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Abstract

Objective: Although nifedipine is widely used for the treatment of hypertension and angina, systematic
safety evidence regarding its off-label use (particularly during pregnancy and in psychiatric domains)
remains insufficient. This study aims to enhance its risk-benefit assessment by analyzing 20 years of
real-world adverse event (AE) data. Methods: Four disproportionate analysis algorithms (ROR, PRR,
BCPNN, and EBGM) were employed to analyze alarge number of nifedipine-related reports from three
major pharmacovigilance databases: FAERS, JADER, and CVARD. Signal reliability was ensured through
MedDRA v26.1 term standardization and multi-algorithm validation (thresholds: ROR/PRR 95% CI >
1, BCPNN IC025 > 0, EBGMO5 > 2). Results: Pregnancy-related AEs showed strong signal intensity, in-
cluding peripartum cardiomyopathy, preeclampsia, and low birth weight infants. Vascular events and
fetal cardiac events were identified as key risks. Gender differences were significant: female pregnancy
exposure carried an elevated risk, while male patients had a stronger association with cardiac arrest.
Completed suicide emerged as a new signal (positive signals in both genders) worthy of attention. Con-
clusion: This study reveals previously unrecognized obstetric and psychiatric risks associated with ni-
fedipine. Its association with off-label use in preterm birth and completed suicide challenges existing
safety paradigms, urging the revision of monitoring guidelines and further mechanistic research. The
findings support the revision of drug labeling and the implementation of targeted monitoring for high-
risk populations, bridging the critical evidence gap between clinical trials and real-world drug ther-

apy.
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Figure 1. Flow chart
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12,519 M A5 S 160 PT (] 1(A)). 7 JADER i i, it BEwiab s, IRATIRIG T 4445 43 FORS
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Table 1. Contingency table

1. MUikER
FIRE AR HSEAR R I RN, RIS AR B I R I A R N Mt
Tl A b P a b a+thb
AR 2R c d c+d
Bt atc b+d N=a+b+c+d
2.4. Gt oA

RIEEAS S AR, HERRIR B <3 [ PTs. BIREFEZ AN DG A4 ECER . MR s 2ka
(U= 25 N5 T 338 S R VR Rl PR &5 R (A4 e AE T EAT 43 2 43 BT o 43 FH R 5044 (4.4.1 [iR) A Miicrosoft
Excel 2021 #ATEH 1T,

3. &R
3.1. HFEMERXFAREFELRER

M FAERS %8 ZE R EL 2004 4E 1 H 1 H# 2024 4 12 A 31 HIF3LE 4290 134 B FH4ERk e, 5%
12,519 NEIEAREPTA 27 DRGSR E 2I(S0C). NHZHESNEIRGEE 2), LhEEE L 56.6%E %5
T 31.0%. R0 7 TH (HEBR AR ZR ), 18 £ 65 % NBEA B FH A KA R H(34.5%), 1R 704 A

50 F 100 T 70 N E(14.6%). HAEFERE B G LR E(67.83%). AR IRNIRIEEELE 2013 F) 2015 £
£, 1E 2019 FiRIEHE R ZEE] 372 4.
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M JADER %4 2 2L 2004 4 1 A 1 HF 2024 452 A 29 HIAIFETT 4445 A B F4HR S, 55 2787
MNEIEAREPT)M 25 MRAZE 77F(SOC) . N V53T R 2), kB 5 E 42.9% KT 5% 52.3%.
SRR AT T HEBR AR R, 65 2 85 & AHEA R FMF R AR HE(41.87%), HEHEMAGLL 50 ] 100 T2
FF28.07%). A B SARIEBEALE 2013 3] 2016 FEWK, 7 2019 FEHRIEBE R 2L F] 109 4.

M CVARD %i#is & FR42H 1990 45 1 A 1 H#E 2023 45 12 A 31 HIW3tit 3800 A B FA4ER Y, 5
4184 N EARIBPT)F 27 N RG4 EH 2 2(S0C). NN R 2), WHEEH G 51.2%K T 5
37.2%. SEES AT T HERR AR HE]), 65 & 85 B ANBEA R FH kA i =1(38.8%), MRE A LL 50 F
100 T30 83 (19.08%). AR RMNIRIEFFELE 1997 F| 1999 4. 2008 F 2010 A1 2017 F| 2019 4F =K
K, 12010 FFRIEFE R ZEF] 106 4.

