TURRSERFRAEE  1: 31-40, 2020
doi: 10.34445/00000107

B3

FDA HEHFHLHE T 27 4 (FAERS) % w72
R I VIR R TE RS X A A EHGRED
R AT

wEE ", M E, RN, REFRE
SUEBERRE  BRESHATIE Y 8 —

R EVESIRIEGEIECTH L T LN VIEFAMEL LT 03T Ry 97732 U 03HITH
W, BEHE LCHRBIED VR EBRLNL. INEE L) EYIMHEHNT 5729, FDAORITEN H5H
HT = R= A% IV 72EFRSBAEERORRE 217572, 3,481,289 ORIFRTE M AL L, ad A7 4
v 7 BURAHIC L D REMEHR T2 & TH v Xt (OR) 2HEM L7z, 3% 0 HMMAHIFEMED F v o
HEDVAZERY, TLANY ViAWt v A EIR L7 (OR=1.39, 95% C.IL=121~1.61). HFHT
L4 YA FERFEEICL > Td A4y AL L7z FEED T WA S NEF D80%IE 7 L /N1 »
BGBIOHIPNZSAE L TB Y, BEUEIICEEILEEE2 5N 5. RIFEITHEENLREERT— %
N— 2N TH ) HIRAH 2 b OO, MEEEREREREL L) #YIERT 2700081tk b L
ER2b.

¥—7—F FAERS, HEFR, TLANY ¥, BERE, T-5N-2A

ZAFH 2020462 A 12 H, Z¥H :20204E3 A9 H

BRCl3 B E 0 B OF R & A EICEE L
727 B3, AR TR T OV o A 1 e 8
BORDIFHI L THBRIRE RS o

T VI TSN D A1 V2 AR TEOHELHDY. FLT VAN Ok
% MHE UIEHE S OfE 2 il 5 2 L C&E WREIER E LT, e v, ER, AE
AR T 2HEANTH Y, BSAFREFRMEER WP EHHSENTEBNYY, ZhsoRITERO

®

g #h #% BE % (chemotherapy induced peripheral FEENL T VAN L BIHREOWITE 5T
neuropathy; CIPN) <> 4 JR % 14 K i i e [t WA, WHO BRIF 7 & — 2B\ TIdEs 1 B
(painful diabetic neuropathy; PDN) 2%} 3 % 25 SALTHIN UCIEA Bt A N ERSE IS

B LE L LR TWBY, KRR L TT LAY Ve &N S-S HET

o, =, [DAEROEYFEICET L7
S 4 K4 2 2014] TEDAI K ZEBEN %0
T607-8414  HURBIFF SURR T ILIRHIX I S T 5 REEEEWROEE L, 37441 N

TURRSERL RS 5515 (2020) 31



FDA fEHRHEEE S A7 4 (FAERS) % A\ 7=t B A G 12 & A A BRI A4 o B R ENT

#(UUT, FEFAF) ORGHE & BRI
HERLTBY, FEF A FIPED A AR I
o L CHEEmMBEE L LTHY o2 GE6b 55
AIEANIZIEE ) e A IGFRIE (DLF, Eve 4)
REFFANVREDFEFA N E OB
BB INHFETA FOBHICEY 7L
HoN v OFEIED F LIRSS 5 & D
WMELH 2. FRIETIRTIEIL o AR
TATHEZE DT LN Y EEHL TS
BEICBWTCHEA Y A FOPHSZEMES £
WEEREICHINSE L 2 LB S Tn LY.
LoL, BT 24 ¥4 1 FoREEIC X 2RIk
ANOEIZ L i s Tcn v,

T VAN BT U AR R SR O G #
HLLTHA FIA U THRS N T B 3EH L
LT, k@ b=y - V7 FLFY CELY A
A L3 (Serotonin & Norepinephrine Reuptake
Inhibitors; SNRI) O 7 2 1 3 & 5 > 3R (L4
T, TaudtkFr) RV T 77 xR
WO, X9 77%00) BhiFens’.
Ny T 77F Y VIFHAEATIE) DFHEICB W
TORBIEH D B 05, WA TITAPFE R E LR
OFEFHRELTHOHVLNTWE,. b0l
) O SR AE A ST B 3R 7 0 WRTE 1 U2
BHRATLEEZLNTBY, TLANY v LFE
BN RCEIWER 2R3 0%, BIVEH OFEA 2K
WL TIEAOPICE > TBLT, BEYR
LI L 723K 0B B LTI 2 FL 1308
FoTWwhWw, ZO70, TLANY Y, Ta
O¥tFr RNy 77%2 LT, R
BYICBIT 2 EERROBAEENEFFML, &
PFOLEL O L 2 LIZEETH .

