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TECHNICAL APPENDIX
I. MODEL VARIABLES
Variable inputs (with literature sources referenced) for the decision-analytic model depicted in Figure 1 of the full paper are summarized in Table A1 (1–28) at the end of this Appendix. These variables include probability and rate estimates for: 1) stroke and hemorrhage on aspirin and warfarin therapy for patients in AF and sinus rhythm; 2) efficacy and complications with left atrial catheter ablation (LACA), amiodarone, and rate control therapies; and 3) mortality estimates. In addition, Table A1 summarizes single event costs, annual costs of medical therapy and disability (from stroke, hemorrhage, or therapeutic complications), and health state utilities for varying degrees of health and disability.

For the main analysis, two variables (risk of stroke in sinus rhythm and LACA efficacy) were examined over a wide range of estimates to determine the minimum levels they would need to be for LACA to be cost-effective at $50,000 and $100,000 per quality-adjusted life-year (QALY) thresholds. For the sensitivity analyses, the annual risk of stroke in patients with a history of atrial fibrillation (AF) restored to sinus rhythm was conservatively estimated to be 0.5% and 0.9% for patients at low and moderate risk for stroke, respectively (see section III). Moreover, LACA efficacy was assigned a point estimate of 80% at one-year that included a 30% re-do ablation rate and a relapse rate back to AF of 2% annually (see section VI). 
II. MODEL ASSUMPTIONS
The Markov model was based on the following assumptions (29):

1. The benefit from each treatment strategy is driven primarily by stroke risk reduction and prevention of hemorrhage from antithrombotic therapy. 

2. After a nonfatal, nonhemorrhagic stroke, patients were treated with warfarin if they were not already receiving warfarin.

3. After a major hemorrhagic event, antithrombotic therapy with aspirin was substituted for warfarin therapy.

4. When amiodarone therapy for rhythm control was discontinued because of adverse effects, patients were crossed over to the rate control strategy and carried the same risks and transition probabilities as the remainder of the patients in the rate control strategy.

5. A 30% repeat ablation rate was allowed for recurrent AF or atrial flutter within the first year after a LACA procedure. Otherwise, patients who had recurrent AF with any strategy crossed over to the rate control strategy and remained in AF for the remainder of their Markov cycles.

III. LEFT ATRIAL CATHETER ABLATION
A. Efficacy and Re-Ablation. The one-year 80% efficacy rate for LACA used in sensitivity analysis was derived from large series (30–33). This rate incorporates the fact that 30% of patients undergoing LACA will return with AF recurrences or post-ablation atrial flutters during the first year. The cost of the re-ablation was assumed to be the same as the first procedure. Patients in the ablation cohort were maintained on warfarin therapy during the first six months post-ablation (longer if they return for re-ablation) and then switched to aspirin therapy when they remained in sinus rhythm for six months. Because there are no long-term data on the relapse rate to AF for patients successfully restored to sinus rhythm with LACA, we estimated it to be 2% annually.

B. Complications. Complication rates were estimated from large series (30–32). The risks of complications due to LACA were estimated to be 0.7% for tamponade, 0.8% for cerebrovascular events, 0.3% for other complications, and 0.1% for mortality.

Moreover, because atrioesophageal fistula is a rare event, we gave a conservative estimate of 0.2% with LACA, although the true rate is not known. We also assumed that the cost of an atrio-esophageal complication would be $50,000 per event and that mortality would be 50%.

The cost of managing cardiac tamponade was estimated to be four nights in a telemetry-monitored bed and the cost of a pericardiocentesis in 50% of patients developing the complication. Cost of stroke was estimated to be $8,900 per event, with each having an equal chance of being classified as a transient ischemic attack, a stroke with mild disability, or a stroke with moderate to severe disability. Therefore, the cost of ablation complications was an average of complication costs from tamponade and stroke with LACA.