Table 2. List of baseline characteristics

F2. BEANR

Hdle e FAERS JADER CVARD
HRiE L 4290 1667 1174
PE5I
Lk 2426 (56.6%) 715 (42.9%) 601 (51.2%)
S 1328 (31.0%) 872 (52.3%) 437 (37.2%)
(7SN 536 (12.5%) 80 (4.8%) 136 (11.6%)
e
<18 ¥ 145 (3.4%) 82(4.91%) 47 (4.0%)
>85 % 147 (3.4%) 90(5.40%) 27 (2.3%)
18~64.9 % 1479 (34.5%) 694(41.63%) 401 (34.2%)
65~85 % 1082 (25.2%) 698(41.87%) 456 (38.8%)
N 1437 (33.5%) 103(6.18%) 243 (20.7%)
A
<50 kg 193 (4.5%) 218(13.08%) 22 (1.9%)
>100 kg 120 (2.8%) 7(0.42%) 29 (2.5%)
50 kg~100 kg 626 (14.6%) 468(28.07%) 224(19.08%)
Bk 3351 (78.1%) 974(58.43%) 899 (76.6%)

3.2. RGRBEHRDH

JEIEXK B FAERS. JADER. CVARD 4 FE () 04, AT IL AR 27 A~ SOC 5 i8R HL-F- 7 7E 2
ORI, BT ROR HEMRIEH R, HoEsiE 2 BRI R0 508 IR, P4 &
FEHPRIL(FAERS: n =730, ROR = 14.34, PRR = 13.56, EBGM = 13.52, IC = 3.76; JADER: n =201, ROR = 20.54,
PRR =19.13, EBGM = 18.53,IC=4.21; CVARD: n =244, ROR =20.39, PRR = 19.26, EBGM = 18.83, IC =4.24).
I 5 9 B4 2599 (FAERS: n = 778, ROR = 2.99, PRR = 2.86, EBGM = 2.86, IC = 1.52; JADER: n = 163,
ROR =231, PRR =2.24, EBGM =2.23, IC = 1.16; CVARD: n =221, ROR =2.49, PRR = 2.41, EBGM =241, IC =
1.27). Mif#9Z5FAERS: n =653, ROR =091, PRR =0.91, EBGM =0.91, IC =0.13; JADER: n= 18, ROR = 0.31,
PRR =0.31, EBGM = 0.31,1C =—1.67; CVARD: n= 114, ROR = 0.61, PRR = 0.62, EBGM = 0.62, IC =—0.68).
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TE R EEA b, ARWEFUE AT TIEARIA L PRI A B IR BUAR AN RORE, I i A R
T3 FE SRS (R S FHRE P78 A SRAN R RN o SR BRI 7= W ) A L= PR LA DG AN R M. o5 FAERS %48 e
EEAN R SNV ARIE ) 5.83%, 5 JADER 48 FE A R SOSARIER) 4.13%, & CVARD 45 FE A R
SNARTE 1) 5.83%; ML 5 bk B P A R OB 5 FAERS 20408 FE A R ROSARIE ) 6.21%, &
JADER 48 B4 AN R S SEARAE 1 5.85%, i CVARD ¥ B4 AN B S AR IE 1 5.28%: K #ps 2441
KA RN 5 FAERS i 1 45 3 KON ARIE 1) 5.22%, &5 JADER ¥ /22 4= R KON HRGE T 0.65%
i CVARD #48 FE 4 A B R B HRIE 1 2.72%.

3.3. HERESH
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Figure 2. Venn diagram of algorithm-positive preferred terms in nifedipine-related adverse reaction reports
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Figure 3. Bar chart of Top 10 preferred terms by SOC in nifedipine-related adverse reaction reports
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76 PT 20, #5d YA 5%(ROR. PRR. BCPNN. EBGM)7E FAERS i 2 & & 31 202 4> PT 7
DU AR Sy b 5 S ILBH MEAS 5 (] 2(A)), 76 JADER Hdfs 2 AR A A B 76 A PT 78 DU I h b S BLRH P
55 (& 2(B)), £ CVARD ##fs kil & I 93 A~ PT #E DM S b 38 2 ILRHMEAS 5 (B 2(0)).
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TEVHEAHSGHERS, T8 FH ROR SRIFA o VEARAEURIA FoaliA A P ARG, A 5k B A e Al
I 2 TP AR 2 T e A S5 1 PT R, 0l 4 Fos . 458 SNSRI S 3, IR, P2 ug i &
FEIIR I H FORE 2 M F e AH DG I PT A2 AR AR 2L IR LA KZBR . B Je 7o 4(A). &
4(D). [# 4(G)); &5 EE 0 RIS R P B AH DG PT 2 MRl A . R E . AR5a(El 4(C).
B 4(F)s ] 4(1); REAPm e rh RIRY 26 1P b 5% PT & R EERE AR A LI 4B). B 4(E) A 4(H)).
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Figure 4. Volcano plot of SOC-based association comparison for nifedipine-related adverse reaction reports
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Figure 5. Volcano plot of nifedipine-associated adverse event reports in FAERS database

