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Signal Mining of Adverse Drug Events of Denosumab Based on FAERS
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(1. Pengzhou People's Hospital . Chengdu , Sichuan , China  611930; 2. West China Second University Hospital . Sichuan University , Chengdu , Sichuan
China 610041; 3. Key Laboratory of Birth Defects and Related Diseases of Women and Children ,Ministry of Education Chengdu Sichuan.China
610041; 4. Pengzhou Second People's Hospital ,Chengdu ,Sichuan,China 611934; 5. Tongji Hospital,Tongji Medical College of Huazhong University
of Science and Technology, Wuhan ,Hubei,China  430030; 6. Qionglai Maternal & Child Health and Family Planning Service Center,Chengdu.,
Sichuan,China  611530)
Abstract: Objective To provide a reference for the clinical rational use of denosumab. Methods The adverse drug event (ADE)
report data of 22 quarters from the first quarter of 2016 to the second quarter of 2021 in the Food and Drug Administration’s
Adverse Event Reporting System (FAERS) were extracted, and the reporting odds ratio (ROR) method and the comprehensive
standard method of Medicines and Healthcare Products Regulatory Agency (MHRA) were used to conduct the data mining for the
relevant reports of denosumab. After the valid signals were obtained, the preferred term (PT) in the Medical Dictionary for
Regulatory Activities (MedDRA, Version 23.1) was used for coding,and the PT with signal was classified by the system / organ
classification (SOC). Results A total of 122 924 reports of denosumab were obtained,with 875 ADE signals, involving 26 SOC,
mainly were various injuries, poisoning and operational complications, various musculoskeletal and connective tissue diseases, systemic
diseases and various responses at the administration sites,with 45 081,29 049 and 19 175 ADE reports respectively. Thirteen ADE
involved were not recorded in the drug instructions, including gait disorders (PT number of 868, ROR = 2.67,PRR = 2.66),
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hypoesthesia (PT number of 470, ROR = 2.05, PRR = 2.04),osteomyelitis (PT number of 374,ROR = 12.21,PRR = 12.17),
decayed teeth (PT number of 310,ROR = 22.02,PRR = 21.95),breast cancer (PT number of 310,ROR = 2.51,PRR = 2.51),
hypercalcemic nephropathy (PT number of 4,ROR = 221.02,PRR = 221.01) ,tooth resorption (PT number of 36,ROR = 209. 46,
PRR = 209.38) , aneurysmal bone cyst (PT number of 5,ROR = 184.19, PRR = 184.18) , osteonecrosis of the external acoustic
meatus (PT number of 24, ROR = 171.15, PRR = 171.15) , diabetic end — organ damage (PT number of 3, ROR = 132.61,
PRR = 132.61),peri — implantitis (PT number of 11,ROR = 127.97,PRR = 127.95) ,hypophosphatasia (PT number of 6,ROR =
69.80, PRR = 69.79) and osteosarcoma (PT number of 3, ROR = 66.31, PRR = 66.30). Among the 99 698 ADE reports, the
proportion of female (78.84%) was much higher than that of male (10.89%) , most of patients were 65 years old or over
(44.65%) , the reporting personnel were mainly physicians (50.63%) , and the reporting country was mainly the United States
(77.21%). Conclusion

monitor the occurrence of ADE,and take necessary intervention measures to promote the safe use of denosumab.

We should pay attention to the new ADE not recorded in the drug instructions of denosumab, timely

Key words: denosumab; FAERS; signal mining of adverse drug events;reporting odds ratio method; comprehensive standard method of