C. Results From Previous Clinical Trials of Ablation Versus Medical Therapy. To date, there are limited studies comparing LACA to other therapies, with three small trials having reported significant differences in efficacy rates in restoring sinus rhythm. One recently submitted randomized trial of 146 patients that compared LACA with amiodarone found a one-year 70% absolute efficacy rate difference (74% for LACA; 4% for amiodarone; p < 0.001) in patients with AF (Internal communication with Oral et al., University of Michigan). Underlying rhythm was ascertained with daily telephonic monitoring in this trial, and ablated patients were found to have significant decreases in left atrial diameter and increases in quality of life at follow-up. Another recently presented randomized clinical trial comparing antiarrhythmic therapy and LACA found a one-year 47% absolute efficacy rate difference (56% for LACA; 9% for antiarrhythmic therapy) (34). In this trial, patients assigned to LACA were not offered re-ablations within the first year for recurrences, and event-free survival from AF also was ascertained with daily telephonic monitoring. A third randomized trial in abstract form comparing ablation with amiodarone therapy found a one-year 39% absolute efficacy rate difference in favor of ablation (79% vs. 40%; p = 0.018) (35). Finally, a recently published randomized trial of pulmonary vein isolation found significantly higher AF-free survival at one-year compared with antiarrhythmic therapy using intermittent monitoring (87% vs. 37%; p < 0.001) (36). Given these results, it is likely that the absolute difference in efficacy estimates for sinus rhythm restoration between LACA and rate control therapy used in this model is justified (because rate control therapy is unlikely to have a higher rate of sinus rhythm restoration than antiarrhythmic therapy). However, larger clinical trials comparing the two strategies and evaluating specific clinical outcomes (such as stroke, hemorrhage, and mortality risk) are needed to determine whether sinus rhythm restoration with ablation therapy translates into reduced morbidity and mortality. 

IV. RATE CONTROL THERAPY
A. Conversion Rate to Sinus Rhythm. The AFFIRM trial found that 34.6% of patients in the rate control arm were in sinus rhythm at five-year follow-up (37). Among those in sinus rhythm, 5.2% had been treated with radiofrequency ablation. Moreover, the actuarial crossover rate to antiarrhythmic therapy was 7.8%, 11.6%, and 14.9% at one-, three-, and five-year follow-up, respectively. For our model, we used a sinus rhythm rate of 29.4% at 5-year follow-up in the rate control strategy by only eliminating those who had been treated with ablation therapy (34.6% less the 5.2% treated with ablation) but not with antiarrhythmic therapy. Moreover, this rate of 29.4% is likely an overestimate, as it examines only the rate of those in sinus rhythm at five years, but not the overall event-free (AF-free) survival.

Because the AFFIRM trial did not provide data of initial sinus rhythm conversion success during the first months, our model first assumed that the relapse rate back to AF would be 5% annually. This estimate is likely a conservative one because the annual relapse rate is known to be 5% with amiodarone therapy (38–41). Working backwards, we assumed that conversion to sinus rhythm would occur upfront, to provide a conservative estimate of rate control effectiveness. Therefore, our model estimated an initial sinus rhythm conversion rate from AF of 38%, with a 5% annual relapse rate back to AF (38% [initial] x 0.955 = 29.4% [five-year follow-up]). 
B. Cost of Rate Control Therapy. Using a conservative estimate for cost, we assigned patients in the rate control strategy generic atenolol and digoxin therapy. Digoxin therapy incurred two drug level checks annually, but these were assumed to occur during regular office visits.

V. AMIODARONE THERAPY
Rates for amiodarone efficacy and complications, as well as costs, were derived from the literature (see Table A1) (38–47). Because rhythm control therapy in the AFFIRM trial was reported to have a five-year hazard ratio for non-cardiovascular mortality of 1.49 (3); we annualized this figure so that the relative risk of non-cardiovascular mortality due to amiodarone therapy was estimated as 1.08 per year. Finally, amiodarone therapy was assigned the same utility as warfarin therapy because of requirements for frequent monitoring and risks associated with each drug (29). 
VI. STROKE RISK
A. Baseline Stroke Risk. Our model used annual baseline stroke risks (without antithrombotic therapy) of 3.0% and 1.4% for patients at moderate and low risk for stroke, respectively (29,49,50) Although other cost-effectiveness analyses with AF have used slightly greater rates (3.6% and 1.6% for moderate and low stroke risk, respectively) (29), these rates were chosen based on recent literature and to provide a conservative estimate of incremental cost-effectiveness with LACA therapy. 
B. Stroke Risk in AF on Aspirin Therapy. Aspirin was modeled to reduce annual stroke risk by 22%, yielding an annual stroke risk of 2.3% and 1.1% for patients in AF on aspirin therapy for moderate- and low-risk patients, respectively (29,51–54). This rate is significantly lower than the annual stroke risk on aspirin of 4.5% per year used in a recent cost-effectiveness analysis comparing warfarin therapy and ximelagatran (55) but centered within the range of a recent study validating five risk-stratification schemes, which found an annual stroke incidence rate on aspirin therapy of 1.0% to 3.2% for moderate risk patients and 0.5% to 1.4% for low risk patients (56). 