5. FAERS #iEEF SHEMFHEXMNF RR MRS ALE
4. Wig

AT T 7 FAERS. JADER. CVARD 04 e 4, 0P A T 33047 1 A i B st it e 4 ik
PR, $EOn 7 B IR RE X TR SO AL A R AR (ADEs) G5 o FRATTAIAZ O R B ELHE S g AH 5%
PIgi RS M R oA S, DA PR M B R 5 B R BEIR I A Rl . R Bds E AR AE
T AR B R 1 SR BR(FAERS/JADER/CVARD 2K %0 68%~92%), (HFRATIMH ik — F 5 A S M 4% il fh fe
BLFE A 3 JZ AT S 22 TR SUIHIE, R it Y 3 PRI B P AU, SRR O R B AR AR 1 [14] [17]
X g BRI T RS 2R HSE 6 DR AR RRAE, B T AT AR T A D ORI e Ak A R, A
15 R S B FNA SR A AL i 1 P4 A 1) LA

4.1. SHELFIEBHIXLE

AT R IBERT & X0 & 1 iR -~ BUBAL 75 15 B (Rl 2 183 DailyMed KU Procardia XL 567
FVHEIR ) 2 A PERRAE o X PP —FPEIGAE 1 35T FAERS B0 M il S50, [FII 98 Y 1 A0 50 %6 il 2 17 24
WV TR T R o

Procardia XL 15 B -1 51 4 %5 WA BSOS (IR IR« AR Kb LBl 38 ) 15 FR AT 78 10 A8 92 095 oA ) 81
(55 A — 8. XS G R R T A Rk Dy S i 2 T 1 B 7R (CCBs) [ L4 7 4K
I, AENE T A TR A LG o 7 VR AR g . BRI R SIS U A, heE T
AT BRSO BB PO T OURTER T A IR, 33— 0 3R T RATR IO S S S,
"2 T FAERS. JADER. CVARD #4754 $1 O 0 XURS: 32 St SR 30 7 T DI PR A S 4k

SR, AHE T H U P R R A I E S S, RS UERAEC ADEs M H AREZRE S . BB E
FET 1 ML RO SO SIRE , A7 AR AN 28 - D 5 g 40 5 (tocolytics) R FR 2 AME IR L, ZIoRAR £
FE R IS FE BSOS RGBS PR AR ) e o 3K P 22 5 T B YR T 0 B P v G 0 R, T AR A AR
T S R RIAR BRSO FIRE, BRME SRV = e, mI AR T REAE BT S A
JE o X e ] BRIE H R N CVRFAE I AR (AN S 00k NS F B I B0t 27 W, ADEs W4, $7n s 2
W R

I R IRA SRS 128 ADEs, AHEFC MR T Procardia XL 5 B 15 A HE K (oG58 AR BRI . B4R
Ui B P55 R Zh W s Bt , AR = N ZEA6 ) Lot I R85 Bl BA SH: ARE PRI IE B ——3X 1E 2 A BT 3R 4157 L
R . RSO R R — D B T RIS X, WA ORI E R ST AN — T . X
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SO & I A TTAE AT 4k 75 5 BRI T o P b 7T S5 0 78 ) B8 AT, 4R AR TE B0 IR
4.2. LRI EIREKRENX

ARG HT R IUIEUR « PR R0 BBl 7= JAR S50 A2 A 2K P AH ¢ ADEs fe R H I R e B 2200(SOC), FH A
FERGE T ML RS PTs Ron AR M5 S om o 3X 5 RS 2 P 8 5 4 40 350 - P 7= i bR 2 41
[ AW A —— 1 5 AR H U WHO)HEFF 1Z I TR € e 1 = B 18] . AR, BB~ S0« 5
JE PR R A A Al A2 0 22 LK) Y2 315 5 3 A 4 B AT RIS 1 BEIG 45 = 98 A KU o Il PR = A 32
JRE T 5 e e U5 R A A b T B A L K AR ) Lo TR WA, e il 2% FE B 3L CCB ML T BE TR T 5
fafE A F TRE[19]-[21].

