or clinical sequelae of AF.
	I
	B
	(4)

	Offer standard β blocker (other than sotalol) or a rate limiting calcium channel blocker as initial monotherapy to people with atrial fibrillation who need drug treatment as part of a rate control strategy
	NC
	Very low to low quality evidence from RCT
	(6)

	If drug treatment for long term rhythm control is needed, consider a standard β blocker (other than sotalol) as first line treatment unless there are contraindications. 
	NC
	Based on very low to high quality evidence from RCT
	(6) 

	If β blockers are contraindicated or unsuccessful, assess the suitability of alternative drugs for rhythm control, taking comorbidities into account.
	NC
	Based on very low to high quality evidence from RCT
	(6)

	A non-dihydropyridine calcium channel blocker is recommended when a β blocker is inadequate to achieve rate control with postoperative AF.
	I
	B
	(5)

	Restoration of sinus rhythm by electrical cardioversion or antiarrhythmic drugs is recommended in post-operative AF with hemodynamic instability.
	I
	C
	(2)

	Perioperative amiodarone should be considered as prophylactic therapy to prevent AF after cardiac surgery.
	IIa
	A
	(2)

	Preoperative amiodarone reduces the incidence of postoperative AF and is reasonable as prophylactic therapy for patients at high risk for postoperative AF.
	IIa
	A/B
	(3-5)

	Amiodarone for rate control should be reserved for exceptional cases in which other means are not feasible or are insufficient.
	NC
	Based on low quality evidence
	(7)

	Asymptomatic postoperative AF should initially be managed with rate control and anticoagulation.
	IIa
	B
	(2)

	Digoxin and nondihydropyridine calcium channel blockers can be useful to control ventricular rate in the setting of AF but are not indicated for prophylaxis.
	IIa
	B
	(4)

	Offer rate control as the first line strategy to people with atrial fibrillation except for those in whom a rhythm control strategy would be more suitable on the basis of clinical judgment
	NC
	Based on very low to moderate quality evidence from RCT
	(6)

	Assess the need for drug treatment for long term rhythm control.
	NC
	Based on very low to high quality evidence from RCT
	(6)

	It is reasonable to administer antiarrhythmic medications in an attempt to maintain sinus rhythm in patients with recurrent or refractory postoperative AF
	IIa
	B
	(5)

	Antiarrhythmic drugs should be considered for symptomatic postoperative AF after cardiac surgery in an attempt to restore sinus rhythm.
	IIa
	C
	(2)

	It is reasonable to restore sinus rhythm pharmacologically with ibutilide or direct-current cardioversion in patients with postoperative AF.
	IIa
	B
	(5)

	It is reasonable to manage well-tolerated, new-onset postoperative AF with rate control and anticoagulation with cardioversion if AF does not revert spontaneously to sinus rhythm during follow-up
	IIa
	C
	(5)

	Consider pharmacological or electrical rhythm control (or both) for people with atrial fibrillation whose symptoms continue after their heart rate has been controlled or for whom a rate control strategy has not been successful.
	NC
	Based on very low to high quality evidence from RCT
	(6) 

	Long-term anticoagulation should be considered in patients with AF after cardiac surgery at risk for stroke, considering individual stroke and bleeding risk.
	IIa
	B
	(2)

	Since the risk of stroke and embolism is increased in patients with new-onset atrial fibrillation after CABG, anticoagulation should be considered for at least 3 months, with reassessment of stroke risk thereafter. 
	IIa
	C
	(3)

	The risk of stroke and embolism is increased in patients with new onset atrial fibrillation during/after PCI despite antiplatelet therapy. Therefore, anticoagulation should be considered following the guidelines for antithrombotic therapy of atrial fibrillation occurring outside the setting of PCI.
	IIa
	C
	(3)

	It is reasonable to administer antithrombotic medications for postoperative AF
	IIa
	B
	(5)