Medicines and Healthcare Products Regulatory Agency

&P PP R T AN F - «B(NF - kB) 32
LR FECAR (RANK - L) 584 AR AL 5o e 00 2 BR
G -2(1gG - 2) MR si pEpT A, BAT S R L e
5 RANK - LHF 545G, il RANK — L ANAE FIBS B 21
il E B NF - kB Z ARG F45 6, S BON B i
S, TR I AT T T AR AR LB A L A XU
WA, 2 H A IE — BT A9 RANK - Lol 545
1) UL I R S 245 ) AH LG, ML AT BRPT LA AT J T S 4
2y 2 M 5 2 IR B B TR, R 32 58 B ) 6B PR il
AR L2 Bt b 7 BT Y 0 TR R Yz 2 ek
152 B HOR M2 1 567 B B R & BTN )R
S3AT Jey BR T SR i R i R WS A 5T, 5 S 42 4
WF5T o 36 B & i 258 B R (FDA) A R F R R4
(FAERS)J& H 11 2% 3 (B2 Ul 250 R4S [ R 4R 2y
i AN R34 (ADE) 5 B B e AR5 B 20 5
Pt R H AT A B AR H, 5 8 T ADE (5512 38 oe 3
AWE5E T 5T FAERS 42 48 M8 SR 40 19 ADE 3 2547 43
BT, Myl PR 24 ] 25 5 R4 o BIAGE IR .

1 #BER5HE
1.1 HiEkiE

HbEF BT ADE 5 04 W 2E < R B FAERS £
2016 4E55 1 223 2 2021 4E45 2 4L 20 N ZFE () ADE
BE A5G R AT EE B O 2 2515 B i
K ME RPN ADE RE LS R ENE, A MySQL 5. 7
BAE I 22 A ZE B 1Y) ADE B8 7 b B 42 e v, R
1591 ZEBE 25 W) Sl EF SR T Y ADE 3 99 698 il . 7F
MySQL 5. 7 5l LA “ drugname ™ 7 BEFEA TR DC T
L) “DENOSUMAB” “PROLIA” “XGEVA” C ig i1 £ B4,
i 16 LA b EF S50 1 B SE L RS

ADE Zi i 2 45 - >R FH e B A 245 i T B2 R 1
W2 (ICH) Zi 4% (1) CICH [ B 2= 2 FH 15 7] 812 ) (Med DR A)
T BEIF X FAERS "1 ADE #E47 40514

1.2 S5

TE I FO A B (ROR ) 25 5 [ 245 gt O Akt ot 4
PR Y 255 bR (MHRA ) 542 48 ADE $5048 | 1 J7 125 ik
T L A9 R A ik DU A% 2 (3R 1), IR G R A 24 5
ROR {i #1542 25 FUAEL H (PRROAELDS =77, P38 2 3 5 1)
(7 128 10 A6 15 5 R (6 2) A Se it o i Kt
FH{d F Microsoft Excel 2019 8 45E hY,

F1 LLHIREENEE

Tab.1 Fourfold table of disproportionality measurement
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Tab.2 Formulas and thresholds of ROR method and MHRA
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Tab.3 Basic information of ADE reports of denosumab (n =99 698)

fz 8 ok MEH(H) ARI(%)

M) % 10 857 10. 89
+ 78 606 78. 84

Rk 10235 10.27

it <18% 409 0.41
18~64 % 12418 12. 46

>65% 44516 44. 65

R 42355 42.48

M E Jf 50 475 50. 63
WA 25525 25.60

EHTAHRAR 18 114 18.17

25 )P 2767 2.78

TAHARAR 2369 2.38

R 439 0. 44

el 9 0.01

REBR(FTSE) £H 76 972 77.21
JIE SN 4876 4.89

B A 3061 3.07

w2 2636 2. 64

%E 1315 1.32

(20164 £ 2016 4 17 954 18.01
2021 5% =& ) 20174 30 748 30. 84
2018 4 32314 32.41

2019 4 8306 8.33

2020 4 6783 6. 80

2021 4 3593 3.60

% B AE (A 51%) FRGA 20 253 20. 31
A 11912 11.95

B )6 T AN 11295 11.33

bR % 2544 2.55

TS 2105 2.11
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Tab.4 Top 50 ADE signals of denosumab in the report number and signal intensity

. Bk HiiE 959 (I FikiE HiiEH 95%CI

i (BhEst) (M) [ROR(TFR, LR)] PRROC) RS (5B (™) [ROR(FH, k)] PRRL )

