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Real-world study of adverse event of risdiplam based on the Public

Data Open Project of the US Food and Drug Administration

LI Bo, ZHANG Ke, SUN Xuan, LI Zheng-xiang
( Department of Pharmacy, Tianjin Medical University General Hospital, Tianjin 300052, China)

[ Abstract] Objective: To explore the adverse reactions of risdiplam based on Public Data Open Project of
the US Food and Drug Administration( OpenFDA )in order to provide reference for clinical drug safety. Methods:
The relevant data of risdiplam were searched and extracted from the OpenFDA database from August 7, 2020 to
May 31, 2022. And the report odds ratio (ROR) and proportional report odds ratio (PRR) were applied for signal
detection. Results: A total of 844 adverse event ( ADE) reports with risdiplam as a primary suspicious drug were
retrieved,, and 68 adverse drug reactions ( ADR) risk signals were detected, including positional vertigo, decreased
oxygen saturation, tachycardia, and accelerated heart rate, which were not labeled in package insert. Top 5 ADE
reports were product storage errors, gastrointestinal dysfunction, muscle weakness, diarrhea and weakness. Top 5
ADES in signal strength included diaper dermatitis, positional vertigo, respiratory tract infection virus, product

temperature drift, and skin contact exposure. Conclusion: It is helpful to use real-world data for assessing the
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potential adverse reactions of risdiplam, suggesting clinicians to monitor specific adverse events and conduct further

drug safety evaluations. The signal strength of positional vertigo is high and is not mentioned in the instruction

manual, thus it is necessary for clinicians to pay close attention.

[ Key words |

mining

6 LZE 45 4 (spinal muscular atrophy , SMA)
S G (AR B R AL B B8 T, DL B
1 40 AR IR+ 328 3 A 28 R AR R g R AR I R 3R
B AT YENLIC S RIS 4 Bl e 15 O
SMA & W RETCIEATAE AL AF I, £L 2 3R K R I
L, PRI JUL TG ) 5 B0 AT 1 I S B T AR T, 45 AR
HRFBEN R TR EMAE T i, SMA T
2018 4F 5 e A FR I (2 —HE 5= D H 3¢ ) b, 0L
TEZ W IR YT b1 I 5 I R B AR R 2 TRIT 2
Py ik = LA K 5878 FRBE 28 0% S 1A R A5 1 2 IR XE S Pk
0o 1% A T RO AL 18 3 e AT I T 1
(survival motor neuron 1,SMN1 ) %t [ Py 28 7% i Bk 2
BT RE 3 2 M 5 B W) A AF AB B M & JT ((survival
motor neuron,SMN) & [ A o M4 & 9 B 1] Al
Il PR 3 J& , SMA W] 43Oy 4 AL, H ™ 8RR BE 0 AT 1
3K B 1 e Kz 3 B BE & A A [, 4 A 0id BA
N6 B s sh M & 01715 I 2 (survival motor neuron
2, SMN2) Ji X 8 DK, 5 1l R 3% PR AN S AH G . %
ok 2 R A A R 4l LIRS 0 SO SO Y o L 22
WL, HORT ST O AN Y e 4, 2
FDA J BRI EMA dE4it ffE T 3 Flif y7 SMA (1 24
W oy R AR EG T U IR A AR AR 2, Hr
I 245 2% /) OF K 6 A E A 2208 e Bk IR T
SMA {4 [ ik 25 9, 7 2020 4 8 A 7 H k15 % [
FDA Sitif 12715, 2021 4F 6 A 15 F Py L1l JH T3
57 =2 A SMA B FRE SMA B E AL TR
MIRIT R ",

FIEFh 224 RNA BT A ), 115 BE £ 3E /)N
JrF SMN2 j A 2 K M I RE 1R 4K H AT A mRNA, &
AE f% 27 325 1ML % B B 0 23 Al T v AR Ah ]l 2 4R s
S PRSI E B SMN E H K-k 38 B35 97 SMA
P " T 2 A A B L 1 SMA .
LA AR E A SMA TR S E 259, LA 1R %
VOO HICHY R0 B 2 24, R T 2ok A b AR X B 22 4 R
FEC X R, U L R A TR P B

risdiplam ; adverse event; US Food and Drug Administration Public Data Open Project; data