[FIFEAFE R /E, 5128 ADEs (W1 H A BERZR) sk il 2 Py A PR B A 1) BB 5 . BOREE A
ST PR I 75K SO A S5 S o 50y e TR o TR A R I I 25 S A RE (/D I 2 v ) e B 2 XU TR 36 [ 7] [22]
HERME T HIHIEIN T 7 EEE AR ARS8 B 2 8 i 4 B2 (23] TV 325 11 45 308 3 FELT ) (Cln 2 i oK A
Hb R Bt ) P R E AR T A G R HE AR R AR R, I 5 AR G R R (R AN 2R ) e A A
K[24]. AERIAEZEENE CCB, MRS EEAEH TAMNE LI R4, AKTTRE I XA Rt.
SR, AHZRHLS SR I RSV M3 /) 2% 08 v] el o [ 4@ Ae s A s 2 Th e, MR B S
ST A BB AR B AR RE(25] BIERNETERI AL AR, (55 R TFIRAN I E[26].

4.3. HHEIERFT

T AR AH G (1 35 BE YR AH DG ADEs ] e T 516 ) LB A 31 iR A LIR30 71 2 1 24 205 A0 ELAE
o BB R ERANIERE[27], BUEA RS TR T BB R EA D ERV) RS, RN B2 (—9.7%
vs. —12.4%%H 4L, P < 0.05)F1004 H (168 vs. 242 mL/min/kg, P < 0.05), ZRAMAEKE HE G, X
NGRS 55040 — B AT 10 iR 5 5 B R (93% BEAR LL) Rl FF 4L 2% 75 8 (AUCtau 152.3 + 91.8
ng-h/mL)5 & A 2045 R A 26, SRR AR iR ) L0 5 S Bt [28]. RV 7E R JLIE3E o 1 3 S HL AL (>50%
I ot B ) (5 DG AE R BRI o) 48 Je T PRV AR ol UK . RIS 3 1) ATP #E60 1 Re ey JLRE L 24
JIE(LTCC) M4ty — WAR RRIDCAR A [27] 0l 2R R~ 56 A 308 108 P 400 161 T BB AT ke 0T st T s ik A 0
FEAVRV)EIEFFK: 2.75 vs. 3.02 cm/s?, P < 0.0 )AL A DIRE, S 0Bk &S 5k iy K 0 J5 Fer AR [29]
PO MR BN ) FAT d&E i LR E 1 e KGR, AR A G B Th e A A i ik v
NR ABAFIE R AL, Meta 73 8T S AR HSPAE BREERAE R 1 RV RORIAR 26 T8 S8 R A1 (A Y4 R -11.68
mmHg, P = 0.0003) [29], FERETK 7 WUV IS E BURME . XN FAERS. JADER. CVARD #
AR LAE K2 IR AN P 5 S 3R AL T HLHIARRE, W] RE S WL sl A5 B 00 % B IR Al 2K P 5 1 B IR A i
HAAM[27]. WGPK b, XA 7% BEAUIR A% D) e b 05 2 g e A 2R 1 Y- JEAT ) L 75 0o 20 P M 1 o0 2
P£[30].

AW TR DL R T 5 R BEIR I BRI A5 5, 7 0 I 5 0 A R 2R 5 A A AT
Bito BARG YRR MK MK IE I CCB AHEL, Al 8 b1 F ofn o 57 5 55 3 A PR, {EL LA A I A5 2800 T i
(AR AR 2 R P45 J5[31] [32]. Carnovale Z55i1R, 55 WURH 1 I B i FHRS i 3 S40E 5 AH DG ) CACNALC
LA T RS G A SR AR A R B TR LTCC ThAE[31]. R RS HF F ZEL A 4 & CaV1.2 il
T, fH 2 GuPE AR I BSOS PR A SR P RE R G A% B SR B E AR B 1, IR B R AT A AE R T AE
PR M ThEERERT[33]. BN, DI FEon I KK R 11 2R 7(ARBs) Eb I8 55k 2 4 i
B (ACED B A 5 m RS XUKE(HR = 1.07), SR % - I RE7KER - B R G(RAAS) AT 545
SR MAEE G PSS EAER[31]. BARE AR T EZ B XA A RGE(CNS)IE T, {H Dubovsky
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7K 72,