	Percutaneous LAA closure and antiplatelet therapy may be considered in patients with atrial fibrillation undergoing PCI if a high stroke risk and contraindication for long term combined antiplatelet + oral anticoagulation therapy is present. 
	IIb
	B
	(3)

	Concomitant surgical occlusion/ removal of the LAA during CABG may be considered for stroke reduction in atrial fibrillation patients
	IIb
	C
	(3)

	Intravenous vernakalant may be considered for cardioversion of postoperative AF in patients without severe heart failure, hypotension, or severe structural heart disease (especially aortic stenosis)
	IIb
	B
	(2)

	Prophylactic administration of sotalol may be considered for patients at risk of developing AF after cardiac surgery
	IIb
	B
	(5)

	Colchicine may be considered postoperatively to reduce AF following cardiac surgery
	IIb
	B
	(5)

	Consider digoxin monotherapy for people with non-paroxysmal atrial fibrillation only if they are sedentary
	NC
	Based on very low to low quality evidence from RCT
	(6,7)

	If monotherapy does not control symptoms, and if continuing symptoms are thought to be caused by poor ventricular rate control, consider combination therapy with any 2 of the following: β blocker, diltiazem, digoxin.
	NC
	Based on very low to low quality evidence from RCT
	(6,7)





Supplemental Table 2:  Analysis of publications regarding atrial fibrillation risk scores and reference list (Sorted by sample size in descending order)
	First author
	El-Chami(1)
	Magee(2)
	Alonso(3)
	Mariscalco(4)
	Mahoney(5)
	Mathew(6)
	Zhang(7)
	Kolek(8)
	Tran(9)
	Silva(10)
	Orlowska-Baranowska(11)
	Wiggins(12)

	Year
	2012
	2007
	2013
	2014
	2002
	2004
	2016
	2015
	2015
	2010
	2003
	2006

	# patients
	16,196
	19,083
	18,556
	12,938
	10,550
	3,093
	2,168
	556
	999
	452
	423
	377



Publications not in final table
1. Mayr A, Knotzer H, Pajk W, Luckner G, Ritsch N, Dünser M, Ulmer H, Schobersberger W, Hasibeder W. Risk factors associated with new onset tachyarrhythmias after cardiac surgery--a retrospective analysis. Acta Anaesthesiol Scand. 2001 May;45(5):543-9. PubMed PMID: 11309001.  
a. Not purely AF, also other tachyarrhythmias
b. Not in final table
2. Cameron MJ, Tran DT, Abboud J, Newton EK, Rashidian H, Dupuis JY. Prospective External Validation of Three Preoperative Risk Scores for Prediction of New Onset Atrial Fibrillation After Cardiac Surgery. Anesth Analg. 2017 May 12. PMID: 28514319. 
a. Meta-analysis
b. Not in final table
3. Lip GY, Nieuwlaat R, Pisters R, Lane DA, Crijns HJ. Refining clinical risk stratification for predicting stroke and thromboembolism in atrial fibrillation using a novel risk factor-based approach: the euro heart survey on atrial fibrillation. Chest. 2010 Feb;137(2):263-72. PMID: 19762550.
a. This is the (CHA(2)DS(2)-VASc score
b. Not in final table
4. Yin L, Ling X, Zhang Y, Shen H, Min J, Xi W, Wang J, Wang Z. CHADS2 and CHA2DS2-VASc scoring systems for predicting atrial fibrillation following cardiac valve surgery. PLoS One. 2015 Apr 7;10(4):  PMID: 25849563
a. Uses the (CHA(2)DS(2)-VASc score
b. Not in final table
5. Borde D, Gandhe U, Hargave N, Pandey K, Mathew M, Joshi S. Prediction of postoperative atrial fibrillation after coronary artery bypass grafting surgery:  is CHA 2 DS 2 -VASc score useful? Ann Card Anaesth. 2014 Jul-Sep;17(3):182-7. PubMed PMID: 24994728. 
a. Used CHA 2 DS 2 VASc score
b. Not in final table
6. Helgadottir S, Sigurdsson MI, Ingvarsdottir IL, Arnar DO, Gudbjartsson T. Atrial fibrillation following cardiac surgery: risk analysis and long-term survival. J Cardiothorac Surg. 2012;7:87. PubMed PMID: 22992266
a. Uses age, CHF, AVR, and Euroscore
b. Not in final table since the composite Euroscore is used.
7. Karaca M, Demirbas MI, Biceroglu S, Cevik A, Cetin Y, Arpaz M, Yilmaz H. Prediction of early postoperative atrial fibrillation after cardiac surgery: is it possible? Cardiovasc J Afr. 2012 Feb;23(1):34-6. PMID: 22331249 
a. Only 59 patients
b. Used TEE parameters
c. Not in final table
8. Chua SK, Shyu KG, Lu MJ, Lien LM, Lin CH, Chao HH, et al. Clinical utility of CHADS2 and CHA2DS2- VASc scoring systems for predicting postoperative atrial fibrillation after cardiac surgery. JTCVS. 2013; 146(4):919–26. PMID: 23628495
a. Used CHA 2 DS 2 VASc score
b. Not in final table