AR E A TSRS, S
BE AR B . A WESE AR A B b 22 g 4
Tt 22 Atk R 25 P EAT PG R 4 1 B R R
FIEl b 22 Ay Rk LB S IRE IR T 24 MR
R E N b (o NI=d AR | Rk { =
T A2 R 6k KU S A A R 2021 4R 6 %
G e b, R AT DL SE R TR SR YT L I AT e
SIEWLIE N SMA ME— 3677 25 40 385 75 IS A B I6 7 9
&SRR MEAL S It EZ R EXERR AR, H
T A E Fb 22 R T 5 W 25, 25 W B0 18 T 3 A
XA A 2 5l R IR 5 9 RO [ i A5 X g
SERTTREAAAE — & Jmy BR M, I e X 7 3 — 25 B 58
RIS 22 KW A R N R E L A B
J5 B 24 5 PE A b, X T 2 A 4 S KR DL K g
245 790 i e 30 5 AR I8 A D e

2 I Fr 2 B B R 2 SR B T i H
(OpenFDA) T 2014 42 6 H 2 HIEZ S 3h, I 5645
PeIFHC T 25 WA R A4l 2248 (FDA adverse event
reporting system , FAERS) R NS S OpenFDA %§
P 2 0 FAERS Bodl 2 b Al w] 4h 22 BT R B0A R
JeE LR A, DU O I R e 3 228 Ml (e 0t 25 9)
A PR o

BRI A E

1 HiFEkiE

% 5% OpenFDA F & (https://open. fda. gov/) ,
T B 38 H 44 FTE b 44 “ risdiplam + evrysdi” #6522 2020
F-8 AT H (MEFh=7E3EE Erwf ) 2 2022 4F
5 H 31 H A E]E 2 0RBE AR 259 9 A R b 22 R
P E s Bl , BRI BOR BR A R UL B 1. 48
Ja KRR B 25 ) A BSR4 R 3 IR IR P B 2
FHTE 1) i) (Med-DRA ) HkH X R B9 1 16 R 48 4
('system organ classification, SOC) Fl 1 1% K 1 ( pre-
ferred term,PT) #4743,

1483 Cyj
PEHARG 2023 F55 32 555 14 1 ‘



Chinese Journal of New Drugs 2023,32(14)

OpenFDA
https: //open fda.gov/

drug API endpoints ]

IRAGHES N BRAE I ] - B 25 44
receivedate:[20200807+TO+20220531]+AND+pati
ent.drug.medicinalprodct:(risdiplam-+evrysdi)

l

[ BB TR R T BAERZ ]

Bl 5 AER

(pateint.pateintonsetage)
adverse event exp_lore the_API with
an interactive chart

LTSRN, MBHITEH MM R B R

base endpoint+?+search=field: term

example API queries T E AR
https:/fapi.fda.gov/drug/event.json?search=receivedate:[20200807+T0O+20220531]+AND+patie

nt.drug.medicinalproduct:(risdiplam+evrysdi)&count=patiengt. patientonsetage

1 Bl R 2k &

2 ESKNEE
LTI YA 245 it XURS A M 1) D7 3 o b
28 M1 SRy LOAE A 1 3207 VR AR S PR 25 )R R
I ARl 2 B o AR SO TR RS 22 1R
KT R IS FUAE HE (ROR) 325 R HG 49141 4 o
(PRR) £ 2 AN RS IAURS: 155 460 0 07 92 , T LU fH
SRATI R U RE (WA 1) ] ROR e H: 95%
EIX IE_LI(confldence interval , CT) 1 PRR 2 H: * i 2k
i KB £5 5. ROR = AD/BC; ROR 5 95% CI =

oM(ROR) =196 /}T+%+%+%;PRR —A(C+D)/C(A+B);