C. Stroke Risk in AF on Warfarin Therapy. Warfarin was modeled to reduce annual stroke risk by 45% and 35% compared with aspirin therapy for patients in AF at moderate and low stroke risk, respectively (57). Therefore, our model used an annual stroke risk on warfarin of 1.3% and 0.7% for patients at moderate and low stroke risk, respectively, which is consistent with the rates found in a recent meta-analysis of six pooled randomized clinical trials (49).

D. Stroke Risk in Sinus Rhythm. Because no long-term follow-up data are available for patients treated with ablation, the stroke risk in sinus rhythm was estimated based on studies in other cohorts. The Framingham study found an age-adjusted incidence rate of 0.5% per year for 65-year-old patients without AF (58,59). Two prospective cohort studies have found a lower annual stroke rate in patients restored to sinus rhythm with cardioversion and/or antiarrhythmic therapy. One study followed 236 patients with chronic AF for a mean of 3.7 + 1.6 years and found an annual stroke rate of 0.2% (60). A second followed 342 patients with AF for four years and found three incident strokes in the cohort over this time (annual rate = 0.2%) (61). In this cohort, 34% were considered moderate risk (20% with coronary artery disease, 14% with hypertension), 21% were considered low risk, and 30% had valvular etiologies for their AF.

For our model, we therefore estimated an annual stroke risk in sinus rhythm of 0.5% for the low stroke risk cohort. This represents a 29% relative risk reduction compared to low-risk patients in AF on warfarin therapy (0.5% vs. 0.7%). Assuming a similar relative risk reduction in the moderate risk cohorts, the annual stroke risk in sinus rhythm was estimated to be 0.9% (annual stroke risk on warfarin = 1.3%) for patients at moderate stroke risk. 
E. Relative Risk of Stroke With Increasing Age. Because a number of studies have determined that the relative risk for stroke with each decade increases by a factor of 1.4, this risk was modeled linearly (3,52,57,62) That is, the risk of stroke with each passing year, regardless of age, increases by 3.422%. For instance, a 65-year-old moderate risk patient on warfarin therapy has an annual stroke risk of 1.3% at age 65; 1.34% at age 66; 1.39% at age 67; …., and 1.82% at age 75 (which represents a relative risk of 1.4 compared with the patient’s risk at 65 years of age).

F. Annual Stroke Risk in 55 Year-Old Cohort. Given the relative stroke risk of 1.4 with each decade of age, the stroke estimates and their corresponding ranges were extrapolated for the model parameters for the 55 year-old cohort. For patients in AF on aspirin, the annual stroke risk was reduced from 2.3% to 1.6% (1.1% to 2.6%). The annual stroke risk for patients in AF on warfarin therapy (0.9% [0.7% to 1.4%]) and patients restored to sinus rhythm (0.64% [0.3% to 0.9%]) were similarly obtained.

G. Stroke Severity. The model incorporated differing stroke fatality and disability rates among patients on warfarin and aspirin therapy based on the published literature (29,38,50,55,63–69). Patients on warfarin therapy were less than half as likely to die from an incident stroke than patients on aspiring therapy (17.9% for aspirin and 8.2% for warfarin) and were therefore more likely to suffer significant disability (30.0% for aspirin and 40.2% for warfarin).

H. Relative Risk for Recurrent Stroke. Patients in the model who experienced a stroke were modeled to be twice as likely to have another stroke (3,66,70).

VII. HEMORRHAGE
A. Baseline Estimates. Previous cost-effectiveness analyses have modeled an annual hemorrhage risk on warfarin therapy to be 1.4% for those <75 years of age and 4.2 for those ≥75 years of age, while keeping annual hemorrhage risk on aspirin therapy at 0.9% (29). Recent studies have provided new insights into these risks, and our model incorporated results from a meta-analysis of pooled data from six randomized clinical trials involving 4,052 patients (49). As a result, annual hemorrhage risks were estimated as 1.8% for those patients ages <75 and 3.2% for ages ≥75 for warfarin therapy and 1.2% for ages <75 and 1.5% for ages ≥75 for aspirin therapy.