&8 %

15 PR T 20408 27 JE ST 55 LTCC F5 907 ] S LIS S 1R 15 v 38 1t f—— S MR s B M 2454 ] Read
T AR R 2 N 23 WA TE LB IR AZALHI[33]. BEAh, OxCaMS W7 7 R A, CACNAIC 151006737 Al &1
CCB [, 7~ Bl TE B R B 5, 1 % JRUG: FT A S Tl 5 A4 s 1 4o 20 30 R R (I 8 RUR BB BRI e R 48)
AR - Z5W0HH TLAE R [34]-[36]. XA J& RIK——41 & CCB 5 AR R ARG #2510 A AH SR M —— 2R I /e
BLIT J 25 R A 22 AR AT CACNALC/1D AR AEZ59)15 5 FRTE R IMER,  REE 5 RE B RS 2K
SPAE SR YR IA(AT BRI R B A — P TS SO )T AR AME[31]. SEBIENE CCB BUE AR
PR AT EEIRIR[33], RS TR 54ME LTCC WA I P4 B B, (54 5MAM G . REEY
s WA SRS U £ v B b AT LRI BIE 7

4.4. FfRME

AN FAERS. JADER. CVARD #i#fs PE IHAFAE B A R R . B RIS RGEAFAERR ., HH
el PR A T Ak FE A A UL [17] TCi BRI R (& TR & IR PG R SR HEIRT, sk = 70 B3
T PR 1) 95 R AG 370 T UEURAN 5% ADEs, B AT (bR 28 S FH AT BE DR 45 5 1o £ AR I P T TR AR
SEREE. [FIRE, EARME T AT RSB R H i A B AR R AR I A 2R R AR . X R PR G U 7 T
REPEWT R IAE R AT R B

5. &hig

AW FH FAERS. JADER. CVARD 48 [ B AE R M T ) 22 e MR AE, 8RR VIR, I AR
SR RS T . ZESRAL C AN XU ZI I RIS, R BT 7 BRIl PR 5 AR NAIE 50 H B v e B . i@ i
Al A Gt R SRR AR DS, FRATTI R B A 56 3 i 25 M T R I P o FH AN HE3E 25 ) e s Bl 22 34 T
FIH A

EL£mAB
B B ARBH#IE ST H (No. 82172574), 1LIARAE HIRRLEIE LT H (ZR2024MHO083).
SE 3k

[1] Brogden, R.N. and McTavish, D. (1995) Nifedipine Gastrointestinal Therapeutic System (GITS). A Review of Its Phar-
macodynamic and Pharmacokinetic Properties and Therapeutic Efficacy in Hypertension and Angina Pectoris. Drugs, 50,
495-512. https://doi.org/10.2165/00003495-199550030-00007

[2] Murdoch, D. and Brogden, R.N. (1991) Sustained Release Nifedipine Formulations. An Appraisal of Their Current Uses
and Prospective Roles in the Treatment of Hypertension, Ischaemic Heart Disease and Peripheral Vascular Disorders. Drugs,
41, 737-779. https://doi.org/10.2165/00003495-199141050-00006

[3] Ferrari, R., Pavasini, R., Camici, P.G., Crea, F., Danchin, N., Pinto, F., et al. (2018) Anti-Anginal Drugs-Beliefs and Evi-

dence: Systematic Review Covering 50 Years of Medical Treatment. European Heart Journal, 40, 190-194.
https://doi.org/10.1093/eurheartj/ehy504

[4] Ou, M., Zhang, F., Cui, S., Zhao, S. and Yu, Y. (2023) Oral Nifedipine May Be a Preferential Option for Treating Acute
Severe Hypertension during Pregnancy: A Meta-Analysis. Hypertension in Pregnancy, 42, Article ID: 2209637.
https://doi.org/10.1080/10641955.2023.2209637

[5] Sanusi, A.A., Leach, J., Boggess, K., Dugoff, L., Sibai, B., Lawrence, K., et al. (2024) Pregnancy Outcomes of Nifedipine
Compared with Labetalol for Oral Treatment of Mild Chronic Hypertension. Obstetrics & Gynecology, 144, 126-134.
https://doi.org/10.1097/a0g.0000000000005613

[6] Bajpai, D., Popa, C., Verma, P., Dumanski, S. and Shah, S. (2023) Evaluation and Management of Hypertensive Disorders
of Pregnancy. Kidney360, 4, 1512-1525. https://doi.org/10.34067/kid.0000000000000228

[7] Hazra, P.K. (2024) Long-Acting Nifedipine in the Management of Essential Hypertension: A Review for Cardiologists.
American Journal of Cardiovascular Disease, 14, 396-413. https://doi.org/10.62347/rpmz6407