I RESAASER 30812 35.21034.73,35.7)  23.95(661096.64) | 1 BRFEMES 12 1326.24(296.82,5925.90) 1326.08(2269. 85)
) AT 10667 8.35(8.18,8.52) 7.56(59604.41) | 2 FEMRA 97 1072.96(663.01,1736.36) 1071.91(17740.53)
3 MEEAR 4641 199.54(191.76,207.64) 190.30(469804.16) | 3 FRKABFF 9O 994.65(214.90,4 603.64)  994.56(1 624. 19)
4 £55 3527 5.83(5.64,6.03) 5.66(13284.74) | 4 A NBKBIE 3 663.06(68.97,6374.65)  663.04(495.78)

5 BRES 285 6.18(5.95,6.42) 6.04(11613.83) | 5 AiFsheidn 147 439.69(332.49,581.43)  439.04(21512.13)
6 HA 2604 7.28(7.00,7.57) 11013304.54) | 6 Cmmm 18 397.89(183.67,861.99)  397.82(2 544.60)
7 A 2459 2.65(2.54,2.75) 2.6002426.20) | 7 EEREEER 4 02(55.27,883.78) 01(438.03)

§ A 1912 41(7.08,7.76) 7.29(10073.46) | 8 F IHRKRBREE NHTKBEAL 3 221.02(44.61,1005.09)  221.01(328.53)

9 g 1791 3.36(3.20,3.52) 3.30(2869.81) || 9 R 36 200.46(132.77,330.44)  200.38(3833.84)
10 &% 1742 19.68(18.73,20.67)  19.35(27899.01) | 10 AiBF#%L 4641 199.54(191.76,207.64)  190.30(469 804. 16)
1 I 1574 49.94(47.26,52.76)  49.16(60775.80) | 11 F&p2 387 192.09(167.62,220. 12) 35(39277.01)
12 AEdH 1476 55.60(52.50,58.88)  54.79(62480.92) | 12 %% 28 187.58(113.36,310.39)  187.53(2810.35)
13 HAFA%A 1258 27.30(25.74,28.95)  26.97(28049.57) | 13 #hIRAHFEM 5 184.19(56.21,603. 54) 184, 18(496. 86)
14 KAERE o71  38.47(35.93,41.19)  38.10(29932.62) | 14 FREAKALHAZ 5 4.19(56.21,603. 54) 4. 18(496. 86)
15 %% 961 72.99(67.84,78.52)  72.29(50920.02) | 15 HHEERK 5 4.19(56. 21,603, 54) 4. 18(496. 86)

16 MExE 910 3.10(2.90,3.31) 3.0801265.31) | 16 FH#A 21 173.07(147.63,202.90)  172.61(25961. 68)
17 FARF 868 2.67(2.50,2.86) 2.66(888.71) 17 SMFEFRRL 24 171.15(100.44,291.63) 171, 11(2287.64)
18 Fif 798 21.07(19.59,22.66) m9uwm5%> 18 A#@HRNE 70 146.05(107.99,197.53)  145.95(6069. 22)
19 FRIALE 798 8.25(7.68,8.85) 8.19(4861.3 19 BRABEAKEEREG 3 132.61(31.69,554.92)  132.61(244.90)
N REEE 682 2.47(2.29,2.66) 2.46(584.96) 20 HAHARK I 127.97(60.90,268.91)  127.95(877.54)
20 RAEH 640 17.00(15.68,18.42)  16.80(8893.74) | 21 H##HATH 5 122.79(41.15,366.40)  122.78(388.26)
0 EHERIK 638 5.53(5.11,5.98) 5.50(2295.38) | 2 MARAE 10 110.52(51.73,236. 1) 110.51(723.44)
B BTN 614 12.93(11.91,14.03)  12.85(6346.52) | 23 RERHAERESZ 3 110.51(27.64,441.88)  110.51(217.03)
U i 581 35.98(32.96,39.29)  35.78(16908.02) | 24 AiEsEm 535 100.06(98.32,120.97)  108.48(38217.25)
%5 REEKIK 544 6.85(6.29,7.46) 6.82(2623.55) | 25 AREAHA 4 98.23(30.25,318.99) 98.23(266. 51)