1 1

PRR {4 95% CI = o (PRR) =1.96 %+m+7+ﬁ; Xz _

(a+b+c+d)(ad-be)’
(a+b)(c+d)(a+c)(b+d)°

Fx 1 ARAF SRR
mg L SRR ait
ERURITESS E NI
FlEFh 2 A B A+B
HoAb 2 C D C+D
&t A+C B+D A+B+C+D

ROR J¢ PRR {8 (¥ K /N5 265 45 (9 R B 3 42 56 Tk
P R 555 R G, (BB R S IC M i, i 2z, R /N G K
PEBRSS o oAb, PR G I e R A 0 R R XU
T IR E S 25 YR B3 0 4 B IR A G,
AR A BUOAR D o ) 2 ROR B AR . AR 90 [ N
HNEL K F ST SE T A BRI XURG: 155 1 A )
'O RRFLHRESHE >3, @ ROR 9 95% CI
TBR >1 8 PRR=2 H x* =4, iifi & L& & 3275 F)

@7‘ 1484
PEHAIARGT

2023 FEE32 H5F 14 8

AN 2% 5 B S 2 TR K B
% R

1 AREGRENERBER

K22 47,2020 4F 8 H 7 H—2022 4£ 5 H 31
H2E[E FDA L 3] 2 412 390 3 A R 5 40 e 4,
T DAR R 22 0 B 2 PR BE 25 W (AN B RN 4 4
5844 fy, i RSB E M 0.035% . A LT E
2020 4EJEE, M AL FD 22 B9 B FH RS B0 132 4y,
Hor ™ E N RS 35 752021 AF LRSI AR F
PR 589 My, 41 & ™ AN R iR 218 f5y52022 4
#ES A 31 Bt AR 123 4y, K ™A
K Fi1F 58 o

FIEVFD 22 A RS 6 A (5 B I 3% 2, HEBR
108 73 $i2 45 A 1 B B 3 Mk A0, ok e iR B o &
PEZ T 55 1k A RR A 0 AR A0 AT (AR I R 0 BR
SN EBEEF T 18 B U FME T, LA 177
(20.97% ) ; i 4t 5 e N B3 WP 43 B 285 51 Ok B 5k
B Lol N 1 1 538 13 (63.74% ) (= Ui 196 {5
(23.22% ) HAb A& Lol A 51 76 13 (9.00% ) . 24
Ui 34 ) (4.03% ) s 45 SR A CRENE BRI , %
7 b T A E AR

T2 MRS A RO i LA D

i H /1y HAr /%
P51
% 306 36.26
7 430 50.95
R 108 12.8




Chinese Journal of New Drugs 2023,32(14)

Zk2 2 RRESKULER
5 H o/ 1 [ A3 /% HRAE BT} 5 75 3 v < 27 T A 7 8 2% A < AR 4 4K

it >3 H ROR /) 95% CI FF >1 5 PRR=2 H )’ =4

e v o BV A B SRR f 5, 365 3K 78RR £ 68

36 ~60 % 79 9.36 A 05 K dle 4 844 iy o e B A B B T HE A T

605”5 i 13 TE 1 HE 44 1T 10 A7 59 F &) b 22 A0 R R R 23 il
o - s ENTEEN TN P W e N N TP

S A B A 538 63.74 J1 B e AL R AONE A B,

P i 196 23.22 RS WK e A d v Ol 86 A, LUK J2: K 55 Ol 47 i),

A Zj s SUACHCR A L 0 R £ 5 JE W A 315
SR 5 (4 ) ], o5 BT RURS A5 5 1 4 B i 1 37.32% , ¥ I

I 709 84 ARG A S0 0 A B PR B 4 2 AL A il

o N " T 3 G T R e S A2 2 IR o

- 0 s TR HE 44 0T 10 30 10 A5 BL S 04 o 0 75 8 R

S 5 79 9.36 fir, AR IR 3,

x 3 MAEBCEAET 10 ALAFE] S 22 A OGN R FAF
PT S0C iRl PRR (x*) ROR (95% CI)

7 AT A AR 4 By PR I 45 24 8 L 4% b 2L 24 12.52(243.384) 12.894(8.585,19.365)

I 2 R L I EER 22 8.716(143.043) 8.945(5.853,13.671)

