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[ Abstract]  Objective To investigate the long-term safety of digoxin in patients with
coronary artery disease (CAD) and atrial fibrillation (AF). Methods This was a prospective study, in
which 25 512 AF patients were enrolled from China Atrial Fibrillation Registry Study. After exclusion
of patients receiving ablation therapy at the enrollment, 1 810 CAD patients [age: (71.5%9.3)years]
with AF were included. The subjects were grouped into the digoxin group and non-digoxin group,
and were followed up for a period of 80 months. Long-term outcomes were compared between the
groups and an adjusted Cox regression analysis was applied to evaluate the risk of digoxin on the
long-term outcomes. The primary endpoint was all-cause mortality. Results The patients were
followed up for a median period of 3.05 years. After multivariable adjustment, the Cox regression
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analysis showed that digoxin significantly increased the risk of all-cause mortality (HR=1.28, 95%CI
1.01-1.61, P=0.038), cardiovascular mortality (HR=1.48,95%CI 1.10-2.00, P=0.010), cardiovascular
hospitalization (HR=1.67,95%CI 1.35-2.07,P=0.008) and the composite endpoints (HR=2.02,95%CI
1.71-2.38,P<0.001). In the subgroup of patients with heart failure (HF), digoxin was not associated
with the risk of all-cause mortality, but was still associated with the increased risk of cardiovascular
mortality (HR=1.44, 95%CI 1.05-1.98, P=0.025), cardiovascular hospitalization (HR=1.44, 95%CI
1.09-1.90,P=0.010) and the composite endpoints (HR=1.37, 95%CI 1.01-1.70, P=0.004). However, in
the subgroup of patients without HF, digoxin was only associated with all-cause mortality (HR=2.56,
95%CI 1.44-4.54, P=0.001). Conclusion Digoxin significantly increased the risk of all-cause
mortality in CAD patients with AF, especially in patients without HF.
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LVEDD[mm, M(P,,. P,)] 49.2(46.0,54.0) 53.0(48.0, 60.2) 49(45.3, 53.0) <0.001
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PCIHE[(%) ] 213(33.6) 56(29.6) 157(35.3) 0.168
CABG #[1(%) ] 87(13.7) 28(14.8) 59(13.3) 0.602
ek R s bk CT#f2 [6(%) ] 239(37.7) 64(33.9) 175(39.3) 0.194
BRI R 2L 61(%) ] 18(2.8) 4(2.1) 14(3.2) 0.475
Rtk i (%) ] 325(51.3) 123(65.1) 202(45.4) <0.001
i B S ] (4R, M (P, PO ] 1.8(0.1, 5.9) 2.3(0.2, 5.8) 1.7(0.1, 6.1) 0.448
e I Hs [ 481) (9% ) ] 540(85.2) 157(83.1) 383(86.1) 0.331
Wl [91( %) | 297(46.8) 89(47.1) 208(46.7) 0.936
MRS (% ) ] 509(80.3) 154(81.5) 355(79.8) 0.621
A TIA/AME A ZE 5] (%) ] 205(32.3) 66(34.9) 139(31.2) 0.364
CHA,DS,-VASc W43 [ 43, M(P,,, PJ) ] 6.0(4.0, 7.0) 6.0(4.0, 7.0) 6.0(4.0, 7.0) 0.349
CHA,DS,-VASc PF4343 )2 [ 11(%) ]

043 0 0 0

143 0 0 0

>2 634(100.0) 189(100.0) 445(100.0)
HAS-BLED B[ 43, M(P,;, P,) ] 3.0(2.0, 4.0) 3.00(3.0, 4.0) 3.00(2.0, 4.0) 0.511
=343 [151(%) ] 469(74.0) 143(75.7) 326(73.3) 0.582
AR BRI RETCHERE 4] (%) ] 5(0.8) 0 5(1.1) 0.144
TR AR S e R AE [ 1 (%) ] 5(0.8) 1(0.5) 4(0.9) 0.630
D[R /min, M(P,g, P,J)] 80(68, 98) 87(73, 104) 76(66, 93) <0.001
L2 2100 Y /min[ 1] (%) ] 146(23.1) 60(31.9) 86(19.4) <0.001
TCLmmol/L, M(P,,, P,,)] 3.8(3.2, 4.4) 3.8(3.2, 4.8) 3.8(3.2, 4.4) 0.793
LDL-C[mmol/L, M(P,;, P,;)] 22(1.7, 2.7) 22(1.7, 2.8) 22(1.7, 2.7) 0.715
LDL-C<1.8 mmol/L[ (%) ] 151(83.4) 42(26.9) 109(29.2) 0.593
TG mmol/L, M(P,,, P,,)] 1.1(0.8, 1.5) 1.01(0.7, 1.4) 1.15(0.8, 1.6) 0.015
MLTEALgL, M(P,,, P,,)] 130.0(118.0, 143.0) 132.0(120.5, 144.0) 130.0(117.0, 143.0) 0.259
LT <110 /LI 1(%) ] 83(15.1) 23(13.69) 60(15.67) 0.551
eGFR<60 ml-min™'+ 1.73m [ {7 (%) ] 115(19.6) 40(22.6) 75(18.3) 0.222
FEb BT [mm, M(P,g, P.,)] 44.0(40.0, 49.0) 46.0(42.0, 51.2) 44.0(39.8, 48.0) <0.001