2% AR 535 109.06(98.32,120.97)  108.48(38217.25) | 26 A F i 429 9. 87(86.47,108. 52) 96.45(28 214.53)
Mk 53 21.18(19.37,23.15)  21.07(9288.51) | 27 dgAFiH 68 92.83(69.93,123.23) 92.77(4348.09)
B FERE 513 2.12(1.94,2.31) 2.12(299.75) 8 RAMRA 2 92.71(58. 64,146. 56) 92.68(1661.35)
29 BRI 412 28.91(26.26,31.83)  28.78(11199.43) | 29 AEERF 407 05(81.11,102.20) 90.68(25 596.70)
30 AGHE 470 2.05(1.87,2.24) 2.04(247.71) 30 BIREA 19 85.71(50.47,145.59) 85.70(1 146. 10)
3 £% R 456 3.7503.42,4.12) 3.74(901. 65) 31 MR 303 85.02(74.47,97.08) 84.77(18 129.94)
3 RARR 448 10.93(9.94,12.02) 10.89(3834.69) | 32 AHFA 7 84.88(64. 56, 111.60) 84.82(4250.00)
B HREEER 447 33.98030.76,37.55)  33.83(12353.66) | 33 FHEAR 30 83.95(55.14,127.82) 83.93(1781.66)
M MR 41 3.87(3.52,4.26) 3.86(897.73) MoOFEBL 4 07(57.39,114.53) 81.04(2 545.06)
35 FAERARH 429 96.87(86.47,108.52)  96.45(28214.53) || 35 wERAMAE 5 78.94(28.43,219. 16) 78.93(283.48)

3% Bk 42 7.94(7.21,8.75) 7.9102462.04) | 36 AHBF 23 77.04(47.93,123.83) 77.02(1279.77)
3 BRAHAA 408 31.69(28.56,35.16) S6(10567.04) | 37 Aishaki 4 75.08(57.67,97.74) 75.02(4.035.04)
8 FEERE 407 91.05(81.11,102.20)  90.68(2559%.70) | 38 #F 961 72.99(67. 84,78.52) 72.29(50920. 02)
3 Fuya 387 192.00(167.62,220.12) 191.35(39277.01) | 39 AiE4% 186 72.76(61.65,85.88) 72.63(9.890. 04)
0 HA 385 4.39(3.97,4.86) 4.38(985.72) 0 FEBLAK 84 70.38(55.05,89.97) 70.32(4354.75)
4 RARRR 36 3.00(2.71,3.32) 2.99(492.18) 41 FHER 6 69.80(27.87,174.77) 69.79(309. 20)

VE R RAOAT LA B P e B iR E

Note: * refers to the PT not recorded in the drug instruction of denosumab.
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Continued Tab.4 Top 50 ADE signals of denosumab in the report number and signal intensity
i FiiEk 95%CI _ H ik FiiEk 95%CI

s (BfEdt) (D) [ROR(T R, LR)] PRRGPR) A (BE5RET) ) [ROR(T R, LR)] e
9 RRAT 374 17.93(16.13,19.92)  17.86(5510.19) 4 RERERE 6 69.80(27.87,174.77) 69.79(309.20)
4 REX 34 1220(11.00,13.55)  12173634.78) | 43 mEA@HFA 5 69.07(25.30,188.55)  69.07(235.55)
ST 366 4.20(3.79,4.66) 4.19(871.94) 4 BIEAER 0 66.62(41.36,107.31) 66.61(1092.45)
45 FERE 364 7.61(6.85,8.45) 7.58(2012.71) 45 FEENE 3 66.31(18.25,240.93) 66.30(148.43)
46 MEA 350 2.02(1.82,2.25) 2.02(178.36) 46 FHE 3 66.31(18.25,240.93) 66.30(148.43)
47 ERERS 313 4.04(3.61,4.52) 4.03(701.35) 41 FEEA 188 65.76(55.88,77.40) 65.64(9227.24)
48 REEFHK 310 52.7(46.56,59.66)  52.54(12664.21 ) 48 FRFR 14 89(34.22,111.95) 88(655.

