Cost-effectiveness of apixaban in non-valvular atrial fibrillation (NVAF)
based on effectiveness data from a Spanish study in clinical practice
(Real-World Evidence)



SUPPLEMENT 1. FANTASIIA registry: Baseline clinical characteristics [9].

Item Acenocumarol DOAC
N=1,645 N=533
Female sex, n (%) 719 (43.7) 246 (46.2)
Age (years), median (IQR) 74 (72-79) 73 (71-78)
Comorbidities, n (%)
Hypertension 1,327 (80.7) 425 (79.7)
Diabetes mellitus 490 (29.8) 145 (27.2)
Heart failure 507 (30.8) 120 (22.6)
Previous stroke 258 (15.7) 113 (20.9)
Renal disease, n (%)
CrCl < 50 ml/min 347 (21,1) 72 (13.5)
CHADS; mean £ SD 23+1.2 22+1.3
Discontinuation rate, % 4.6% 2.6%
Follow-up 2.5 years 2.5 years

CHADS;: Congestive Heart Failure, Hypertension, Age, Diabetes, Previous Stroke scale; CrCl: Creatinine Clearance;
DOAC: direct-acting oral anticoagulant; IQR: Interquartile range; SD: standard deviation.



SUPPLEMENT 2. Sensitivity analyses: Tornado diagrams.

A)

Tornado Diagram: ICER
APIXABAN vs. DABIGATRAN 110 mg (WTP: 25000,00)

. eaeeeee— Probability of stroke with apixaban (0,0016 to 0,0031)
e — Probability of stroke with dabigatran 110 mg (0,0025 to 0,0012)
T Probability of death with dabigatran 110 mg (0,0126 to 0,0095)
[ e— Probability of death with apixaban (0,0067 to 0,0094)
| Quarterly cost of Post-stroke (1577 to 7578)
L Quarterly cost of apixaban in NVAF (245 to 368)
[ ] Quarterly cost of dabigatran 110 mg in NVAF (316 to 210)
- Utility with NVAF (0,2908 to 0,1939)
[ L] Probability of major bleeding with dabigatran 110 mg (0,005 to 0,0075)
] Probability of major bleeding with apixaban (0,0065 to 0,0042)
L] Utility post-stroke (0,2198 to 0,1465)
] Cost of major bleeding episode (3147 to 5235)
Cost of acute stroke episode (8670 to 10492)
| Utility with major bleeding (0,2304 to 0,1536)
Utility with acute stroke (0,2259 to 0,1506)
Quarterly cost of Post-bleeding (18 to 12)
Probability of death due to acute stroke (367 to 400)
Probability of death from moderate stroke (0,0044 to 0,0054)
Probability of death due to severe stroke (0,0317 to 0,0352)
EV: 7175,39 Utility with NVAF and use of acenocoumarol (0,1904 to 0,2856)
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Tornado Diagram: ICER
APIXABAN vs. DABIGATRAN 150 mg (WTP: 25000,00)

I e Probability of stroke with apixaban (0,0016 to 0,0031)
L —— Probability of stroke with dabigatran 150 mg (0,0033 to 0,0018)
[ == Probability of death with apixaban (0,0067 to 0,0094)
B =eeersorerm— | Probability of death with dabigatran 150 mg (0,0113 to 0,0083)
L o=l Quarterly cost of apixaban in NVAF (245 to 368)
-] Quarterly cost of dabigatran 150 mg in NVAF (233 to 156)
—— Utility with NVAF (0,2908 to 0,1939)
] Probability of major bleeding with dabigatran 150 mg (0,0055 to 0,008)
u Probability of major bleeding with apixaban (0,0065 to 0,0042)
| Quarterly cost of Post-stroke (1577 to 7578)
| Cost of major bleeding episode (3141 to 5235)
| Utility with major bleeding (0,2304 to 0,1536)
| Utility post-stroke (0,2198 to 0,1465)
| Cost of acute stroke episode (8670 to 10492)
Quarterly cost of Post-bleeding (15 to 12)
Utility with acute stroke (0,2259 to 0,1506)
Probability of death due to acute stroke (367 to 400)
Probability of death from moderate stroke (0,0044 to 0,0054)
Probability of death due to severe stroke (0,0317 to 0,0352)
EV: 6827,55 Utility with NVAF and use of acenocoumarol (0,1904 to 0,2856)
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Tornado Diagram: ICER
APIXABAN vs. RIVAROXABAN (WTP: 25000,00)