DOI: 10.12677/acm.2025.1582191 10 I IR 2= =23t e


https://doi.org/10.12677/acm.2025.1582191
https://doi.org/10.2165/00003495-199550030-00007
https://doi.org/10.2165/00003495-199141050-00006
https://doi.org/10.1093/eurheartj/ehy504
https://doi.org/10.1080/10641955.2023.2209637
https://doi.org/10.1097/aog.0000000000005613
https://doi.org/10.34067/kid.0000000000000228
https://doi.org/10.62347/rpmz6407

SRERE, fREG8 &

[10]

(1]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

(23]

[24]

[25]

[26]

[27]

Lado, W., Wu, X., Choi, S., Dong, Y., Yang, G., Arancio, O., ef al. (2025) Synaptic Plasticity Deficits in a Mouse Model
of Timothy Syndrome: LTP Saturation and Its Pharmacological Rescue by Nifedipine. Biomedicine & Pharmacotherapy,
184, Article ID: 117896. https://doi.org/10.1016/j.biopha.2025.117896

Sakaeda, T., Tamon, A., Kadoyama, K. and Okuno, Y. (2013) Data Mining of the Public Version of the FDA Adverse
Event Reporting System. International Journal of Medical Sciences, 10, 796-803. https://doi.org/10.7150/ijms.6048

Ali, A.A., Sayed, A.K., El Sherif, L., Loutfi, G.O., Ahmed, A.M.M., Mohamed, H.B., et al. (2019) Systematic Review
and Meta-Analysis of Randomized Controlled Trials of Atosiban versus Nifedipine for Inhibition of Preterm Labor. Inter-
national Journal of Gynecology & Obstetrics, 145, 139-148. https://doi.org/10.1002/ijg0.12793

Zamani, M., Alimi, R., Arabi, S.M., Moradi, M. and Azmoude, E. (2024) Comparison of the Efficacy of Nifedipine with
Ritodrine, Nitroglycerine and Magnesium Sulfate for the Management of Preterm Labor: A Systematic Review and Meta-
Analysis. BMC Pregnancy and Childbirth, 24, Article No. 318. https://doi.org/10.1186/s12884-024-06497-w

Du, C., Park, K., Allen, C.P., Hu, X., Volkow, N.D. and Pan, Y. (2021) Ca?" Channel Blockade Reduces Cocaine’s Vaso-
constriction and Neurotoxicity in the Prefrontal Cortex. Translational Psychiatry, 11, Article No. 459.
https://doi.org/10.1038/s41398-021-01573-7

Saha, O., Melo de Farias, A.R., Pelletier, A., Siedlecki-Wullich, D., Landeira, B.S., Gadaut, J., et al. (2024) The Alzheimer’s
Disease Risk Gene BIN1 Regulates Activity-Dependent Gene Expression in Human-Induced Glutamatergic Neurons. Mo-
lecular Psychiatry, 29, 2634-2646. https://doi.org/10.1038/s41380-024-02502-y

Liu, W., Du, Q., Guo, Z., Ye, X. and Liu, J. (2023) Post-Marketing Safety Surveillance of Sacituzumab Govitecan: An
Observational, Pharmacovigilance Study Leveraging FAERS Database. Frontiers in Pharmacology, 14, Article 1283247.
https://doi.org/10.3389/fphar.2023.1283247

Okabayashi, J., Matsubayashi, K., Doi, Y., Sato, T. and Ozawa, T. (1997) Effects of Nifedipine and Enalapril on Cardiac
Autonomic Nervous Function during the Tilt Test in Elderly Patients with Hypertension. Hypertension Research, 20, 1-
6. https://doi.org/10.1291/hypres.20.1

Porchet, H.C., Loew, E., Gauthey, L. and Dayer, P. (1992) Serum Concentration-Effect Relationship of (+£)-Nicardipine
and Nifedipine in Elderly Hypertensive Patients. European Journal of Clinical Pharmacology, 43, 551-553.
https://doi.org/10.1007/b102285101

Toki, T. and Ono, S. (2018) Spontaneous Reporting on Adverse Events by Consumers in the United States: An Analysis
of the Food and Drug Administration Adverse Event Reporting System Database. Drugs—Real World Outcomes, 5,
117-128. https://doi.org/10.1007/s40801-018-0134-0

WHO Guidelines Approved by the Guidelines Review Committee (2015) WHO Recommendations on Interventions to
Improve Preterm Birth Outcomes. World Health Organization.