49 #HE 310 22.02(19.59,24.75) 95(5640. 16 49 FHFR 156 59. 74(50. 05,71. 31) 59.65(7084.35)
50 AURE 310 51(2.25,2.81) 51(278.00) 50 FERE 229 56.68(49.01,65. 54) 56.55(9950. 55)

&5 SOCMTHEFEH ADEFES

Tab.5 ADE signals of denosumab - involved systems and organs

R& (n =122 924)

(n=122924)
K% soc ADEEEF4(A)  ADE#REH  HARL(%)
I BRB P ERIMEF AR 80 45081 36. 67
) ARMNRRARLGARER 135 29049 23.63
3 AGRRRRAHFLERLL 3 19175 15.60
4 ARFRRESHHK 116 5871 478
5 BhmAssm 75 5545 4.51
6 BERBRERER 53 3542 2.88
1 Aikd 75 3443 2.80
§ R BERARRHAMG 88 2535 2.06
(BHEERBERK)
9 ARALAGESR 25 1838 1.50
10 ARERETALREAR 40 1637 1.33
1 RARERERR 14 1618 1.32
10 BFRAREERER 24 908 0.74
13 FRE%LAR 16 491 0.40
14 #AFE 15 430 0.35
15 haibd%ksR 14 297 0.24
16 ARAARAMAR 15 m 0.23
11 RARGESR 8 207 0.18
18 HimEiR 3 21 0.18
19 hf5HETEER 10 199 0.16
IS EY N Y ENF T 9 166 0. 14
2 BREREA 7 127 0.10
N FRAA 5 110 0.09
B ARAKEAGESR 5 64 0.05
U SEERAER 6 36 0.03
5 e RSk 1 n 0.02
2% AAPEREREETLERER 3 15 0.01

BOR, WTRE S B4R - E B WG 2y 2 S IAbLAE

R I 3 &7 BB AY o EE IR A Do),
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2016 4F- % 2018

xR6

RRL R AR LR SOCT N EF B HTR &

ADEES
Tab.6 Top 20 ADE signals of denosumab in the report number

of infectious diseases by the SOC

HHERRT 2089

) ( #;;Z;) ﬁﬁiﬁ 95%CILROR(F I, EFR)]  PRROZH)
1 RHEE 682 2.47(2.29,2.66) 2.46(584.96)
2 BRX 4 7.94(7.21,8.75) 7.91(2 462. 04)
3 BHX 374 12.21(11,13.55) 12.17(3 634.78)
4 FHEBE 246 12.19(10.72,13.86)  12.16(2 389.39)
5 TH 236 14.47(12.68,16.51)  14.44(2770. 88)
6 FRES 226 2.26(1.99,2.58) 2.26(157.45)
T BHRXK 201 2.37(2.07,2.73) 2.37(157.77)
8§ AL 151 . 15(2.68,3.7) . 15(218.40)
9 #k 136 18. 14(15 23,21.61)  18.12(2033.07)
10 PREKE 99 2.21(1.82,2.7) 2.21(65.25)
1 BmsE 84 2.45(1.98,3.04) 2.45(71.47)
1 FRL 75 28.7(22.56,36.51)  28.68(1773.42)
13 ARER 74 75.08(57.67,97.74)  75.02(4035.04)
14 DEARE 53 10.48(7.96,13.81) 10.48(433.82)
15 KERkAE 47 .5(1.87,3.33) 2.50(41.67)
16 I 4 40. 2(28 93,55.85)  40.18(1357.91)
17 FHk 31 21.69(15,31.37) 21.68(556.93)
18 mAERRAY 27 13.53(9.18,19. 96) 13.53(295.27)
19 REARE 26 27.24(18.12,40.94)  27.23(584.96)
20 frE 26 2.86(1.94,4.21) 2.86(31.03)

