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(1. W EEeFTARER, B wx 6374005 2. I EFKWEER, M) 8% 637000)
ME-HW AXF(>60F)EFBREGEEAIRARLGREALAT FiE ANEZARRHHEREHRRLFHREZA
(FAERS)3RI 2010 4% | FEZ 2021 5 3 FAvRABRL LN TLFEZFN SR RRFMH(ADE)VE S R A(BFFREF7
) (MedDRA) AR EAL 0 o 64 38 5 4235 K R4S WAL L (ROR) s AR A MBI AT B A ER B BS540 H o RInst
ey R ADE R 680, ek AR AURIY E GA Y BERE T ORIV L AR E I HE SR A 17 542,122 238,66 965,46 249,743 4], AF
JL G e AE 5 5 A 94,250,170,168,17 A, 3 & B 4 660,58 898,20 603,8 144,128 4], Bog- % T4 , L £ ZEF K 70~90 ¥ &
HA ARG ey K, 5 KBk k ik ADE LIRGIE S FAZR I AR S FEY R S, b 4 A ADE LR E
WM AAH B ERE P AN 180d A5 X4 LI ADE B H 2 45 A< 5 mg,< 20 mg, < 150 mg, < 5 mg, < 30 mg, 60 mg 4 £,
Z B EAME, TR v R AR 2 5 R AR B A S e, N6 RR 2 e
KA : oI R R R R BOERAR B 25

Mining of the Bleeding Signals of Oral Anticoagulants in Elderly Patients Based on FAERS Database
BAI Yixiao',PENG Yuan®,YANG Ming’ ,LIU Peng' ,MU Yucheng'

(1. Langzhong People's Hospital ,Nanchong ,Sichuan, China  637400; 2. Affiliated Hospital of North Sichuan Medical College ,Nanchong Sichuan ,China  637000)
Abstract: Objective
Methods
(ADE) signals of oral anticoagulants in elderly patients from the first quarter of 2010 to the third quarter of 2021,and MedDRA

To provide a reference for the rational use of oral anticoagulants in elderly patients (> 60 years old).

The Food and Drug Administration Adverse Events Reporting System (FAERS) was used to obtain adverse drug event

standardized query was used to mine the bleeding signals. The reporting odds ratio (ROR) method was used to mine and analyze
relevant data. Results The reported ADEs in elderly patients with oral anticoagulants as the primary suspected drug were 17 542 cases
for warfarin, 122 238 cases for rivaroxaban, 66 965 cases for dabigatran, 46 249 cases for apixaban, and 743 cases for edoxaban,
respectively. There were 94,250,170, 168, and 17 bleeding signals corresponding to the ADEs of the above five drugs, involving
4 660,58 898,20 603,8 144,128 patients, with slightly more males than females,and mainly concentrated in the age group of 70 to
90 years. With the extension of medication time,the cases of reported ADEs of warfarin decreased within five years and increased
significantly after five years, while the number of reported ADEs of the other four drugs decreased and mainly concentrated within
150 mg

< 5 mg (apixaban),< 30 mg and 60 mg (edoxaban) were more frequently reported. Conclusion Compared with warfarin,new oral

180 d of medication. The daily dosage of < 5 mg (warfarin) , < 20 mg (rivaroxaban) , < (dabigatran)
anticoagulants do not reduce the risk of bleeding in elderly patients, and the clinical use of new oral anticoagulants should be
closely monitored.
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BEFRE BT IRPTEE L B T AR E AR B T
I PR 118 42 4 1 W 0 55 TP Ay o 96 12 RN 25 ) 4 By
AN R F A R G (FAERS) 20 T W FAIFAr T
Bt 2 At S AR BB P B RS
R B RAFAR 107 120 RAFSE P L T FAERS X IR
BEL A5 5 AT I2 40, LU I IR & Bl 22 4 fd 1T
RAGRMESH MIREWT .
1 #BREAE
1.1 BERESHE

FEHL 2010 4757 1 22 52 2021 4747 3 )% FAERS %L
it P v O IR BCBE 25 0 24 i AN R SO S5 F (ADE) 55,
P 25)(5 S (DRUG) B E A5 R (DEMO) A R
FAF M (REAC) 3T BUR R 1015 B T 70 i o
1.2 #iEE

