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Data mining and analysis of adverse reaction signals of dienogest based on FAERS

LI Rui-rui, XI Qing
Department of Pharmacy, Aviation General Hospital of China Medical University, Beijing 100012, China

Abstract: Objective To detect and evaluate the adverse drug events related to the use of dienogest in the real world. Methods
Adverse event reports of dienogest used in the FAERS were collected. Descriptive analysis, proportional reporting ratio (PRR) and
reported odds ratio (ROR) were used to mine the adverse event signal of dienogest. Results = Sixty-nine cases of adverse events with
dienogest as primary suspect and 180 cases as secondary suspect were reported. Since 2010, the number of adverse events reported by
dienogest increased year by year, mainly from Germany (14 cases) and Italy (13 cases), accounting for 97.1% of females, and mainly
distributed in the age range from 18 to 42 years old (46.4%). The main dose was 1 tablet/time, once daily. The results of signal detection
showed that 87 positive signals of dienogest adverse events (primary suspicion, secondary suspicion, drug combination and interaction)
were screened out, involving a total of 20 organs. The first suspected adverse event signal results were pulmonary embolism deep vein
thrombosis and visual impairment. Dienogest-related adverse events also included multiple positive signals associated with venous
thrombosis, in addition to stronger signals such as Teal ‘s disease, focal nodular hyperplasia, and pulpitis. “Various musculoskeletal and
connective tissue diseases“vascular and lymphatic diseases” and “respiratory, thoracic and mediastinal diseases” were not given
sufficient attention in the instructions, among which “vascular and lymphatic diseases” were not mentioned in the instructions.
Conclusions When using dienogest, attention should be paid to the adverse reactions of this drug.

Key words: dienogest; adverse drug events; safety drug use; endometriosis; pulmonary embolism; deep vein thrombosis; visual
impairment
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Table 2 Patients and disease information of adverse
reactions reported (n =69 )
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Table 3 Results of signal intensity on the risk of adverse reactions related to dienogest in the primary suspected reports
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H4 ANRFHEIEE RGEE R 5% PRR Ve ROR (95% CI)
1 Dl IR MR WRURIA. FP=HeHA K B = HPIR 3 309.51 638.62 323.54 (101.61~1030.17)
2 g MR RS A DN R 9 27.68 206.49 31.68 (15.72~63.85)

3 MERANE RAYE. BB (fL 3 22.88 42.88 23.88 (7.51~75.94)

FRILRFE PR

4 GRERIK AR T AL I 55 9k B SR 4 17.41 46.70 18.42 (6.71~50.56)

5 i MR 28 B 5 0m 3 842 1296 875 (2.75~27.84)

6 AT REHEREROE S PR SRR RO 3 478 565 4.96 (1.56~15.76)

7 UL FRB . R L EREIE RO 8 3.83 1448  4.20 (2.01~8.79)
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Table 4 Screening results of signal intensity on the risk of adverse reactions related to dienogest in the top 50 reports