B. Relative risk for Recurrent Bleeding. On the basis of literature, the model incorporated a 1.5 relative risk for re-hemorrhage in patients having had a previous hemorrhage (see “Relative risk for recurrent stroke” in Table A2 for application of the increased risk) (70). In addition, patients who sustained a significant hemorrhage were switched to aspirin therapy. 
VIII. MORTALITY ADJUSTMENTS
A. Annual Mortality. Annual mortality was age-adjusted with the most recent life tables (year 2002) from the National Center for Health Statistics.

B. Increased Mortality With AF. Studies have shown that patients with AF have higher non-stroke and non-intracranial hemorrhage mortality rates because their AF is often a marker for other vascular disease, and previous cost-effectiveness studies have modeled this increased risk (29,50,52) Moreover, patients with significant disability (moderate to severe) from an intracranial stroke or hemorrhage have higher overall mortality given their disability. An increased relative risk of 1.3 was therefore applied to patients without disability and 2.3 to patients with moderate-to-severe disability for non-stroke, non-hemorrhagic death (29).
C. Vascular Mortality Reduction With Antithrombotic Therapy. Studies have shown that patients on warfarin and aspirin therapies have overall vascular mortality benefit beyond prevention of thromboembolic events. Relative risk reductions of non-stroke vascular mortality (33% for warfarin therapy and 17% for aspirin therapy) were incorporated into our model (29).

IX. SHORT-TERM QUALITY OF LIFE ADJUSTMENTS
For each complication, a disutility (negative utility) of 0.5 was applied for the duration of the entire event. Therefore, a mild stroke, estimated to generate one week of disutility, would subtract 0.5 × 1/52, or about 0.01 QALY for the short-term event.

X. INTERMEDIATE OUTCOMES
Table A2 (end of Appendix) depicts cumulative 5-, 10-, 15-, and 20-year stroke and hemorrhage risks for the moderate stroke risk cohorts. Patients in the 55-year-old cohort had lower stroke and hemorrhage risks with similar follow-up duration time. Within each cohort, there was a higher risk for hemorrhage and stroke in the rate control group compared with the LACA group. Notably, the absolute risk difference in hemorrhage risk exceeded the absolute risk difference in stroke risk over time, although a greater number of those with strokes developed permanent disability. 
XI. EFFECT OF TIME HORIZON ON COST-EFFECTIVENESS
To assess the impact of follow-up time on our cost-effectiveness results, we examined a 5-year, 10-year, and lifetime time horizon for the two moderate stroke-risk cohorts (see graph below).
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Not surprisingly, because LACA has significant upfront costs, any time horizon shorter than lifetime would make LACA appear less cost-effective. This same issue arises in any cost-effectiveness analyses where one strategy’s costs are primarily upfront, such as those involving implantable cardioverter-defibrillator therapy (71,72). In those studies, similar assumptions of constant rates or relative risk reductions are made regarding model variables in a Markov decision-making model although there is little data to support this for implantable cardioverter-defibrillators outside the timeframe of clinical trials. 
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Table A1. Summary of Model Variables
Input Variable 
Base-Case Value (Range)
Reference
Stroke




Stroke risk in sinus rhythm, %/yr


(1,2,38,50,62) 


Moderate risk 
0.9 (0.4–1.3)



Low risk
0.5 (0.2–0.7)


Stroke risk in atrial fibrillation, %/yr


Warfarin



(3,50,52,53)



Moderate risk
1.3 (1.0–2.0)






Low stroke Risk
0.7 (0.4–1.0)





Aspirin



(3,50,54,63)



Moderate stroke risk
2.3 (1.6–3.6)






Low stroke risk
1.1 (1.0–1.5)




Stroke outcome



Aspirin, %



(29,38,50,55,63–67)



Fatal (within 30 days)
17.9 (10.1–17.9)




Moderate to severe disability
30.0 (30.0–41.7)




Mild disability
41.0 (34.8–41.0)




No disability
11.0 (11.0–13.3)



Warfarin, %



(29,38,50,55,63–67)



Fatal (within 30 days)
8.2 (8.2–10.1)




