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Signal mining and analysis of adverse drug event signals of pregabalin based on
real world
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Abstract: Objective To explore the adverse drug event signals related to pregabalin in the real world, and to provide reference for
its rational and safe use in clinical practice. Methods The data of pregabalin from January 1, 2015 to October 31, 2022 were retrieved
from the US Food and Drug Administration Adverse Event Reporting System (FAERS). The reported odds ratio method and Bayesian
confidence interval progressive neural network method were used for signal mining, and the occurrence of adverse drug reactions was
analyzed. Results Atotal of 288 signals of adverse drug event were obtained, among which the high frequency of adverse drug event
were mainly concentrated in systemic diseases and various reactions at the drug administration site, various injuries, poisoning and
operation complications, psychiatric disorders, various nervous system diseases, various musculoskeletal and connective tissue
diseases, etc. Nine new suspected adverse drug reaction that were not included in the instructions were found, such as increased urine
urea, Numb chin syndrome, phantom limb syndrome, and decreased height. Conclusion The common adverse drug reaction of
pregabalin in the real world are consistent with the instructions, but there are some new suspected adverse reactions, which should be
paid attention to in clinical medication.

Key words: pregabalin; adverse drug event; signal mining; reporting odds ratio; urine urea increase; Numb chin syndrome; phantom
limb syndrome
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OpenVigil 2.1 Chttp//openvigil.sourceforge. net/)
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R FAERS HEUHE. K HIrZiMia R AR
SR it B RAGE 44 “ pregabalin” AR i 44 “ Lyrics”,
R PR e 2005 45 1 H 1 H—2023 41 H 31
H, SRECE ZRBEZ5Y) (primary suspectdrug, PS)
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B K R AAE B AT S 7
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Z 8 (I ETESIEE 1R 8 ) (Medical Dictionary
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& (preferredterm, PT)” Xt 24 i A K FHAEH 14
FREAThRUEM, FFEIFB TR —A PT MZARAR
HOAMWE, KIE MedDRA F i R G4 E %K
(system organ class, SOC) X PT @7/ J8%E .,
1.3 BIEZHE

K FHAR A5 o A8 HeiZ: Creporting odds ratio, ROR)

56 A DL mT 45 X[ 3 3 o 42 ) 46 92: (bayesian
confidence propagation neural network, BCPNN) i
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Table 1 Fourfold table for calculation

ZRE Hbsiks S HAdRi ait
HAR25% a b a+tb
FAt 254 c d c+d
At atc b+d N=a+b+c+d

% 2 ROR %5 BCPNN AR EBE
Table 2 Formulas and thresholds of ROR and BCPNN

VAR HEAK R ZH0i
ROR 7% ROR— ¢ a=3, H.95%Cl Fi> 7~ 7,79 Dicichlet 7 fi 5%t

b/d

1, W L AR as as B~ A Beta S 2%

95%Cl=e”(InROR i1.96\/1/a+ 1/b+1/c+1/d)

BCPNN 2
IC=]og. YaTbtctd

T8 hyato

_ (NtaWp)
T (atb+a)atetp)

(a+y, )N+ a)(N+)
(N+y)(a+b+a,-)(a+c+ﬂj)

E(IC)=log,

RIEHES SD AbrifE%E
1C025 4 IC 1] 95%CI R
W a=p=2, ;=B =a=1
a=3, H 95%CI T
FE >0, MIAERR 1 4
HYAREMNES
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IC025=E(IC)—2SD
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Table 3 Basic information of the adverse drug event signal

BN e WEH ME%
PESI 5 12129 30.06
% 26218 64.97
ANBH BB R 2004 4.97
EW1 S <18 300 0.74
18~50 6 804 16.86
51~75 19 656 48.71
>75 4523 11.21
ENESASN 9068 22.47
Bl £H 35146 87.10
K 3331 8.26
HA 578 1.43
H 54 0.13
ENESESN 1242 3.08
TEEAREM KRR ] 5100 12.64
BRIk 926 2.29
f& % A 545 1.35
bAN 472 1.17
A 40 351 100.00

B3 LRAE I RORESE, WK 4.

T4 HRAIREMHIESH SOC HHEER
Table 4 Results of SOC classification of adverse drug event

signals
SOC 42k e B AH%

A B MR S s P 24 12 566 31.14

LA
s fih g 24 39 7271 18.02
BRAINE R 63 6376 15.80
TR PR L ERE 30 5104 12.65
R N R= e PSEEF E 27 3792 9.40

AL
&R 13 2126 5.27
FARES7N) 17 1340 3.32
B iR B I 5 853 211
U R B FR AR 5 183 0.45
Bk B iz TR AR 7 175 0.43
103 5 9k L 2950 12 140 0.35
WP 2R 58 ) S R 6 139 0.34
G R AR 3 70 0.17
IR 2% B 0w 6 40 0.10
EMFR KT AR 5 26 0.06
RPE. B e MR AR B 2 26 0.06

KR CELESZELR AN

ISNARI)
G R AR P AP 2 22 0.05
B R 55 6 22 0.05
B 1 B A PR R G 7 3 19 0.05
AT R G IR 3 17 0.04
L Btk B2 R G 3 12 0.03
e R A SR M A% 3 11 0.03

PP
HTFRE R GL 5% 2 10 0.02
ok RGP 1 8 0.02
O RE2S B 1 3 0.01
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K 288 A~ ADE {5 5 # A A MCRIE 5 9 i
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ALy PT WA 5. WRARIEBUR SR HERT 5 f

(K] PT RIRZAH . BRI RIR. MR &1L,
RIFESE N 55 SmEEHEAT 5 AL B AL RRE
PRIRZET i LR EAE . LIEREAE. HERRIBR
ARJE GREAE.