W BRAE 245 Je 52 ety , A R BE (PS) 25)
% FR 43 9 N “warfarin” “coumadin” “coumadine” “mare-
van” “rivaroxaban” “xarelto” “dabigatran etexilate” “pradaxa”
“apixaban” “eliquis” “edoxaban” “savaysa” “betrixaban”
“bevyxxa” % H IRBTEEL W) 0 1 AR5 Ay
1.3 BiEsth5aeE

AWESE H R ROR L BEAT ADE 554248 , 115 2
HILFE 1.4 a >3 H ROR 95%CI F IR > 1, 4875 A i
1> ADEA5 5 . ROR{HBUR , 4275 24 it 5 ADE BAH G HE
el

&1 RORZEMEE
Tab.1 Four fold table required for ROR method
A AAFADE#R &4 A ADE 53 &t

B AR5 4 a b a+b
Hinhiy ¢ d c+d
&3t a+c b+d a+b+c+d

E:ROR = (al ¢)/ (b d);95% EA4Z X 1) (CI) =

In(ROR) + 1.96V 1/a + 1/b+ 1/c+ 1/d
e (ROR) o

Note: ROR = (a/ ¢) / (b / d);95% confidence interval (CI) =

N (ROR) = 1,96\ Ta + 175+ /e +17d

(25 A T PE 44 i) (MedDRA) RiE 7> N R G 6
HArZE(SOC) i 4HIE | S0 TR (PT) FIR A7 15
542 Y%, FAERS X JH| PT XF ADE ¥E 47 4% £5017)  #p o
MedDRA 43 A7 25 1) (SMQ) A9 H 3, B8 F ) P 76
MedDRA i fith 84 B A 4R Ir i (5 8, S FREAS A2 ¢
T 8 B 2 TRl DA DG Y LA PT R ERARTREA S,
A 5T TR 2020 4F- 9 H & A ) MedDRA 23. 1 i,
5 107 4> ELR SMQ, “ £ Fl 1 1M (19 SMQ 4245 603 4~ PT,
Horp i i AR 4884, LI E AT AR 1154
2 #£B
2.1 ER4ER

PS 259k 11 R $TEE 2 1Y ADE 42 45 b, & 42 4K

21 829 14 F 4L VD PE 188 819 1] ik LL AL RS 85 704 141 |
FRIURVDHE 65 415 1] MKEEVBE4 787 ], Hid 24E (> 60 2)
HE I ADE 4R 251005523 91 hy 17 542,122 238,66 965,
46 249,743 5], ADE 1555043 % 0 312, 641,716,739,
394>, th SMQ 7 i 15 E] 115 5 43 51 94,250, 170,
168, 17 4o i L F#BA L H 55 02 2, b 49 B HE 44 Tl
10 (A H LA 5 L3 3.
F2  HmERA R GIE(H))

Tab.2 Reported cases of bleeding sites (case)

SOC H Rz | Bl gk ARYE ARWEE  FMRDE RAEDH
B Wi 1818 29513 10993 2426 62
0 R 929 8329 212 1442 21
WA LGSR o4 751 2761 1883 18
R B R 3 4057 1147 644 12
BRiAeit & 2 45 239 3430 776 465 9
B T ALK 156 1393 671 466 0
LR B L AR R E 141 571 52 113 0
DERREE LA 9 137 1381 203 3
EFi4 2% 586 205 105 0
sk % 447 132 150 3
MR E RN 16 7 0 57 0
Foak 3 82 1 16 0
LB ARG RE 3 840 127 30 0
S F 0 237 127 37 0
= GUnd ER AT ) 0 03 7 51 0
Ak A GAE 0 63 7 0 0
g2 0 37 18 13 0
Bk BRI 0 0 0 35 0
(Bt EIfaR)

2.2 HHEER

KRR RIARYDHE 3K FL TR | BTOR VD BE RN V>
B AT 20 56 S8 AF R 4 660,58 898,20 603,
8 144,128 i, Blg 2 T4, H FLENTETO~ 90 % &
HRE Rt 250 ] O A, 5 2K 259 BR AR 1A AR ADE
RS A N S D R A 5 AR B W 2 A A
42y b a s, HAEP 25 180 d N . AR
525259 H H 40 9 LL < 5 mg, < 20 mg, < 150 mg,
< 5 mg, < 30 mg, 60 mg 24 F . EAR AU B L P AEL L
RIS TR L 4
3 itig