HE# AREHEEE RABMENL WESPRR 42 ROR (95% CI)
1 BAEE e % BRI PRI RE 14 37221 42373.2 3856 (2183.4~6809.9)
PN HRME RGN 7 18238 10275.7 1856 (857.1~4019)
3 IROVEEERIMALRER R 3 1260.7 25004 1270.1 (397.1~4063)
4 WrFEIRHE e L INAR = S R ST 6 5246 25819 5325 (235.9~1202)
5  JRkhtEgE A Rk, BV R (fFE 5 4123 16348 4174 (171.6~1015.3)
FORFLE S
6 THEsR TGS T A7 G 29500 347.4 1043 350.9 (130.2~945.6)
7 SRR YE S MY HETE R G0 S AL 6 3203 1584.6 3252 (1445~731.7)
8 AL W RS W PR 15 3119 4292  323.9 (192.8~544.2)
9 DUk AR TR K I8 5 bk L 2% 10 2787 2469.7 285.7 (152~537)
10 D225 IR 2 AR 22 SR gRi . =15 K L = B R 13 2312 2730 2389 (137.1~416.1)
11 fAePEEREK 2 I8 5 bk L 2% 13 223 2633  230.4 (132.3~401.3)
12 ke gE I8 5 bk L 2% 12 214 2316.8 220.5 (123.9~392.6)
13 MR TG T A7 G 29500 4 2101 6314 212.2 (78.9~570.4)
14 FENBERAOE HETE R G0 S AR 11 1609 1582.4 165.4 (90.7~301.7)
15 AZEH AETE R G0 S AL 3 1257 255.6 126.6 (40.5~395.3)
16 WEAKTHRE KR E 10 1236 1091.6 126.7 (67.6~237.7)
17 B# B IVLIR) B B I 5 4 2H 25 4 1013 302.1 102.3 (38.1~274.4)
18  HA&Edb HETE R G0 S LR 5 997 393.3 100.9 (41.7~244.2)
19 LWLk O 2% B 6 86 4213  87.3 (38.9~195.7)
20 BUFENKRTIZEAIE B IVLIR) B B I 5 4 2H 25 4 799 236.9  80.7 (30.1~216.3)
21 kAR T K I8 5 bk L 2% 5 742 290.9  75.1 (31.1~181.8)
22 FEHEIIE RPE. MR (A5 9 712 553.1  72.8 (37.5~141)
FERAE RO
23 iKY MR 65.6 4453  66.9 (33.2~134.8)
24 REEAK R 178 5 bk L 200 6 596 2888  60.4 (27~135.5)
25 iR RPE. MR (5 3 579 1153  58.3 (18.7~181.7)
FERAE RO
26 TE Y AT R G0 S LR 4 527 154.1 532 (19.9~142.6)
27 FLEEVEN B W R G05 8 46.4 3111  47.3 (23.5~95.4)
28 fRRHE S A By PR S 2R 233025 i S R 5 449 1725  45.4 (18.8~109.8)
29 A%tz HETE R G0 S LR 19 447 767.9  46.9 (29.5~74.3)
30 HARMA M 40.9 80.2  41.2 (13.2~128.4)
31 AmEAS Y HETE R G0 S LR 9 333 250.6  34.1 (17.6~66)
32 Wi BRINE RGBT 15 29 3784  30.1 (18~50.4)
33 JilifegE N NS 54 285 14087 32.7 (24.6~43.6)
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HE4 AREHEE RAB/EIR 5% PRR 7 ROR (95% CD)
34 IR KA T B 107 5 R B 25 34 254 7731 276 (19.4~39.2)
35 HARANE IR = S e AT 12 243 2456 25 (14.1~44.5)
36 LN A5 2 G5 K LR 6 183 814 185 (8.3~415)
37 WF BRFAR KT AR 4 17.6 472  17.8 (6.6~47.7)
38 I fEAS I S itk B2 2R G5 5 171 60.5 17.3 (7.2~41.8)
39 L4ENUE B VLPA B B 5 4% 0 25 6 171 754  17.3 (7.7~38.8)
40 IR TE K 107 5 R B 2 27 16.9 390.3 18.1 (12.2~26.7)
41 ALBERIREIEEN RS SR 7 167 88.1 17 (8~358)
42 TEREY R 2K 5 164 578  16.6 (6.9~40.1)
43 JRFEYIREA BRFAR KT AR 4 16.4 435 16.6 (6.2~44.4)
44 T B W RSG5 4 14.3 37 14.4 (5.4~38.6)
45 HJm B Rk B S0 4 13.6 348 13.7 (5.1~36.6)
46 PHIm I8 5 bk L 3 12 20.2 12 (3.9~375)
47 #p Rk Je Bz R R 3 115 193 116 (3.7~36.2)
48 E IR 2% B 50 5 115 38 116 (4.8~28.1)
49  JAEHESRE S IR = S A ST 15 10.8 1239 11.2 (6.7~18.7)
50 KHEHEAE HRME RGN 5 10.8 351 109 (45~26.3)

v TR UL B PR I 2 R R R R

v indicates adverse reactions to denorgestrel as indicated in the instructions
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Table 5 Comparison of systems/organs involved in adverse
reactions signals of dienogest
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