WL TE H1 4 By VI B 4 25 AN 45 o s g 23 6.412(100.151) 6.58(4.345,9.966)

s =N ER RIS 86 4.543(239.997) 4.993(3.989,6.249)

1 55 L Bp PR P M 4 25 3 0 4% i % 47 4.132(110.075) 4.337(3.229,5.827)

L3 A i 1 F G 21 4.076(46.02) 4.163(2.698,6.424)

s I 7 e 21 3.438(34.176) 3.507(2.273,5.412)

Jiti 45 e e A e 28 3.098(38.143) 3.177(2.178 ,4.634)

IR 1 % G5 20 3.077(26.222) 3.133(2.009,4.885)

R 2 B PRI K 4y 25 80 L 4% i B2 L 23 2.287(15.591) 2.327(1.536,3.523)

X IR 1555 00 225 SR 396 47 437 , HE 44 BT 50 3%
BEPE XU A5 5 BT 6 M R e 3L 8 AN K.
i 22 LTI A B M G S 2 2 5L 4 o 2 T SR e
FARZE OIS E BN IR B 0 PR R B A L
A A 2 55 0 2H OB 45 20 20 R G I IR
B TGN, (H RS S 1E % RG0S B h 7 E 2
S HARILFE 4, A B VRS B 4 25 30 5 45 i R R i
BB 22, 3 177 {9 A4 7= it i 38 S I L B
ok B A T 5 HELEA P S TE AR R L i A R RV
YHERE 7 e A 6 R T 2 R R RN
i A 7 R B B 15 3 Bh T B RS 7 A
SR IR B T 20 0 R | O R S L
TRTE 1 AT R AR B 0 B 59 4, P
L T A [ FE 0 % 5 (i K (PRR = 60. 054, x° =

119. 609 ; ROR = 60.286,95% CI:19.349 ~ 187.836) ;
HWK N E W & 505 1 ) B3t 149 ], 43 45 26 18 55
WOHBREEAL H W ETE E A E KA, H
T3S 5% 1 {5 5 6 5 K (PRR = 18.636, ) =
50. 228 ;ROR =18.729,95% CI.7. 006 ~ 50. 066 ) ; &
e Moz 78 45 73 ), 4145 W IR G Ek G 7 O EE R
Jifi 5¢ B I8 SEAE R G R SR T I
SRR IR R Y | IR TE R R R I e R
BEIT A& W AR 58 (PR B RS , b I I 2R 558 R % g
14 5 K (PRR = 61.879, y’ = 123.375; ROR =
62.119,95% CI:19. 936 ~ 193.562) ;0> [JF #5 B 9 i 4t
3151, A4 o By ek RO SRR 5 5 U B A PR AR B 9%
o i 14 ) B AR B A5 A B DR ORI B DRAE 5 7R 2% S5 A
GRGER T B EES RN EEH (PRR =