Publications that were included initially, but excluded after further review:
1. Magee h/o AF was removed because what they reported was actually pre-op arrhythmia, and they excluded patients with h/o AF. Therefore, Magee did not assess the effect of h/o AF.
2. Predictors that only appeared in one paper were not considered as “major” predictors. 
3. Predictors that had opposite effects from different studies were not evaluated (ACE inhibitors, smoker, MI/CAD). 
4. All binary predictors were excluded for the combined effects calculation. 
5. Alonso reported two models in their paper, the simple mode results were used here.
6. Age: papers reported age effect as binary (Zhang, Silva) were excluded, as well as larger than 0.5 estimated effect (Mahoney, Orlowska). Tran’s paper was excluded, because they did not report the distribution of age, such as mean and standard deviation, which are needed for data simulation. The final combined effect for age was calculated from papers Magee, Alonso, Mariscalco, Mathew, and Kolek. The combined age effect was the increase in log odds of having poAF for one-year increase in age. To calculate the age scores of being 60-70, 70-80, or >80 versus <60, additional calculation was performed based on the numbers reported in each paper (e.g. the mean and standard deviation of age in each cohort). 


Supplemental Table 3: List of predictors named in respective risk scores in descending order of frequency 
	Predictors
	Combined effects
	First Author of Risk Score (effect size)

	Age in years
	0.0684
	Magee (0.0607)
	Alonso (0.1016)
	Mariscalco (0.0361)
	Mahoney (Outlier)
	Mathew (0.0560)
	Zhang (binary)
	Kolek (0.0471)
	Tran (insufficient data)
	Silva (binary) 
	Orlowska (Outlier)

	h/o AF
	1.0648
	Mathew (0.7467)
	Zhang (1.2947)
	Kolek (1.8653)
	Orlowska (1.16)
	
	
	
	
	
	

	MV surgery/disease
	0.5426
	Mariscalco (0.519)
	Mathew (0.5539)
	Tran (0.7115)
	Silva (0.77)
	
	
	
	
	
	

	COPD
	0.1760
	Magee (0.0532)
	Mariscalco (0.286)
	Mahoney (0.47)
	Mathew (0.3577)
	
	
	
	
	
	

	Heart Failure
	0.3841
	Magee (0.0862)
	Alonso (0.701)
	Mariscalco (0.369)
	
	
	
	
	
	
	

	Renal failure
	0.6446
	Mariscalco (0.643)
	Mahoney (0.6780)
	
	
	
	
	
	
	
	

	Height in cm
	0.0174
	Magee (0.0102)
	Alonso (0.0248)
	
	
	
	
	