H i, FAERS £ 42 48 AH SC B 92 5 22k SOC 1Y
TERT A SR RGNS 0 SOC &4 Ir f7 1 52
0 2 e A b S AT TR SR T B S S BT I AN S
B AT T, S I — A B | S SR 4 A
HMZHES 3 B B R AN 5 A — A | X B SR B A
[5e) A 2 B ek B LA — S B R 24 1 s R0 iR A LB
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Tab.3 Top 10 bleeding signals in terms of reported cases

A s Sk HED 3 L B B ok i 3 R 3
Bl ROR(95%CI) 4 ROR(95%CI) 3 ROR(95%CI) #4 ROR(95%CI) fike ROR(95%CI)
1 Gigi s 431 14.36(13. 04, 15. 80) 1890 9.18(8.77,9.61) 845 7.40(6.91,7.92) 601 7.60(7.01,8.24) 14 10.97(6.46,18.61)
2 Biih 375 111.72(100.65,124.02) 0 0 9 60.89(31.54,117.53)
3 A i gt 366 11.04(9.95,12.24) 14324 73.61(72.24,75.01) 4885  40.66(39.46,41.89) 654 7.50(6.94,8.10) 19 13.50(8.56,21.28)
4 filiig 31 37.65(33.63,42.15) 0 0 34 14.87(13.32,16.60)
5 HIET o 283 61.55(54.66,69.32) 0 0 296 24.43(21.76,27.42) 8 40.24(20.04,80.78)
6 2 278 42.67(37.87,48.09) 0 802 33.23(30.94,35.68) 329 19.20(17 2) 16 57.21(34.86,93.91)
7 Ehdd 237 16.77(14.74,19.07) 3097 33.98(32.74,35.07) 1097  20.79(19.57,22.09) 307 8.25(7.37,9. 23)
8 ffk 220 19.43(17.00,22.20) 2623 36.07(34.64,37.56) 643 15.07(13.93,16.30) 320 10.75(9.62,12.00) 9 18.66(9.67,36.02)
9 Sidih 190 8.06(6.99,9.31) 2677 16.95(16.30,17.62) 0 383 6.18(5.59,6.83) 9 9.02(4.67,17.41)
10 Ha 179 16.30(14.07,18.90) 1959 27.21(25.99,28.50) 768 18.68(17.38,20.08) 567 19.84(18.25,21.57) 10 21.47(11.50,40.07)
I L#kddn 0 2054 93.43(89.71,97.31) 1045  52.09(48.89,55.49) 0 0
12 Wik 0 2546 86.92(83.23,90.78) 0 0 0
13 Tikdsn 0 1650 105.58(99.94,111.53) 970 101.73(95.06,108.87) 0 0
14 dadPR 0 1338 91.53(86.20,97.19) 0 0 0
15 dakfh 0 0 1003 131.19(122.58,140.41) 0 0
16 4ah 0 0 534 9.41(8.64,10.25) 0 6 9.43(4.22,21.06)
17 oth 0 0 0 0 6 19.41(8.69,43.35)
18 Ak 0 0 0 20 2.97(2.61,3.38) 0
%*4 ADER#ERSIT(H])
Tab.4 Medication information statistics of ADEs (case)
BE Rk AR ARMBE RS REDE BE Rkt ARDE RmEE  MRiE REDHE

it 60~70 % 1144 19471 4236 1385 12 M 0 2 20 0 0

>70~80 % 1579 23984 8212 3167 62 B% 1057 741 555 245 4

>80~90% 1650 13910 7241 2985 43 ik <2.5mg/d 434 2131

>90% 287 1533 914 607 11 2.6~5mg/d T 3699
PA A 3156 30388 10584 4316 80 >Smg/d 795