ERRICBIT 2 HEEFRROME & LT, &IE
B S 7 — 7 R— 2 % 72 BT A5
BEANTWEY 7 2 FAEREIE (Food
and Drug Administration; FDA) 75E & L Cw5hb
BIVEH B3 #Hid: & A 7 & (FDA Adverse Event
Reporting System; FAERS) (ZTHIREZ DR GHOH

32 | GUARSERMRSEALE 1% (2020)

ERGETET L HWCTHES L EREHEE»
LIEHEET 27200 HEHE T — ¥ RN— A
THY, 2004 4F 1 A2 S KRENIOESE I L
LEERRI|ESIE SN, AN TV,
FAERS |21%, EERAFE L2 BB oMb - 4F
W7 EOIERERSRERIEEH, ZORER
LTCWARERBERZEDPEITNTBY, Ih
5 OTEHRE W7o HEEROFEBERE R 5B
WOBH 7 EXfTh N T DY, 20 k) %
ORIEH B 5HE T — 5 =A% H\v 72158
EERIRBIS TORBITERFEBURILZ LT X 5,
[ PN Ol AR BR S A 7 WEEK DR 2 ISR 5
CENTRTH D, L) HTHHATH .
KWz cid, 7L AN v, FaaxtbF s
Ny T 77X D&Y AR
3% HIT, FAERS * W72 26 DFEH O
FIER SRR O % 17> 72, A<, HFH
T5FEF A FOREHEIZL > TRMEHIZS- 2 5
BN ED &8 B i L7z,

it
F—%

FAERS (ZVUFH] (F1 8~ 4H) &2
F—FZNEFEINSL. FAERS ICE R/ SN TWw

7 =5, 2004 4E55 1 A5 2016 55 1
M CoMICHRE S N2EIER B SRS H )
(04Q1~16Q1) ZIELLY. ThboT7—%
1&, DEMO (E#&F D4, 1E5%), DRUG (f#
HIZEFHI5E), REAC (FEHHFHGE), OUTC (#F55)

RPSR (1E#5%5), INDI (FEBRZE), KO
THER GHEMIHE) o7 D7 7 4 )VI255E
END. RWZETIXINSOEET 7 1 IV
WEINTWB T Za L, MEVPEBELT
WLIEGNIRFTOWMEZ R L2 T 7215,
EiS Ty N T Y B A



s, Al

1 Summary of patient’s characteristics and concomitant drugs

All Pregabalin Duloxetine Venlafaxine
(n =3,481,289) (n =58,073) (n =46,009) (n =33,150)
Gender (Male) 1,115,220 17,208 9,481 6,954
Age (Mean (SD)) 54.4 (19.8) 58.5(15.3) 53.2 (15.2) 51.3 (15.8)
Concomitant drugs
Weak opioid
Tramadol 42,022 3,586 2,254 1,259
Codeine 14,334 628 400 350
Dihydrocodeine 2,591 124 83 55
Dextropropoxyphene 12 0 0 2
Opium 108 2 2 5
Strong opioid
Oxycodone 46,841 3,581 2,284 1,345
Morphine 30,242 1,871 1,220 797
Fentanyl 34,531 2,007 1,384 793
Buprenorphine 4,011 181 108 21
Methadone 10,773 803 459 343
Hydromorphone 12,623 915 683 376
Levorphanol 17 2 2 2
Pethidine 2,397 111 81 72
Neuropathic pain
Pregabalin 58,073 811 4,951
Duloxetine 46,009 811 - 1,533
Venlafaxine 33,150 4,951 1,533
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# 2 Major adverse events reported for the 3 drugs

Adverse events All Pregabalin Cymbalta Venlafaxine

(n = 3,481,289) (n =58,073) (n = 46,009) (n =33,150)
Pain 117,579 6,370 3,342 1,623
Drug ineffective 167,676 5,537 3,098 2,259
Dizziness 114,915 3,988 3,348 2,027
Weight increased 42,535 3,266 1,413 1,065
Somnolence 43,213 3,097 1,538 1,009
Nausea 177,010 3,039 4,613 2,611
Pain in extremity 75,560 2,877 1,313 722
Malaise 91,221 2,745 1,658 1,313
Fatigue 143,551 2,701 3,106 1,885
Fall 77,899 2,609 1,883 1,288

The list is based on the order of reported patients’ number for pregabalin.
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3 Results of logistic regression analysis for risk factors of dizziness

B SE OR 95% C.I. P

Pregabalin 0.33 0.073 1.39 (1.21-1.61) <0.01
Venlafaxine 1.16 0.077 3.2 (2.75-3.72) <0.01
Duloxetine 1.35 0.066 3.87 (3.40-4.40) <0.01
Reported year -0.03 0.001 0.97 (0.97-0.97) <0.01
Age 0.004 0.000 1.003 (1.003-1.004) <0.01
Gender -0.31 0.007 0.74 (0.73-0.75) <0.01
Codeine 0.23 0.042 1.26 (1.16-1.37) <0.01
Tramadol 0.29 0.027 1.33 (1.26-1.40) <0.01
Morphine -0.17 0.034 0.84 (0.79-0.90) <0.01
Fentanyl -0.09 0.032 0.91 (0.86-0.97) 0.01
Buprenorphine 0.82 0.064 2.26 (2.00-2.56) <0.01
Methadone -0.32 0.063 0.73 (0.64-0.82) <0.01
Hydromorphone 0.14 0.047 1.15 (1.05-1.26) <0.01
Interaction terms