Halpern, D.G., Weinberg, C.R., Pinnelas, R., Mehta-Lee, S., Economy, K.E. and Valente, A.M. (2019) Use of Medication
for Cardiovascular Disease during Pregnancy. Journal of the American College of Cardiology, 73, 457-476.
https://doi.org/10.1016/j.jacc.2018.10.075

Wu, P., Green, M. and Myers, J.E. (2023) Hypertensive Disorders of Pregnancy. BMJ, 381, e071653.
https://doi.org/10.1136/bmj-2022-071653

van Winden, T., Klumper, J., Kleinrouweler, C., Tichelaar, M., Naaktgeboren, C., Nijman, T., ef al. (2020) Effects
of Tocolysis with Nifedipine or Atosiban on Child Outcome: Follow-Up of the APOSTEL III Trial. BJOG: An Interna-
tional Journal of Obstetrics & Gynaecology, 127, 1129-1137. https://doi.org/10.1111/1471-0528.16186

Llwyd, O., Fan, J. and Miiller, M. (2021) Effect of Drug Interventions on Cerebral Hemodynamics in Ischemic Stroke Patients.
Journal of Cerebral Blood Flow & Metabolism, 42, 471-485. https://doi.org/10.1177/0271678x211058261

Gasse, C. (2000) Risk of Suicide among Users of Calcium Channel Blockers: Population Based, Nested Case-Control Study.
BMJ, 320, 1251-1251. https://doi.org/10.1136/bmj.320.7244.1251

Colbourne, L. and Harrison, P.J. (2022) Brain-penetrant Calcium Channel Blockers Are Associated with a Reduced Inci-
dence of Neuropsychiatric Disorders. Molecular Psychiatry, 27, 3904-3912.
https://doi.org/10.1038/s41380-022-01615-6

Moretti, A., Gorini, A. and F. Villa, R. (2011) Pharmacotherapy and Prevention of Vascular Dementia. CNS & Neurological
Disorders—Drug Targets, 10, 370-390. https://doi.org/10.2174/187152711794653832

Molero, Y., Cipriani, A., Larsson, H., Lichtenstein, P., D’Onofrio, B.M. and Fazel, S. (2020) Associations between Statin
Use and Suicidality, Depression, Anxiety, and Seizures: A Swedish Total-Population Cohort Study. The Lancet Psychiatry,
7, 982-990. https://doi.org/10.1016/s2215-0366(20)30311-4

Alanne, L., Bhide, A., Lantto, J., Huhta, H., Kokki, M., Haapsamo, M., et al. (2021) Nifedipine Disturbs Fetal Cardiac Func-
tion during Hypoxemia in a Chronic Sheep Model at Near Term Gestation. American Journal of Obstetrics and Gynecology,
225, 544.e1-544.¢9. https://doi.org/10.1016/j.aj02.2021.04.228

DOI: 10.12677/acm.2025.1582191 11 I IR 2= =23t e


https://doi.org/10.12677/acm.2025.1582191
https://doi.org/10.1016/j.biopha.2025.117896
https://doi.org/10.7150/ijms.6048
https://doi.org/10.1002/ijgo.12793
https://doi.org/10.1186/s12884-024-06497-w
https://doi.org/10.1038/s41398-021-01573-7
https://doi.org/10.1038/s41380-024-02502-y
https://doi.org/10.3389/fphar.2023.1283247
https://doi.org/10.1291/hypres.20.1
https://doi.org/10.1007/bf02285101
https://doi.org/10.1007/s40801-018-0134-0
https://doi.org/10.1016/j.jacc.2018.10.075
https://doi.org/10.1136/bmj-2022-071653
https://doi.org/10.1111/1471-0528.16186
https://doi.org/10.1177/0271678x211058261
https://doi.org/10.1136/bmj.320.7244.1251
https://doi.org/10.1038/s41380-022-01615-6
https://doi.org/10.2174/187152711794653832
https://doi.org/10.1016/s2215-0366(20)30311-4
https://doi.org/10.1016/j.ajog.2021.04.228

SRERE, fREGd &%

(28]

[29]

[30]

[31]

[32]

[33]

[34]

[35]

[36]

[37]

Tamura, M., Murata, S., Ota, C., Tanaka, S., Arichika, H., Hakuno, D., ef al. (2023) Relationship between Prolonged Gesta-
tion and Nifedipine Pharmacokinetics in Long-Term Tocolysis. Basic & Clinical Pharmacology & Toxicology, 134,241-
249. https://doi.org/10.1111/bept.13965