1 A Probability of stroke with apixaban (0,0016 to 0,0031)
T Y] Probability of stroke with rivaroxaban (0,0032 to 0,0016)
e Probability of death with rivaroxaban (0,0113 to 0,0083)
[ Quarterly cost of apixaban in NVAF (245 to 368)
Ll Quarterly cost of Post-stroke (1577 to 7578)
[l Quarterly cost of rivaroxaban in NVAF (368 to 245)
T — Utility with NVAF (0,2908 to 0,1939)
[ | Probability of major bleeding with apixaban (0,0065 to 0,0042)
| ] Probability of death with apixaban (0,0067 to 0,0094)
Probability of major bleeding with rivaroxaban (0,0068 to 0,0071)
Utility post-stroke (0,2198 to 0,1465)
| Cost of major bleeding episode (3141 to 5235)
| Cost of acute stroke episode (8670 to 10492)
Utility with major bleeding (0,2304 to 0,1536)
Quarterly cost of Post-bleeding (18 to 12)
Utility with acute stroke (0,2259 to 0,1506)
EV 3269 82 Utility with NVAF and use of acenocoumarol (0,1904 to 0,2856)
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Tornado Diagram: ICER
APIXABAN vs. EDOXABAN (WTP: 25000,00)

I =, Probability of stroke with apixaban (0,0016 to 0,0031)
| ————— Probability of stroke with edoxaban (0,0021 to 0,0016)
N Quarterly cost of apixaban in NVAF (245 to 368)
jE—— | Quarterly cost of edoxaban in NVAF (368 to 245)
[ [ Quarterly cost of Post-stroke (1577 to 7578)
T — Utility with NVAF (0,2908 to 0,1939)
- Probability of major bleeding with edoxaban (0,0054 to 0,008)
] Probability of major bleeding with apixaban (0,0065 to 0,0042)
] Probability of death with edoxaban (0,0142 to 0,0109)
I Cost of major bleeding episode (3141 to 5235)
I Utility post-stroke (0,2198 to 0,1465)
| Cost of acute stroke episode (8670 to 10492)
Probability of death with apixaban (0,0067 to 0,0094)
Utility with major bleeding (0,2304 to 0,1536)
Utility with acute stroke (0,2259 to 0,1506)
Quarterly cost of Post-bleeding (18 to 12)

EV 2919 37 Utility with NVAF and acenocumarol (0,1904 to 0,2856)
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Tornado Diagram: ICER
APIXABAN vs. ACENOCUMAROL (WTP: 25000,00)
[ — Probability of stroke with apixaban (0,0016 to 0,0031)
[ —— ] Probability of stroke with acenocumarol (0,0037 to 0,002)
[ [ Quarterly cost of apixaban in NVAF (245 to 368)
T — Utility with NVAF (0,2908 to 0,1939)
T Quarterly cost of acenocumarol in NVAF (204 to 136)
- Probability of major bleeding with acenocumarol (0,0069 to 0,0098)
] Probability of major bleeding with apixaban (0,0065 to 0,0042)
| Probability of death with acenocumarol (0,0159 to 0,0121)
| Probability of death with apixaban (0,0067 to 0,0094)
[ Quarterly cost of Post-stroke (1577 to 7578)
| Cost of major bleeding episode (3141 to 5235)
| Utility post-stroke (0,2198 to 0,1465)
| Cost of acute stroke episode (8670 to 10492)
Utility with major bleeding (0,2304 to 0,1536)
Quarterly cost of Post-bleeding (18 to 12)
Utility with acute stroke (0,2259 to 0,1506)
EV 3817 1 5 Utility with NVAF and acenocumarol (0,1904 to 0,2856)
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EV: expected value (€/QALY gained); ICER: incremental cost-effectiveness ratio; WTP: Willingness to pay (€/QALY gained).
Please note that decimal separators appearing in Figures A-E as commas are equivalent to periods in English notation.



SUPPLEMENT 3. Cost-effectiveness plane.

A)

ICE Scatterplot, APIXABAN vs. DABIGATRAN 110 mg
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ICE Scatterplot, APIXABAN vs. DABIGATRAN 150 mg
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"lf’“ ICE Scatterplot, APIXABAN vs. RIVAROXABAN
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D)
ICE Scatterplot, APIXABAN vs. EDOXABAN
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E)

ICE Scatterplot, APIXABAN vs. ACENOCUMAROL
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ICE: incremental cost-effectiveness; WTP: Willingness to pay (€/QALY gained).
Please note that the thousands separators appearing in Figures A-E as periods are equivalent to commas in English notation.