AF , ADE i 5 BOZ AF 12 3

, 111 2019 4 FF U ADE %45 %k

IR, L E R N Al BE 5 2017 4E 4 FDA Lo 1 T 1 D)5
2 R B R R S AR e RS B B A C A
55 5 2018 AP HEHE F A7 WE i T E 5 S 0
JE B ANAE , {68 24 i Uk B 5 FH 245 09 ADE 3800 56,2016
A 22020 4, 8 2 0 BB A5 ADE #4585 1 1319
1) .14 150 141] .16 558 5] 317 4] .274 151 .
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AWFFEHE T ROR B2 H1 MHRA V2001 R B, 5 Hb
EF AP SCIPE SR 1 SOC A5 5 2 45 2t b 7 S
VEIF KA A9 20 A0 oy e iF B R e B A
A e 2 P B T A R R B T, U A R S T Y
P& b EF PP ™ ADE A A5 R W, BE A 3 A2 2 WL
[ MR ER 28 25 W3R 7 1T BE S MU &T S BTiss A& I E S A
Pre e i P I R IR 45 R R, 5 AT B AR ¢
PEE LAY i B T AR A AT 1/ 2 ¥ B DU
FRER IS5 IR YT (0 M &F BT & o 3 A9 4 F AL
WAEHE— 05T v 02 3 4 TS0, s AT BT SR8 24
UEBH A3 X — ADE {55 It o, 5 5 2 . H
I, 76 LT A MR ST HA 2 R (2 a2
A B IE R UEHUR AR R, 35 2 ) 2358 F T I s KU
(A 246 26 I 10 2 ) OB AAAE , T 30 S AR AP AR | AR A A
IS0 B BT B XURGE 5 <2 24 = 82 1 1 S AR e i e 7%
22 M BRI IR T o R 28 3 T 0, AR5 v T gl A
Bl S & BB G 38 N UEHE A 1T S 89430 R B R B
FA (20.31%) . B 5 (11.95%) | 46 4 J5 & B3 B b
(11.33%) FiB; 25 (2. 55%) B (2. 11%) , NE
TEHB 24 ity Ul B A FH B A5 400, SN 2 o AN [] 3 0L TIE 114
HiEF BT IR A T R S O & TR 24 5 U B B 4
B D ERL DS IN DR {6 FH Ml B B ™A 325 R 24 10
B A58 H 038 W IE , Y127 2 R & B TR FH o

i 2 4 13 501, ADE {5 53858 1 SOC 1 43 45 Fh
LA B B S 46 4 Al 2 , e AL 456 3B IR AR R
PRI WUBRZE T R4 a0 IR B0 2 M BT SR b d5c ™
AR, HAEARMETE P & A 55 S 34 4%
5 AT 5T 2 I, ML EF BT 5 | S A0 YR BE Y & A= ML AT
JEZ RN, ALEE R0 i ) 07 sl s g | IR FH XU R h 25
2 B A D AR B ) SR 45 R R L TR R
5 RN JE I g sh ) v SR SR A G R A R e T
B R Y BE AR5 B SR L R £h 25 24
Wy s sk, e 2 2 AR P o 25 W U R R R R
T 1) 1R 20, 2 DDA AR 3 2 5 B R B 1 1 2
BF R, — BB, KR IE T L 9T PEAS AE 7 4k
L2 BT T R T 2R ST .

FH 2% 4 AT, BB AR DG BEIR A1, R AR OB 2 ] ok
I P 5B 11 1 1A A IR IUAE . BODY 2515 I 58 18 1
TS A M T BT G A IR IRE A S P A 4R
PE CHTS RS h N LRI BR 2 < 60 mL/ min,
R T B0 S5 A2 B N 3 JOR (N ) AR e S e e e
(BSAP) JELR (B 55 5 . L A1, Mo &F B0 10 24 5 U BH -1 45
T E BT Re i E R R DI REIGR R R L
WSO B B/ DB 1 58 (o0 FH b & B & A IS

I P8 DRSS 2 386 o IS DA s ) R85 e ARG
M85, FEEAEIR T TF LR PTG 2 J8 IRYTHT, I R 25 I 2
X AT IR A 25 380F B T IS IR
TR CELHE LA AR 228 JRR RRR IR A L0
PH ) VAN FEAS FIE A D AT A