Moderate to severe deficit
40.2 (40.2–41.7)




Minor disability
42.5 (34.8–42.5)




No disability
9.1 (9.1–13.3)





Relative risk for recurrent stroke
2 (1–4)


(3,66,70)



Relative risk for stroke with each decade of age
1.4 (1.1–2.6)

(52,62,70)
Hemorrhage


Hemorrhage risk, %/yr



(4,38,49,68)



Warfarin therapy (age <75 yrs)
1.8 (1.2–2.5)





Warfarin therapy (age ≥75 yrs)
3.2 (2.3–4.4)





Aspirin therapy (age ≥75 yrs)
1.2 (0.8–1.7)





Aspirin therapy (age ≥75 yrs)
1.5 (1.0–2.0)


Outcome, %



Non-intracranial
85 (75–90)

(3,63–67)


Intracranial
15 NA




Fatal
20 (15–25)

(3,63–67)



Mild disability
67 (50–80)

(5,52–56)



Moderate to severe disability
17 (9–25)

(6)

Relative risk for recurrent bleeding
1.5 (1–3)

(52,70,71)
Left atrial ablation therapy


Efficacy, %
80 (50–80)

(30,32,33)



Ablation re-do rate
30 (15–40)

Estimate

Complications



(30,32,33), Estimate



Cardiac tamponade, %
0.7 (0.4–1.0)



Stroke, %
0.8 (0.0–1.5)



Atrio-esophageal fistula, %
0.2 (0.0–0.5)



Other, %
0.3 (0.0–1.0)



Death, %
0.1 (0.0–0.3)


Reversion to atrial fibrillation, %/yr
2 (1–4)


(30,32), Assumption 

Amiodarone therapy

Cardioversion




Overall cardioversion success, %
85 (80–90)
(29,39,40,43,44)





Mortality, %
0.01 (0–0.1)
(7,38)


Stroke risk in first month after procedure, %
0.27 (0–0.8)
(7,8)

Reversion to atrial fibrillation







In first 6 months, %
30 (20–35)
(9,38–47)


After 6 months, %/yr
5 (2–10)
(9,38–47)


Pulmonary toxicity, %/yr


Irreversible pulmonary toxicity
0.5 (0.2–1.0)
(10,72)





Death from pulmonary toxicity
0.1 (0–0.3)
(10,11,37,38,72)




Relative risk for non-cardiovascular mortality
1.08 (1.03–1.14) 
(48)
Rate control therapy





Cardioversion, %
38 (30–60)

(37), Assumption


Reversion to atrial fibrillation, %/yr
5 (2–8)


(37), Assumption


Drug Toxicity



Digitalis toxicity, %/yr
1.1 (0.3–2.0)

12,13,37)




Beta-blocker toxicity, %/yr
0.2 (0.1–0.3)

(14,50,52)
Mortality adjustments



(15,29,50,52,54,66)

Non-stroke, non-hemorrhagic death (RR)
1.3 (1–2)




Death if patient has previous disabling event (RR)
2.3 (1.3–3.0)




Reduction of vascular, non-stroke mortality, %/yr








Aspirin therapy
17






Warfarin
33

Cost of care (2004 US $)

Single event—hospitalization



Ablation (CPT: 99245, 93613, 93620-93623, 93651)
16,500 (13,500–19,500)

(16), Cost accounting



Complications from ablation
11,000 (5000–20,000)

Cost accounting, Estimate



Atrioesophageal fistula
50,000 (20,000–100,000)
Estimate



Cardioversion
540 (300–1200)

(2,17), Cost accounting



Telemetry unit admission
3000 (1800–4800)

(17,18), Cost accounting



Amiodarone pulmonary toxicity
8600 (6900–10,400)

(19,72)


Intracranial bleed or stroke




No residual defects
6,400 (3,000–12,000)

(2,20–24,50)



Mild residual defects
7,830 (3,500–15,000)

(2,6,20–24,50)



Moderate to severe residual defects
12,490 (6,000–25,000)

(2,6,20,22–24,50)


Extracranial hemorrhage
3,730 (1,500–6,000)

(2,50)





Death
9,000 (0–17,900)

(2,18,20,50)

Annual care



Aspirin
13 (10–20)

(2), Cost accounting



Warfarin, including every 4-week monitoring
600 (200–600)