x5 KREHRNES

B HER AT 30 iRy PT

Table 5 Top 30 PT of frequency and signal intensity

YRR 1% ROR {5 5 EHF
PT BR 95%CI(ROR) T [ PT PR 95%CI(ROR) R
RT3 2327 4.65 B R 5 28.13
&L ] 2262 451 IRIRE T = 5 28.13
KIR 1936 3.91 TSR E 1873 20.33
TR AR 1873 20.33 LI G A AE 19 16.18
NGl 1818 463 HERR VIR A S5 25 B fiE 8 16.02
W 1817 456 — i MRS 6 15.44
RIT R A A 1806 5.82 TR E 638 14.72
I 15 B 1802 3.19 BB R 3 13.63
B 1731 6.62 WA LA AE 3 13.63
B ASRERG 1511 4.36 B R 4 12.63
e 5245 1310 4.37 EIhEe 240 229 12.33
MR SIS 1290 6.53 TR J 172 12.24
BN 2% 846 6.32 FUEZS 249 11.70
Wy B R IR 816 6.25 ek . S PR R B ARG 3 9.30
PRI 814 3.23 MaVE s b 14 9.17
2k 734 331 L i FAIK 223 8.83
JA I &5 656 3.42 F 1352 PR 36 8.73
TR & 638 14.72 15 133 8.72
SRS 637 3.44 B REG 36 8.23
AR T N 600 4.47 JR BRI 183 8.07
H % i sh B B RE 1k 577 4.34 FH 25T 154 7.95
b 540 3.09 25 FH 2 19 7.82
BT 535 5.26 HE ) 2545453 8 7.68
X} RIS RAE F 25 63K 508 3.58 B 5w 278 7.41
PALHRE 419 3.37 BB 239 6.95
T RN E 417 5.79 STV G 81 6.91
5 B RES 365 3.60 BEHIR 8 6.66
P2y PN 365 357 SARHE 1731 6.62
VE R RS 322 2.99 R B A 1) R 1290 6.53
By 2w 278 7.41 BMARASHL 1) 167 6.52

2.4 FRIATEEA R M5 #

3 Wit

K 288 M AN R BHHE S LIS T 935 70 %
PRAEZI S, R R . N AE e A2
BT S YA G A R IR RIE T A, o5
HEESRRZ DL B ZG fh AN REAE, Shasdiih 20 N2
an AN RFECHE S, JERE O s ARG S,
Forb i B 5 OO R S B RO AS RO 11 A,
AHEFEH DL BEA RN 9 A U 97
BRAREREAE . RIRFET i ABEVERAT . ZI%s
AL MEREAADT . MER B, BRELREIE. &
R, WK 6,

31 AmIAREHESEXREESH

AW TCRERNN 40 351 1525 A KB FEFRE
W, BEARPERIAS BHEE R R A — e b, =
WIRAHER H MRS (64.97%) HELimm T 5k
(30.06%); FREEZNAMTE 51~75 FHINEE K
i RYRE LA [E (87.10%) M E, H &R (8.26%),
K R E RS R 54 41, L 0.13%. MEAR
H A7 E S, AE B B B B A ZE K ORI
(12.64%), HUGEFHRZE (2.29%), [FIFf A —Et
BIRIBET RS (1.17%), BEITLE I A A 245391 18] 3 45
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Table 6 Suspected adverse drug reaction of pregabalin

PT ik ROR—L.96SE IC—2SD 155 5 &
AU TR v R 4  36.67 315 +++
BRALGEEHE 3 49.05 340 +++
— 3ok A 7 6  36.88 318 +++
B R 5 8284 394  +++
IRIREF =" 5 8284 394  +++
Bl R 3 4905 340 +++
Mk ot S VR R B PRI 3 3113 295  +++
B RS H ML 3 2037 2.49 ++
BREMER AT 3 1693 2.28 ++
LI LR B AE” 19 2585 2.81 ++
TR EE A AE 1873  21.30 2.52 ++
R JR 172 14.16 2.05 ++
ME B H545™ 8 15.18 2.16 ++
METRI B R AL 6 1230 1.91 ++
PR LA E 4 1727 2.31 ++
T IS P 36 11.92 1.84 ++
15 133 10.22 1.62 ++
B 3 9.37 1.59 ++
G bR 223 9.98 1.58 ++
IR R 14 1535 2.17 ++
R AT U T R R R
* is adverse drug reaction are not reported in the instruction

TEM,

32 AmMAREMESEKM SOC 77ih
RUAZHE 2N 1) 288 N MA R FHE SR K
25 > SOC 413, HPE 58 &Gt Z ma
T4 G VR B4R B AL P RN RS AR, %
R RGP SR T EE SRR I RORE S,
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VI B RR A — 8, — e B TA
U AL AT AT R SR T St . A B ik
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i, A 25t R A B ) R R 2. 4k, kb
Ji 2 R s B b 2, X AT R G AR
FEIG PR _E R A 500, IR I P FH 24 2 /N7
FHES, AR 238 BT 200 2 W I it 52 1 28 T oK
R, 2ZAH MK EN 600 mg/didl,
33 HRFAREMHESHIT
331 UWHPHILEMAHARFMHES

w5
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KB AEG AR T, AR RN, W4
B YRI5 S 25 25 2 Tl S B R IR Sl L B
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AL, M BIKRR D IPURSE, SBME R
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PRI LA BN A S g BIE S (1) 72 45 SR
SEA . MWL AR B R AR AR FME 5 0 B 35
ZICHT o BEHT A SCHRTE H S SRS 24 2 38 I
VESZE, PAAEmWER, ko, SR, EIESE,
25 [ BB H AR 1~2d J5 BATE M8, K,
A Db RGNS ity AR T S S B, I R 2
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