	
	
	

	Weight in kg
	0.0067
	Magee (0.0057)
	Alonso (0.0077)
	
	
	
	
	
	
	
	

	CPB time
	0.0296
	Mahoney (0.0296)
	Zhang (binary)
	
	
	
	
	
	
	
	

	Beta blocker withdrawal
	0.6804
	Mathew (0.6471)
	Silva (0.91)
	
	
	
	
	
	
	
	

	Beta Blockers
	0.0568
	Magee (0.0568)
	
	
	
	
	
	
	
	
	

	PR interval 
(in minute)
	0.0416
	Kolek (0.0146)
	
	
	
	
	
	
	
	
	

	DM
	0.237
	Alonso (0.237)
	
	
	
	
	
	
	
	
	

	HTN
	0.349
	Alonso (0.349)
	
	
	
	
	
	
	
	
	

	Emergency
	0.404
	Mariscalco (0.404)
	
	
	
	
	
	
	
	
	

	preop IABP
	0.644
	Mariscalco (0.644)
	
	
	
	
	
	
	
	
	

	Use of CPB
	0.303
	Magee (0.303)
	
	
	
	
	
	
	
	
	

	Prolonged ventilator use
	0.6037
	Magee (0.6037)
	
	
	
	
	
	
	
	
	

	Systolic blood pressure, 20mmHg
	0.197
	Alonso (0.197)
	
	
	
	
	
	
	
	
	

	Diastolic blood pressure decrease, 10 mmHg 
	0.101
	Alonso (-0.101)
	
	
	
	
	
	
	
	
	

	Sex male
	0.1625
	Mahoney (0.1625)
	
	
	
	
	
	
	
	
	

	Intraop inotropes
	0.5539
	Zhang (0.5539)
	
	
	
	
	
	
	
	
	

	LA dilation
	0.348
	Tran (0.348)
	
	
	
	
	
	
	
	
	

	Supraventricular tachycardia
	0.74
	Orlowska (0.74)
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	Smoker
	NE*
	Magee (0.0486)
	Alonso (0.359)
	Mahoney      (-0.5276)
	
	
	
	
	
	
	

	MI/CAD
	NE
	Alonso (0.496)
	Mahoney      (-0.1393)
	
	
	
	
	
	
	
	

	ACE inhibitors
	NE
	Magee (0.0582)
	Mathew        (-0.4780)
	
	
	
	
	
	
	
	


NE=not evaluated

The estimated coefficients of the final model in each paper were extracted. The combined effects were calculated as the weighted mean across the studies that reported the corresponding predictors. The weight given to each estimated coefficient was the sample size of that study divided by the total sample size of all studies that reported the estimated coefficient. For studies that reported categorical coefficients of age, the midpoint of the interval was chosen for approximation.(13) 


Supplemental Table 4: Summary of combined survey respondent locations from the Society of Cardiovascular Anesthesiologists and the European Association of Cardiothoracic Anaesthetists cohorts
	Region
	Respondents

	Europe
	243

	North America
	217

	Oceania
	10

	Asia
	8

	South America
	8

	Unspecified
	155






Supplemental Table 5: Summary of survey respondent demographics 

	Respondent Characteristic
	SCA (N=261)
	EACTA (N=379)

	Training Background
	
	

	MD Anesthesiologists
	99%
	100%

	Cardiac anesthesia fellowship trained
	76%
	82%

	
	
	

	Practice Setting
	
	

	Academic Medical Center
	54%
	76%

	Non-Academic Medical Center
	20%
	18%

	Private practice
	26%
	6%



SCA – Society of Cardiovascular Anesthesiologists, EACTA – European Association of Cardiothoracic Anaesthetists








Supplemental Table 6: Self-reported adherence to American Heart Association Guideline recommending ß-antagonists prophylaxis and treatment for postoperative atrial fibrillation.
(Combined responses from SCA and EACTA surveys)