(2,18), Cost accounting



Amiodarone
1200 (1000–1500)

(2,50), Cost accounting



Digitalis, including every 6-month monitoring
140 (100–200)

(2), Cost accounting



Atenolol
260 (200–300)

(2), Cost accounting



Intracranial bleed or stroke




Mild disability
2,600 (1300–5,100)

(2,6,20,22,24,50)



Moderate to severe disability
23,000 (10,000–40,000)

(6,20,22–24,29)


Pulmonary toxicity caused by amiodarone
3,500 (1,400–9,000)

(25)
Utilities for health states and therapies

Permanent quality-of-life adjustment




Treatment strategy




Well in sinus rhythm
1.0 (0.98–1.0)

(6,26–29,50), Assumption




Aspirin
0.998 (0.96–1.0)

(6,26–29,38)



Warfarin
0.987 (0.92–1.0)

(6,26,29,50)



Amiodarone
0.987 (0.92–1.0)

(26,28,29,50), Estimate



Stroke or intracranial bleed







Mild residual defect
0.76 (0.14–1.0)

(6,26,28,29,50)



Moderate to severe residual defect
0.39 (0.0–1.0)

(26,28,29,50)


Persistent pulmonary toxicity
0.6 (0.4–1.0)

(29)

Short-term quality-of-life adjustment



Utility for short-term events
0.5 (0.0–0.5)

(29,38), Assumption



Telemetry admission, days
3 (3–5)


(29,38), Assumption



Ablation procedure, days
1 (0–2)


Estimate



Tamponade, week
2 (1–4)


Assumption
Major extra-cranial hemorrhage, week
2 (1–4)


(29,38), Assumption



Stroke or intracranial bleed, week




No residual defect
1 (0–2)


(29), Assumption




Mild residual defect
1 (0–2)


(29,50), Assumption




Moderate to severe residual defect
4 (2–8)


(29,38), Assumption



Atrio-esophageal fistula, week
4 (2–10)

Assumption



Amiodarone pulmonary toxicity, week
2 (0–4)


(29)

Hospitalizations resulting in death, week
2 (0–4)


(29), Assumption

Discount rate, %/yr
3 (0–5)


(27)


Base-case values with the range of estimates for all variables in the Markov model analysis. AF = atrial fibrillation; NA = not applicable (sensitivity analysis was not done on this variable as the probability is dependent on the sum of events with mild or residual deficits); RR = relative risk.
Table A2. Cumulative Stroke and Hemorrhage Risk for Moderate Risk Cohorts

[image: image2.emf]             Cumulative Stroke Risk               Cumulative Bleed Risk

5-year 10-year 15-year 20-year 5-year 10-year 15-year 20-year

Age=65 Rate 5.9% 11.4% 17.2% 22.2% 8.4% 17.0% 25.0% 30.5%

LACA 5.1% 9.7% 14.5% 18.6% 6.8% 12.9% 18.6% 22.6%

Age=55 Rate 4.4% 8.7% 13.6% 18.8% 8.0% 14.2% 20.7% 28.0%

LACA 3.4% 7.0% 11.0% 15.3% 6.4% 11.5% 16.7% 22.0%


The cumulative stroke and hemorrhage risk for the moderate risk cohorts is given for each five-year interval through 20 years of follow-up.
LACA = left atrial catheter ablation; Rate = rate control therapy.
_1204018792.xls
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								LACA ablation cost
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						Utility of warfarin therapy		Age=55		11,633		26,246				37,879

								Rate of hemorrhage (warfarin)
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						Efficacy of rate control		Age=55		18,756		29,367				48,123
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						Chronic AF		Rate of stroke in sinus rhythm
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						Moderate Stroke Risk						Low Stroke Risk

						PAF		CAF		PAF		CAF		PAF: 55 year-old

				Stroke rate in sinus rhythm		$15,600 to $85,200		$19,000 to $97,500		$35,200 to $191,900		$39,800 to $240,400		$16,200 to $106,100

				LACA cost  ($13,500-$25,000)		$9200 to $39,700		$12,600 to $44,200		$27,300 to $90,800		$36,000 to $103,600		$10,700 to $61,500

				LACA efficacy		$22,400 to $39,300		$19,100 to $43,700		$48,100 to $94,900		$48,500 to $109,600		$27,700 to $61,700

