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Supplementary Figure 1. Subgroup analysis of treatment effect on new stroke in the high PAC burden sub-cohort. ACEi/ARB, angiotensin-converting enzyme inhibitor/angiotensin receptor blocker; CAD, coronary artery disease; CKD, chronic kidney disease; DM, diabetes mellitus; HF, heart failure.
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Supplementary Figure 2. Subgroup analysis of treatment effect on new AF in the high PAC burden sub-cohort. ACEi/ARB, angiotensin-converting enzyme inhibitor/angiotensin receptor blocker; AF, atrial fibrillation; CAD, coronary artery disease; CKD, chronic kidney disease; DM, diabetes mellitus; HCM, hypertrophic cardiomyopathy; HF, heart failure; HL, hyperlipidemia; HTN, hypertension.
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Supplementary Figure 3. Subgroup analysis of treatment effect on new stroke in the low PAC burden sub-cohort. ACEi/ARB, angiotensin-converting enzyme inhibitor/angiotensin receptor blocker; CAD, coronary artery disease; CKD, chronic kidney disease; DM, diabetes mellitus; HCM, hypertrophic cardiomyopathy; HF, heart failure; HL, hyperlipidemia; HTN, hypertension.
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[bookmark: _Hlk93612393]Supplementary Figure 4. Subgroup analysis of treatment effect on new AF in the low PAC burden sub-cohort. ACEi/ARB, angiotensin-converting enzyme inhibitor/angiotensin receptor blocker; AF, atrial fibrillation; CAD, coronary artery disease; CKD, chronic kidney disease; DM, diabetes mellitus; HCM, hypertrophic cardiomyopathy; HF, heart failure; HL, hyperlipidemia.
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[bookmark: _Hlk93612489]Supplementary Figure 5. The proportion of different beta-blocker prescriptions in treatment group.
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Supplementary Figure 6. Mean daily dosage of beta-blocker prescriptions 




Supplementary Table 1. PAC burdens in the first and latest Holter monitoring of patients after propensity score matching
	
	High-burden non-Tx
(N = 68)
	High-burden Tx
(N = 29)
	Low-burden non-Tx
(N = 165)
	Low-burden Tx
(N = 84)

	
	First
	Latest
	p
	First
	Latest
	p
	First
	Latest
	p
	First
	Latest
	p

	PAC, mean (SD)
	3076.5
(6653.3)
	2230.2
(6937.3)
	0.009
	7256.6
(12422.2)
	1959.8
(5814.5)
	0.031
	23.0
(22.4)
	     367.3
(1904.9)
	< 0.001
	19.2
(21.7)
	840.1
(4178.3)
	< 0.001
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Subgroup Non Treatment Treatment Hazard Ratio (95% Cl) P for interaction
no. of events/total no. (%)

Overall 38/1228 (3.1) 20/614 (3.3) - 0.97 (0.56-1.67)

Age 0.877
<65 14/716 (2.0) 9/367 (2.5) :Ij 1.07 (0.46-2.47)
265 24/512 (4.7) 11/247 (4.5) 0.98 (0.43-2.00)

Gender 0.31
Female 18/620 (2.9) 7/318 (2.2) 0.7 (0.29-1.67)
Male 20/608 (3.3) 13/296 (4.4) T—E—( 1.23 (0.61-2.49)

DM 0.64
No 19/869 (2.2) 11/441 (2.5) r 1.08 (0.52-2.28)
Yes 19/359 (5.3) 9/173 (5.2) 0.84 (0.38-1.86)

HL 0.061
No 5/400 (1.2) 7/206 (3.4) —=—+  2.53 (0.80-8.00)
Yes 33/828 (4.0) 13/408 (3.2) 0.73 (0.38-1.39)

HTN 0.857
No 4/286 (1.4) 3/173 (1.7) }L—i 1.13 (0.25-5.06)
Yes 34/942 (3.6) 17/441 (3.9) 0.97 (0.54-1.75)

Stroke 0.146
No 19/1117 (1.7) 13/568 (2.3) H 1.22 (0.60-2.48)
Yes 19111 (17.1) 7/46 (15.2) mi 0.53 (0.22-1.28)

CAD 0.924
No 29/1012 (2.9) 15/500 (3.0)L 0.95 (0.51-1.78)
Yes 9/216 (4.2) 5/114 (4.4) 1.01 (0.34-3.03)

CKD 0.306
No 27/992 (2.7) 12/507 (2.4) W 0.8 (0.40-1.58)
Yes 11/236 (4.7) 8/107 (7.5) H=— 1.45 (0.58-3.62)

HF 0.41
No 30/1097 (2.7) 17/550 (3.1)}::1 1.06 (0.58-1.93)
Yes 8/131(6.1)  3/64 (4.7) 0.58 (0.15-2.21)

Aspirin 0.678
No 19/854 (2.2) 10/417 (2.4) 1.04 (0.48-2.24)
Yes 19/374 (5.1) 10/197 (5.1) E 0.83 (0.38-1.78)