Pregabalin: Venlafaxine -0.67 0.11 0.54 (0.43-0.67) <0.01
Pregabalin: Duloxetine -0.84 0.064 0.43 (0.38-0.49) <0.01
Pregabalin: Age 0.006 0.001 1.01 (1.00-1.01) <0.01
Pregabalin: Tramadol -0.15 0.073 0.86 (0.75-0.99) 0.04
Pregabalin: Oxycodone -0.2 0.078 0.82 (0.70-0.95) 0.01
Pregabalin: Fentanyl -0.25 0.11 0.78 (0.63-0.98) 0.03
Venlafaxine: Duloxetine -0.68 0.14 0.51 (0.38-0.67) <0.01
Venlafaxine: Age -0.009 0.001 0.99 (0.99-0.99) <0.01
Venlafaxine: Tramadol -0.344 0.13 0.71 (0.55-0.91) 0.01
Duloxetine: Age -0.01 0.001 0.99 (0.99-0.99) <0.01
Duloxetine: Tramadol -0.57 0.10 0.57 (0.47-0.69) <0.01
Duloxetine: Buprenorphine -1.64 0.59 0.19 (0.06-0.62) 0.01

Only the significant covariates were included in the analysis.
[ : Estimated coefficient, SE: standard error of § , OR: adjusted odds ratio, C.L: confidence interval
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# 4 0dds ratio and its 95% cofidence interval for risk
factors of dizziness regarding the combinations of
pregabalin, venlafaxine and duloxetine with opioids based
on the results of logistic regression

Combination of Drugs OR 95% C.I.
Pregabalin 1.39 (1.21-1.61)
Pregabalin + Codeine 1.76 (1.40-2.20)
Pregabalin + Tramadol 1.6 (1.14-2.24)
Pregabalin + Morphine 1.17 (0.95-1.45)
Pregabalin + Fentanyl 1.00 (0.65-1.53)
Pregabalin + Buprenorphine 3.15 (2.41-4.12)
Pregabalin + Methadone 1.02 (0.78-1.33)
Pregabalin + Hydromorphone 1.60 (1.27-2.03)
Pregabalin + Oxycodone 1.14 (0.85-1.53)
Venlafaxine 3.20 (2.75-3.72)
Venlafaxine + Codeine 4.03 (3.20-5.09)
Venlafaxine + Tramadol 3.02 (1.91-4.78)
Venlafaxine + Morphine 2.69 (2.17-3.35)
Venlafaxine + Fentanyl 2.92 (2.36-3.62)
Venlafaxine + Buprenorphine 7.24 (5.49-9.55)
Venlafaxine + Methadone 2.33 (1.77-3.07)
Venlafaxine + Hydromorphone 3.68 (2.89-4.70)
Duloxetine 3.87 (3.40-4.40)
Duloxetine + Codeine 4.87 (3.94-6.02)
Duloxetine + Tramadol 2.92 (2.00-4.26)
Duloxetine + Morphine 3.25 (2.67-3.96)
Duloxetine + Fentanyl 3.53 (2.91-4.28)
Duloxetine + Buprenorphine 1.69 (0.41-6.95)
Duloxetine + Methadone 2.82 (2.19-3.62)
Duloxetine + Hydromorphone 4.45 (3.56-5.55)

OR: adjusted odds ratio, C.L: confidence interval
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1 Kaplan-Meier plots for the onset time of dizziness in
case of using pregabalin, venlafaxine and duloxetine.

The y-axis represents the ratio of the patients number to
total patients number experienced dizziness.
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Factors Affecting Adverse Events of Drugs for Neuropathic
Pain Using FDA Adverse Event Reporting System

Yugo Chisaki, Jun Makita, Chikako Matsumura, Yoshitaka Yano

Education and Research Center for Clinical Pharmacy, Kyoto Pharmaceutical University

Pregabalin is widely used against neuropathic pain caused by chemotherapy-induced or diabetic

neuropathy, and duloxetine and venlafaxine are also used for the same purpose. These drugs have

some adverse events such as dizziness. In the present study, we examined the factors for such adverse

events of these tree drug using Food and Drug Administration Adverse Event Reporting System

(FAERS) which is a spontaneous adverse event reporting database.

Using 3,481,289 data reported in FAERS, we applied a multiple logistic regression analysis including

interaction terms of drugs confounding factors and estimated odds ratio (OR) and their 95%

confidence interval (95%C.1.).

We focused on dizziness as one of the adverse events and concluded that the use of these three drugs

are significant risks on dizziness, and pregabalin showed the lowest OR (OR =1.39, 95% C.I. = 1.21-

1.61, in case of pregabalin alone). The OR varied depending on the opioid drugs. The 80% of the

patients experienced dizziness showed the adverse event within 10 days after dosing, suggesting the

need of care soon after the dosing. The results of this study, although with some limitations because of

the retrospective database analysis, would be useful for adequate use of pregabalin and other drugs.

Keywords: FAERS, adverse event, pregabalin, spontaneous report, database
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