				LACA relapse rate  (0%-4%/y)		$17,400 to $41,900		$18,700 to $35,100		$44,000 to $98,600		$48,000 to $85,700		$22,300 to $79,900

				LACA redo rate (15%-40%)		$16,700 to $26,200		$20,500 to $30,300		$43,000 to $62,800		$52,800 to $73,900		$23,300 to $39,100

				Rate control drug toxicity  (0.8%-7.2%/y)		$11,600 to $25,500		$17,600 to $28,800		$23,500 to $66,000		$37,700 to $74,300		$2700 to $41,600

				Discount rate  (2%-5%)		$17,000 to $35,400		$20,900 to $39,500		$43,400 to $82,600		$53,400 to $93,700		$21,800 to $60,700

				Warfarin utility  (0.92-1.0)		$13,200 to $25,400		$15,400 to $30,600		$21,400 to $76,600		$25,000 to $92,700		$12,400 to $46,800

				Rate control efficacy		$19,000 to $40,400		$25,500 to $36,500		$47,500 to $94,900		$63,400 to $89,200		$28,100 to $55,900

				Warfarin cost ($300-$1200/y)		$16,200 to $25,600		$20,000 to $29,600		$40,700 to $62,000		$50,700 to $72,800		$17,800 to $40,300

				Rate control relapse rate (2%-8%/y)		$19,200 to $23,800		$25,700 to $26,600		$48,400 to $57,600		$64,000 to $66,000		$27,700 to $35,000
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						Chronic AF

						Rate of stroke in sinus rhythm

						Moderate		20,648		89,502				110,150

						Low		34,997		65,003				100,000

						LACA ablation cost

						Moderate		29,420		37,677				67,097

						Low		30,655		64,143				94,798

						Efficacy of LACA

						Moderate		35,418		54,697				90,115

						Low		41,843		58,157				100,000

						Utility of warfarin therapy

						Moderate		20,606		41,289				61,895

						Low		22,262		60,934				83,196

						Discount rate

						Moderate		18,753		54,684				73,437

						Low		47,181		38,305				85,486

						Rate of stroke in AF (warfarin)

						Moderate		31,244		38,108				69,352

						Low		30,888		36,776				67,664

						Rate of hemorrhage (warfarin)

						Moderate		33,083		40,837				73,920

						Low		43,727		22,224				65,951

						Efficacy of rate control

						Moderate		35,418		54,697				90,115

						Low		50,549		19,512				70,061

						LACA reversion rate to AF

						Moderate		47,083		1,622				48,705

						Low		41,322		37,349				78,671
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				Chronic AF

		Rate of stroke in sinus rhythm																Cumulative Stroke Risk								Cumulative Bleed Risk

		Low		34,997		100,000										5-year		10-year		15-year		20-year		5-year		10-year		15-year		20-year				Rate		LACA

		Moderate		11,704		76,764						Age=65		Rate		5.9%		11.4%		17.2%		22.2%		8.4%		17.0%		25.0%		30.5%				14.96		15.10

		LACA ablation cost												LACA		5.1%		9.7%		14.5%		18.6%		6.8%		12.9%		18.6%		22.6%

		Low		30,655		94,798						Age=55		Rate		4.4%		8.7%		13.6%		18.8%		8.0%		14.2%		20.7%		28.0%				15.24		15.41

		Moderate		10,002		39,808								LACA		3.4%		7.0%		11.0%		15.3%		6.4%		11.5%		16.7%		22.0%

		Efficacy of LACA																																20.43		20.66

		Low		41,843		100,000

		Moderate		11,511		33,345																												14.91		15.06

		Utility of warfarin therapy

		Low		22,262		83,196																												15.18		15.35

		Moderate		10,398		20,122

		LACA reversion rate to AF																																20.36		20.57

		Low		41,322		78,671

		Moderate		11,090		25,321

		Discount rate

		Low		47,181		85,486

		Moderate		13,319		28,514

		Rate control drug toxicity

		Low		30,888		67,664

		Moderate		9,372		20,160

		Cost of warfarin therapy

		Low		43,727		65,951

		Moderate		11,421		20,955

		Efficacy of rate control

		Low		50,549		70,061

		Moderate		14,770		22,016

		Rate control reversion rate to AF

		Low		57,242		61,045

		Moderate		17,257		21,431