ACEI/ARB 0.2
No 31/929 (3.3) 14/463 (3.0) 0.79 (0.42-1.49)
Yes 71299 (2.3) 6/151 (4.0) H=— 1.82 (0.61-5.42)

P2Y12 inhibitor 0.2
No 29/1102 (2.6) 17/540 (3.1) =+ 1.13 (0.62-2.06)
Yes 9126 (7.1) 3/74 (4.1) = 0.46 (0.12-1.69)
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Subgroup Non Treatment Treatment Hazard Ratio (95% CI) P for interaction
no. of events/total no. (%)

Overall 16/416 (3.8) 7/208 (3.4) o 0.83 (0.34-2.02)

Age 0.632
[ Al al 0.52 (0.06-4.61)
Y Ciois s s g L e 0.91 (0.34-2.43)

Gender 0.268
Female 10/235 (4.3) 2/110 (1.8)m— e TR,
. Sion 8 el sl

DM 0.148
e ey T 0.39 (0.08-1.76)
o 6/119 (5.0) 5/69 (7.2) H=— 1.51 (0.46-4.96)

Stroke 0.268
No 13/382 (3.4) 3/188 (1.6)m— 0.44 (0.13-1.55)
. e e R, g

CAD 0.365
o T WO TN T B 0.61 (0.20-1.88)
L 3/73(41) 3/41(7.3) -=——  1.51 (0.30-7.50)

CKD 0.227
No 11/343 (3.2) 3/163 (1.8) 1= 0.51 (0.14-1.83)
ed Errisgy EMERnY . 1.508 42505,

HF 0.421
By THRETR LIRS BT 0.94 (0.36-2.48)
Fom i il o ir N 0.36 (0.04-3.45)

Aspirin 0.916
No 12/323 (3.7) 5/158 (3.2) j:l 0.8 (0.28-2.28)
Yes 5L A% B R RN R

ACEi/ARB 0.512
B THMS LS BSRr ey 0.94 (0.36-2.48)
Ha 3/69 (4.3) I 2 8 0.43 (0.04-4.12)
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Subgroup Non Treatment Treatment Hazard Ratio (95% Cl} P for interaction
no. of events/total no. (%)

Overall 39/416 (3.4) 28/208 (13.5) = 1.41 (0.87-2.29)

Age 0.077
<65 9/138 (6.5) 10/75(13.3) H—=—H 2.75 (1.12-6.78)
265 30/278 (10.8) 18/133 (13.5) = 1.04 (0.58-1.87)

Gender 0.506
Female 17/235(7.2) 12/110 (10.9) H=— 1.64 (0.78-3.43)
Male 22/181 (12.2) 16/98 (16.3) 1= 1.17 (0.61-2.24)

DM 0.59
No 24/297 (8.1) 15/139 (10.8) HH 1.25 (0.65-2.38)
Yes 15/119 (12.6) 13/69 (18.8) H=— 1.63 (0.78-3.44)

HL 0.763
No 13/149 (8.7) 10/77 (13.0) H=— 1.56 (0.68-3.57)
Yes 26/267 (3.7) 18/131 (13.7) =+ 1.33 (0.73-2.43)

HTN 0.383
No 6/93 (6.5) 6/44 (13.6) H—=—H 2.22 (0.71-6.89)
Yes 33/323 (10.2) 22/164 (13.4) 1.27 (0.74-2.17)

CAD 0.411
No 29/343 (8.5) 21/167 (12.6) = 1.54 (0.88-2.70)
Yes 10/73 (13.7) 7/41 (17.1) = 0.96 (0.37-2.54)

CKD 0.465
No 27/343 (7.9) 22/163 (13.5) = 1.58 (0.90-2.78)
Yes 12/73 (16.4) 6/45(13.3) H—] 1.04 (0.39-2.78)

HF 0.269
No 33/375 (8.8) 19/179 (10.6) HH 1.17 (0.66-2.05)
Yes 6/41 (14.6)  9/29 (31.0) H—=—H 2.25 (0.80-6.33)

HCM 0.319
No 36/403 (8.9) 27/199 (13.6) = 1.49 (0.90-2.46)
Yes 3/13 (23.1) 19 (11.1) m— 0.49 (0.05-4.75)

Aspirin 0.367
No 30/323 (9.3) 24/158 (15.2) = 1.57 (0.92-2.69)
Yes 9/93 (9.7) 4/50 (8.0) H— 0.88 (0.27-2.85)

ACEI/ARB 0.408
No 35/347 (10.1) 21/169 (12.4) 1.28 (0.74-2.20)
Yes 4/69 (5.8) ER ) e 2.23 (0.65-7.65)

P2Y12 inhibitor 0.036
No 32/372 (8.6) 24/181 (13.3) = 1.69 (0.99-2.86)
Yes 7/44 (15.9) 4/27 (14.8) = 0.41 (0.12-1.42)
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