AR ET BT 2Y S UL B B A1 2 TR A G
(R R S NE , =5 A 4 8 DR TR Y | R JER R e | Rk
Yy PGSR (H Z2 5 BEHLRT RIS X M AP TS B Y
TR XU AT 2 S W 1Y) o %5 S B R T 55 11 R 3565 1)
FETE UL, ARG bl B e B Je 2905 1X — SOC i
P90 I T (2 6) 159 BB YL K A7 YL 289 X — SOC
T 53 4N eI L AR A T O R Ik
Yy AR R IEYL S HHP 959%CT ROR HE4 T 3 1943 )M
A5 5B e fith (95%CT ROR 75. 08) . 7 i e i (95%CT ROR
40.2) . F 48 (95%CI ROR 28.7) , I Ko 14 JR e &
AEWEUEZ , H 5 M & S0 I M 5 o A7 B9 45 21 B
TN FEHESZ ML AT BABTIR T I R T N R S
(SAEID) {4 Jz e 3R A 2 B 4 155 21% , fRTB B9 SAET £ 22
B G (W 58 B 58 B SR h H R A ) N i
(BR EER W TIEFF R B RGO 5AB TS,
FEILA — S, (F £ BT 5 R 1 B G KURS AT 75 2 — 2
W% -

LA, 724 ADEfG S b e T Jm e 2 44 L
5 R A AT Ho A ADE JRAIG , 32 7 s PR 22 0 75 5 )
ORVE ML EF BRG] R T | R AT AU (B AT 5 5 IR A
895 95 12 R A5 T O T Y H A R 3R FROAR M T BT T
SR IR B e R R 22 R MR B R R s B TR
BPE BT JCTE 56 A 3l i I JB B AR T 45 ) o
3.3 #MADE 55

A 5T 3 i FAERS 15 2] 5 H 67 250 ADE {5 5
5525 b i B A B PRI L SCik[ 17 — 19 4238 25 R AH
oL, B IE T ASHIF G2 45 5 0 n] Sk KO IA I T AT AR
WFFE i & BB T 1l &7 B0 24 0 156 I 5 U S A
ADE, £ F5 AR TR 6 B AE A ) J 1B 4 A6 2 Bt L
05 M0RE PR B L B0 TR A R T O DR e I AR A%
1 B R FLIRRE A A B AR P R T
B 5 Hb & BT AH O B R LR R I ADE, S i 4R ok
Hi&F BB T R I A G SR A M T BTIR YT
(EE S E780N C i Ep i SKE =R ) R e e = d S A i
AN R 2 A R, HET BB AH S I B R R g
(R T REATL ) Ay bt A B A ARG I A 5 | AR A 2 T M R
R RETCHERY B H B T A UE LR R
3.4 MRHBERME

A A AR N 5L 2 2 R 0T 1] FDA s
ADE,FAERS {5 B ¥R T AR B AR PTAH 52
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B 22 LA, FAERS sy 6 7 2 £ 5 T i it o,
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WH A, SO R ORI &R H 22 BRI ST kAR

() ADE {5 5% 7s &7 HbT 5% ADE/EGL T2 1 B A

AN [] 53 B 1 DG TR L {EL IS BE R B b 8T FA40 5 1% ADE

TEAEY Y AR OCR A dE— PR i T ADE

— e PR OC AR R B G 1Y SN, 22 LT L A 24

Wi B A5 5 T 2 A RSN — g PR G &R E i E 7Y

N o ASHIEGE B T FAERS 15 2] 45 5 I AN e ¢ 4 HE

2y AN RN, AR TR XU B 7, IR AN — 7 2

HOEME S 0 456 25 i Ui 45 L 08 WAt — 20

ffE R SN, FIWT 259 5 ADE Z M2 B AA7E R R OC R,

DL K ADE 2 5 55w A B A 56, ik — D 2 B 224

A AN RO 2

3.5 45iE

ARWFGE ST FAERS 2016 4555 — 22 )i & 2021 4F

5 "R ADE A, FIH ROR JA T MHRA I542 i 3

ETEPUHY ADEAS &, B 588 LICHUAZ I Hh 24 i
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