* 1485 27077 9 805 3758 48 6~10mg/d 203

B4% 19 1433 214 70 0 <10mg/d 1807
ELIRN <30d 667 10659 3995 1591 16 >10mg/d 89

>30~180d 509 11312 3328 1240 24 11~15mg/d 6022

>180~365d 402 5622 1498 5713 13 15mg/d 1

>365~730d 375 4803 1413 575 17 16~20mg/d 12362

>T30~1095d 266 1845 855 202 2 20~30mg/d 3l

>1095~1460d 188 602 725 89 1 30mg/d 41

>1460~1825d 155 229 336 23 0 >30mg/d 11

>1825d 763 70 168 20 3 60mg/d 61

B% 1335 2375 8285 3831 32 <H0mg/d 2221
LHRAM B 2327 4509 4328 3784 82 111~150mg/d 5308

T n 1452 1381 1441 6 151~220mg /d 160

LEMH 1246 51846 13610 2510 35 221~300mg/d 132

# %M 3 205 223 92 1 >300mg/d 1

XM 5 63 486 n 0 $% 3103 38665 12775 1519 25
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F (ROR) 2542 H A8 19 ADE {5 S35 88 ) %, M far 22
iR PG R U B RE & R R/ B AR
g bS] R TIF ST R FH G TR AR o S LA
BB 2 R T SMQ 2%, L & 1 A8 24 PT, i A
FIZ W REIR S SE g0 = K A 55, Ho R4 I IE e R 3
TE SCIE P9 AR B 8 Med DRA 1% JC 42 DL 1fi
A4 SOC, H i o] & A1 24 R G0, SMQ ki) 4%
T b figf R XA ) L AR 9 )RR A LR ) A 5 PN 4 1k
PG A MRS T k.

ABFE 45 R BoR, DAV EETE ADE 42, I R 5%
KIZ AR WL ADE (R % > 5%) 20, dnge
HEpR > FAERS Il S5 N 22, DLl YD PR AT e 30 A7
1R EE 2 2 4 3 v 254, AEL 75 B 08 2 9 5 o B
WKBEVP RS, AR bk RIARVDBE 3K LU I ERE BT Wi V0 B
FHF A7 BOE BE ADE 45 5 L3448 50% , X v] i 5
AN AR B R 2 AN, Hoh FAE PRI RR IR Ak K
BHLZMPIR, 5 K ADE M6 T AR B E R, A
VP IER) ADR L8R 22, ok Ry ik e infede BT wR v
P AR AR EEVD B X e 2 AR T N B A 2 nl
UL, SRR L, NOACs o HZFIR VD BE 35 e
Biks | BT WK 70 BE I AN e R I AT R0 3 A L i XU o DA i o
WRALEE SR LY B ULE B s R 2 oAb i
A VRO R EZ - N[ K= - LY ¥ N L
¢ Bk R G NATHAN 252U IS SR, FIAR VD BE
K FEIEERS B WR Vb BE S 1R 2 R il R G0
GRG WIRARYGE KRG R, 5B S B3,
INGASON “5E 22 (A 5% S /s, AHEC BT WR V0 BE 38 B
fifs , R VD BE AT S50 w5 14 38 R AR AT 45 R
oL FAR VS BE E B 38 i ADE 245 500 B 2 T A 25
Y1, T FAERS it = H 245 5B, ADE & 2B R JC VA
e , 15 5 22 AR R IR S

ARFFEH, 70 ~90 2 FHZ5 180 d N (FE kil £,
VRHE G AR BTOR VO E ARV EE) K2 5 TR
(HEIMR) 2 5 2525 0 il 4 45 508 22 () 25 AT, B
I R X 2 2 N 5 D7 o BB A AE S A i
B E ARG WE N T4 VAR XS, R A A
g AR 2Y S 2 LUF AR N Y ERECh £,
P71 I DR B P 3 0751 S e 6 24 b 07 AR S i W
o5 2259 L 4RI B4R ARG SE U R I D
AIHE 5 25 WAk S M i A A OC R R AATEA
Fh 25 A R it — B WF9Y B FAERS B9 RHR s 4 R4S
i £ 55 1T e 25 R M I 9% &5 SR 123 B 424 7 1 7 A 1)
G WA E Y 5 ADE [8] 268K (4 R Bk, 457 0F
— AT RIEAG 124
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