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Data Analysis of the Risks of Abnormal Female Reproductive System Haemorrhages Induced by Novel
Oral Anticoagulants Based on FAERS

TIAN Xiaojiang', JIA Yuntao’, WANG Kejing', CHEN Lin' (1. Dept. of Pharmacy, Chongging Health Center for
Women and Children, Chongqging 400021 China; 2. Dept. of Pharmacy, Children’ s Hospital of Chongqing
Medical University, Chongqing 400014, China)

ABSTRACT OBIJECTIVE: To evaluate the risk of abnormal female reproductive system haemorrhage induced by novel oral
anticoagulants (NOACs). METHODS: The abnormal female reproductive system haemorrhage reports induced by 4 kinds of
NOAC s as “dabigatran etexilate”, “rivaroxaban”, “apixaban” and “edoxaban” were used as the first suspected dugs to collected
from FDA adverse event reporting system (FAERS) database during Jan. 1st, 2004-May 31st, 2019. The report odd ratio (ROR)
method was used to detect the signal of abnormal female reproductive system haemorrhage induced by NOACs. RESULTS: A total
of 2 658 adverse events related to abnormal female reproductive system haemorrhage were collected from FAERS database,
involving 330 reports of dabigatran etexilate, 2 049 reports of rivaroxaban, 267 reports of apixaban, and 12 reports of edoxaban.
The abnormal female reproductive system haemorrhage caused by dabigatran etexilate, apixaban and edoxaban mainly occurred in
patients aged 75 and older, accounting for 37.27% , 36.70% and 58.33% respectively; that of rivaroxaban mainly occurred in
patients with 45-64 years old, accounting for 33.04% . The incidence of severe adverse events (SAE) induced by dabigatran
etexilate, rivaroxaban, apixaban and edoxaban were 96.36% , 84.53% ,47.19% and 58.33% , respectively. All of patients in the
included reports were mainly hospitalized and hospitalization stay was prolonged, accounting for 64.78% , 90.01% , 86.51% and

— — . - — 71.43% , respectively. A total of 12 suspected signals were
A JEGIUH - PEARBNE 5 DR (s RAE ) — i H

(No.cstc2018jscx-msybX0101) i . )
* 250 W, BESEI7IA : 2508 B S S 2h W R 0 cavity, uterus, vagina, urinary tract, etc. Among them, there

detected, involving cervix uteri, fallopian tube, ovary, pelvis

HIiE :023-60354422, E-mail:640990876@qq.com were 11 positive signals of rivaroxaban, and the bleeding
BV R AT 250, LA . DRSS A7 1A - i KU A events were concentrated in vaginal hematoma [ROR=12.07,
2y, H11%:023-60354422, E-mail: clfxmm@163.com 95% CI (8.51, 17.12)], postmenopausal hemorrhage [ROR=
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9.89, 95%CI(8.31, 11.77)], pelvic hematoma [ROR=7.68, 95% CI(5.66, 10.43)]. There were 4, 4 and 2 suspicious signals for
dabigatran etexilate, apixaban and edoxaban. The main bleeding events of both apixaban [ROR=5.18, 95% CI(1.81,5.85)] and
edoxaban [ROR=48.19, 95% CI (6.76, 343.77)] were vaginal hematoma; dabigatran etexilate-induced pelvic hematoma [ROR=
12.56, 95%CI1(8.92,17.70)] had the strongest signal, followed by urinary tract bleeding [ROR=5.41, 95% CI(3.34,8.76)] and
pelvic hemorrhage [ROR=2.53, 95% CI(1.88, 3.40)]. CONCLUSIONS: Totally 4 kinds of NOACs can cause abnormal female
reproductive system haemorrhage, and the incidence of SAE is high, of requiring hospitalization or prolonging hospitalization time.
The risk of haemorrhage in rivaroxaban is the highest, usually manifesting as vaginal hematoma, postmenopausal hemorrhage and
pelvic hematoma. Dabigatran etexilate mainly induce pelvic hematoma, while apixaban and edoxaban are mainly cause vaginal
hematoma.

KEYWORDS Novel oral anticoagulants; Female; Abnormal female reproductive system haemorrhage; Signal detection; Adverse

drug event; Drug use safety; FDA adverse event reporting system
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Tab 2 Distribution of patients’ age [case(%) |

B % MR ks PRV HE IRIEWIE
<18 2(061) 29(1.41) 8(3.00) 0(0)
18~44 8(242) 509(24.84) 28(10.49) 0(0)
45~64 43(13.03) 677(33.04) 48(17.98) 0(0)
65~74 59(17.88) 243(11.86) 51(19.10) 3(25.00)
275 123(3727) 337(16.45) 98(36.70) 7(5833)
R 95(28.79) 254(12.40) 34(12.73) 2(16.67)
A1t 330(100) 2049(100) 267(100) 12(100)

F3 SAEREBRIBIR(%)]
Tab 3 Occurrence of SAE [case number (%) ]
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e 83(26.10) 134(7.74) 8(6.35) 1(1429)
At 318(96.36) 1732(84.53) 126(47.19) 7(58.33)
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Tab 4 Signal detection results

s S ARR kst WIRRIE IREEWIE

IRt ROR(95%CI) Hits ROR(95%CI) it ROR(95%CI) iR ROR(95%CI)
N 2 1.31(3.26,5.26)° 1l 347(190,6.35)" 2 1.12(0.78,451) 0 -
OVE M 0 - 4 235(132,17.12)° 0 - 0 -
S 0 - 2 0.59(0.82,4.19) 3 1.08(1.03,7.17)° 0 -
Gt 3 31(0.10,097) 2 1.02(1.01,159)* 2 0.18(0.04,0.72) 0 —
Fratil 35 1256(892 17.70)* 4 7.68(5.66,1043)° 9 2.63(136,5.08)" 0 -
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W38 3 90(0.61,5.93) 36 12.07(8.51,17.12)¢ 4 5.18(1.81,5.85)" 2 48.19(6.76,343.77)*
Wik 186 15(099,132) 1293 387(3.67,411)° 175 0.92(0.76,1.07) 8 473(2.53,8.83)"
At 330 2049 27 12
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