Yin, J., Mei, Z., Shi, S., Du, P. and Qin, S. (2022) Nifedipine or Amlodipine? The Choice for Hypertension during Pregnancy:
A Systematic Review and Meta-Analysis. Archives of Gynecology and Obstetrics, 306, 1891-1900.
https://doi.org/10.1007/s00404-022-06504-5

Citkova, R., Johnson, M.R., Kahan, T., Brguljan, J., Williams, B., Coca, A., et al. (2019) Peripartum Management of Hy-
pertension: A Position Paper of the ESC Council on Hypertension and the European Society of Hypertension. European
Heart Journal—Cardiovascular Pharmacotherapy, 6, 384-393. https://doi.org/10.1093/ehjcvp/pvz082

Carnovale, C., Perrotta, C., Baldelli, S., Cattaneo, D., Montrasio, C., Barbieri, S.S., ef al. (2022) Antihypertensive Drugs
and Brain Function: Mechanisms Underlying Therapeutically Beneficial and Harmful Neuropsychiatric Effects. Cardiovas-
cular Research, 119, 647-667. https://doi.org/10.1093/cvr/cvacl10

Manolis, T.A., Manolis, A.A. and Manolis, A.S. (2018) Cardiovascular Safety of Psychiatric Agents: A Cautionary Tale. An-
giology, 70, 103-129. https://doi.org/10.1177/0003319718780145

Dubovsky, S.L. (2018) Applications of Calcium Channel Blockers in Psychiatry: Pharmacokinetic and Pharmacodynamic
Aspects of Treatment of Bipolar Disorder. Expert Opinion on Drug Metabolism & Toxicology, 15, 35-47.
https://doi.org/10.1080/17425255.2019.1558206

Atkinson, L.Z., Colbourne, L., Smith, A., Harmer, C.H., Nobre, A.C., Rendell, J., et al. (2019) The Oxford Study of Calcium
Channel Antagonism, Cognition, Mood Instability and Sleep (OxCaMS): Study Protocol for a Randomised Controlled,
Experimental Medicine Study. Trials, 20, Article No. 120. https://doi.org/10.1186/s13063-019-3175-0

Dam, H., Buch, J.0.D., Nielsen, A.B., Weikop, P. and Jergensen, M.B. (2022) The Association of Anxiety and Other Clin-
ical Features with CACNA1C Rs1006737 in Patients with Depression. Translational Neuroscience, 13, 320-326.
https://doi.org/10.1515/tnsci-2022-0244

Chen, M., Jiang, Q. and Zhang, L. (2022) CACNAI1C Gene Rs1006737 Polymorphism Affects Cognitive Performance
in Chinese Han Schizophrenia. Neuropsychiatric Disease and Treatment, 18, 1697-1704.
https://doi.org/10.2147/ndt.s373492

Gravel, C.A. and Douros, A. (2023) Considerations on the Use of Different Comparators in Pharmacovigilance: A Method-
ological Review. British Journal of Clinical Pharmacology, 89, 2671-2676. https://doi.org/10.1111/bep.15802

DOI: 10.12677/acm.2025.1582191 12 I IR 2= =23t e


https://doi.org/10.12677/acm.2025.1582191
https://doi.org/10.1111/bcpt.13965
https://doi.org/10.1007/s00404-022-06504-5
https://doi.org/10.1093/ehjcvp/pvz082
https://doi.org/10.1093/cvr/cvac110
https://doi.org/10.1177/0003319718780145
https://doi.org/10.1080/17425255.2019.1558206
https://doi.org/10.1186/s13063-019-3175-0
https://doi.org/10.1515/tnsci-2022-0244
https://doi.org/10.2147/ndt.s373492
https://doi.org/10.1111/bcp.15802

	与硝苯地平相关的药物不良反应：基于FAERS、JADER和CVARD数据库的药物警戒分析
	摘  要
	关键词
	The Adverse Drug Reactions of Nifedipine: A Pharmacovigilance Analysis Based on FAERS, JADER, and CVARD Databases
	Abstract
	Keywords
	1. 引言
	2. 方法
	2.1. 数据来源与预处理
	2.2. 药物标准化与不良事件分类
	2.3. 信号检测
	2.4. 统计分析

	3. 结果
	3.1. 硝苯地平相关不良事件基本信息
	3.2. 系统器官分类分析
	3.3. 首选术语分析

	4. 讨论
	4.1. 与权威处方信息的对比
	4.2. 核心发现与临床意义
	4.3. 机制探讨
	4.4. 局限性

	5. 结论
	基金项目
	参考文献