	Provider Response
	Prophylaxis
(n=655)
	Treatment 
(n=652)

	I rarely follow this Guideline
	21% (135)
	12% (79)

	I follow the Guideline sometimes
	36% (237)
	38% (250)

	I follow the Guideline nearly always
	43% (283)
	50% (323)





SCA – Society of Cardiovascular Anesthesiologists, EACTA – European Association of Cardiothoracic Anaesthetists
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SCA	Risk outweigh benefit 	Surgeon opposed 	Do not believe it has a benefit 	Pulmonary toxicity 	Anesthesiologist opposed	Cardiologist opposed	0.42	0.25	0.25	0.1	0.04	0.03	EACTA	Risk outweigh benefit 	Surgeon opposed 	Do not believe it has a benefit 	Pulmonary toxicity 	Anesthesiologist opposed	Cardiologist opposed	0.56000000000000005	0.06	0.28000000000000003	0.04	6.0000000000000001E-3	8.9999999999999993E-3	



Pre- or intraoperative
SCA	Bradycardia risk	Risk outweigh benefit	Do not believe it has a benefit	Surgeon opposed	Anesthesiologist opposed	Cardiologist opposed	0.44	0.34	0.17	0.08	0.05	0.02	EACTA	Bradycardia risk	Risk outweigh benefit	Do not believe it has a benefit	Surgeon opposed	Anesthesiologist opposed	Cardiologist opposed	0.21	0.54	0.14000000000000001	0.04	6.4000000000000003E-3	9.5999999999999992E-3	



Postoperative 
SCA	Bradycardia risk	Risk outweigh benefit	Surgeon opposed	Do not believe it has a benefit	Anesthesiologist opposed	Cardiologist opposed	0.47	0.3	0.14000000000000001	0.12	0.02	0.02	EACTA	Bradycardia risk	Risk outweigh benefit	Surgeon opposed	Do not believe it has a benefit	Anesthesiologist opposed	Cardiologist opposed	0.23	0.51	0.06	0.1	0.01	0.01	
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CLASS | (STRONG) Benefit >>> Risk

Suggested phrases for writing recommendations:
= |s reasonable
= (Can be useful/effective/beneficial
= Comparative-Effectiveness Phrasest:
o Treatment/strategy A is probably recommended/indicated in
preference to treatment B
o |t is reasonable to choose treatment A
over treatment B

CLASS IlI: No Benefit (MODERATE)

(Generally, LOE A or B use only)

Benefit = Risk

CLASS lll: Harm (STRONG) Risk > Benefit

LEVEL (QUALITY) OF EVIDENCE}

LEVEL B-R (Randomized)

LEVEL B-NR (Nonrandomized)

= Randomized or nonrandomized observational or registry
studies with limitations of design or execution

= \eta-analyses of such studies

= Physiological or mechanistic studies in human subjects

Consensus of expert opinion based on clinical experience

COR and LOE are determined independently (any COR may be paired with any LOE).

A recommendation with LOE C does not imply that the recommendation is weak. Many
important clinical questions addressed in guidelines do not lend themselves to clinical
trials. Although RCTs are unavailable, there may be a very clear clinical consensus that
a particular test or therapy is useful or effective.

* The outcome or result of the intervention should be specified (an improved clinical
outcome or increased diagnostic accuracy or incremental prognostic information).

1 For comparative-effectiveness recommendations (COR | and Ila; LOE A and B only),
studies that support the use of comparator verbs should involve direct comparisons
of the treatments or strategies being evaluated.

1 The method of assessing quality is evolving, including the application of standardized,
widely used, and preferably validated evidence grading tools; and for systematic reviews,
the incorporation of an Evidence Review Committee.

COR indicates Class of Recommendation; EO, expert opinion; LD, limited data; LOE, Level
of Evidence; NR, nonrandomized; R, randomized; and RCT, randomized controlled trial.
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