>40 mm [ 51 (%) ] 384(73.0) 129(81.1) 255(69.5) 0.006
LVEDD[mm, M(P,, P,,)] 52.00(47.0, 59.0) 54.8(49.0, 62.0) 51.0(46.0, 57.9) <0.001

>55 mm[ (%) | 192(37.2) 78(48.2) 114(32.2) <0.001
Sk [%,M(P,,, P,,)] 54.0(41.8, 62.0) 46.8(38.0, 57.9) 56.0(45.0, 63.0) <0.001

<40%[ (%) ] 123(23.2) 57(35.9) 66(17.8) <0.001
L P 1 (%) ] 5(0.8) 2(0.67) 3(1.06) 0.637
FUIRbEEZ [11](%) ] 179(28.2) 50(26.5) 129(29.0) 0.517
a2 L61(%) ] 423(66.7) 125(66.1) 298(67.0) 0.840
ACEI/ARB[ (%) | 392(61.8) 117(61.9) 275(61.8) 0.980
B SZHABH R[5 (%) ] 406(64.0) 111(58.7) 295(66.3) 0.070
CCBL (%) ] 54(8.5) 9(4.8) 45(10.1) 0.027
MiT2258 [ 61(%) ] 474(74.8) 128(67.7) 346(77.8) 0.008
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0.001), WL 1,
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R3 JOO T AR M o AR R M g FE A R Ok
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(S 5 £ s) 70.349.1 72.6+10.0 70.2%9.1 0.062
ARSI [ (%) ] 0.036

<44% 3(0.3) 0 3(0.3)
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L IUEESE S [ 461 (% ) ] 304(25.9) 16(30.2) 288(25.8) 0.460
PCIH[41](%) ] 569(48.4) 25(47.2) 544(48.4) 0.856
CABG % [#1(%) ] 103(8.8) 5(9.4) 98(8.7) 0.803
ek R R bk CT#R2 [ 6(%) ] 521(44.3) 24(45.3) 497(44.3) 0.883
BT ELC IUZ R 2 61(%) ] 18(15.3) 0 18(1.6) 1.000
Rt i 4 (%) ] 376(32.0) 34(64.2) 342(30.5) <0.001
o B S ] (47, M (P, P ] 2.1(0.1, 6.1) 4.3(1.9,9.7) 1.9(0.1, 6.0) 0.001
i 1 [ (%) ] 956(81.3) 42(79.3) 914(81.4) 0.696
Wl [ 91 %) | 779(66.2) 21(39.6) 376(33.5) 0.356
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AR TIA/SME A ZE[ ] (%) ] 292(24.8) 18(34.0) 274(24.4) 0.115
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CHA,DS,-VASe PF4343 )2 [ 11(%) ] 0-653
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143 80(6.8) 3 77(6.9)
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CCBL (%) ] 93(7.9) 8(15.1) 85(7.8) 0.047
fiT2R258 [ 61(%) ] 851(72.4) 35(66.0) 816(72.7) 0.292

T BN s B8 5 S UK SR SR Sl 5 40 08 Ay 00 Ty 38 s PCL A2 BRI KA AGRIT s CABG Sy S bR 31 0k 55 BE RS A s TIA. S S8 1 i
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PN S HZIE
9
IR HR(95%CI) Pl  HR(95%CI)  Pla
Eogil
SHFET 2.47(2.00~3.04) <0.001 1.28(1.01~1.61) 0.038

DIMAESET:  3.08(2.36~4.02) <0.001 1.48(1.10~2.00) 0.010
DAMAETRFERE 1.67(1.35~2.07) <0.001 1.40(1.09~1.78) 0.008
BALSEM 2.02(1.71~2.38) <0.001 1.40(1.16~1.69) <0.001
S
ARBETS 1.27(1.00~1.61)  0.051 1.13(0.88~1.46) 0.334
DIMEIET.  1.53(1.13~2.07) 0.006 1.44(1.05~1.98) 0.025
OIEERE 1.33(1.03~1.72)  0.030 1.44(1.09~1.90) 0.010
HALKAEFE 1.32(1.08~1.61)  0.007 1.37(1.01~1.70)  0.004
Tes F1 550
SNBETS 2.75(1.69~4.48) <0.001 2.56(1.44~4.54) 0.001
DMAFAET 2.47(1.14~5.38)  0.022 1.89(0.71~5.08) 0.205
DM ERE 1.35(0.83~2.19)  0.233 1.30(0.73~2.89) 0.373
AL EFM 1.66(1.12~2.44)  0.011 1.54(0.99~2.40) 0.056
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