1485 Cyj
PEHARG 2023 F55 32 555 14 1 ‘



Chinese Journal of New Drugs 2023,32(14)
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F 4 FIAEFh = BAKR) ADE {55 K0 45 R
PT PT 1 3¢ SoC ﬁﬁjﬁ ROR(95% CI) PRR ()
dermatitis diaper TR A B e e B R AL 3 138.171(44.196,431.962) 137.632(278.778)
verligo positional for - % K2 RGP 6 131.02(58.441,293.737)  129.999(638.052)
respiratory tract infection viral MR R G RRE R RRR 3 62.119(19.936,193.562)  61.879(123.375)
product temperature excursion issue = 5 IR EETERS ) 4 Bk T 2 2 4 45 R S 3 60.286(19.349,187.836)  60.054(119.609)
exposure via skin contact B k32 fik % % G B VR B 2 235 A 45 Bl B 6 57.317(25.623,128.211)  56.874(274.67)
intercepted product storage error SRR LAERRAE IR A B MR S A 2 A Bl R N 5 54.152(22.434,130.718)  53.804(208.154)
product container issue 7 i 75 28 ) 1 S B R LA MY 13 45.35(26.185,78.542) 44.595(509.724)
pneumonia viral 9o 2 P fil S e 3 42.523(13.658,132.387)  42.36(83.053)
mechanical ventilation HLAEE R LA ES N )& N T 3 42.291(13.584,131.665)  42.129(82.576)
gastrointestinal inflammation i 48 TR I A5 4 27.177(10.163,72.674)  27.04(75.813)
product leakage 7 i 1k L B P B 4 2 A 4 i R 3 24.949(8.02,77.615) 24.855(46.818)
product preparation issue 7= i 4 ) G LY PRI T 4 B A 4 R I 3 24.293(7.809,75.573) 24.202(45.465)
intercepted medication error W2 L B B A 2 3 A 4 i R 6 22.216(9.942,49.641) 22.049(100.3)
respiratory syncytial virus infection W W 38 45 LG TR I e ke S 15 e 4 20.88(7.81,55.822) 20.776(56.741)
abnormal faeces S YR 4 18.729(7.006,50. 066) 18.636(50.228)
ligament sprain IR 24 L PR B 4 4 2 U e 3 13.755(4. 424 ,42.769) 13.705(23.751)
energy increased A BN G B MG B oy 2 0 A0 4% B S R 3 13.687(4.402,42.558) 13.637(23.611)
pneumothorax 59} W0 2R 45 i) B O I 3 6 13.157(5.89,29.39) 13.061(55.287)
product storage error P A A 1 L G RA LA 24 12.894(8.585,19.365) 12.52(243.384)
product dose omission in error PR R AR 4 e R 2 2 4% R 3 12.68(4.078,39.427) 12.635(21.544)
motor dysfunction iz 2 ) ik 1 S B PR T R 4 25 A5 45 b RN 4 12.255(4.586,32.753) 12.196(30.663)
product packaging quantity issue PERALBEROR I 4 b T 2 2 A 45 R N 3 10.59(3.406,32.924) 10.552(17.26)
menstrual disorder RN | G B VR T 4 2435 A 45 ol B 3 10.564(3.398,32.844) 10.527(17.207)
gastrointestinal disorder = i I fig 25 L H I RGP 22 8.945(5.853,13.671) 8.716(143.043)
lower respiratory tract infection T I 3 e S e 9 7.87(4.078,15.187) 7.789(46.725)
respiratory tract infection W1 2R 5 e e T e 5 7.375(3.06,17.774) 7.333(21.387)
increased appetite s G Bk e 5 T Y 2 AN 45 e S 4 7.324(2.741,19.569) 7.291(15.878)
respiratory disorder IV W %5 i LA ES N &N T 7 7.286(3.461,15.339) 7.229(31.62)
paraesthesia oral I R 5% G B VB I 4 2 AL 45 B R L 3 6.639(2.136,20.636) 6.617(9.239)
muscular weakness WLATE ) 4 L MR B 4 25 0 8 4% i S g 23 6.58(4.345,9.966) 6.412(100.151)
upper respiratory tract infection I R R (2 8 6.393(3.185,12.832) 6.336(30.849)
gastritis M 4% Y T (7 e 5 6.309(2.618,15.205) 6.274(17.218)
nephrolithiasis B gk B HE B 0 R 7 G0 9% 95 8 6.184(3.081,12.412) 6.129(29.438)
muscle twitching N 2 UL PR B T 2 4 2 U e 5 5.948(2.468,14.335) 5.916(15.814)
gastric disorder =Fs YR 9 5.761(2.986,11.117) 5.705(30.426)
proteinuria R =Y TE R 3 5.402(1.738,16.792) 5.385(6.778)
tachycardia NSz Eug: | NI 15 5.318(3.19,8.868) 5.234(47.383)
heart rate increased IREY I E7 o W48 B R 16 5.236(3.191,8.592) 5.147(49.575)
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4 % 4
PT PT 3¢ i ROR(95% CI) PRR (y*)
/A

liver function test increased T fiE # A T L3 3 5.145(1.655,15.991) 5.129(6.272)
diarrhoea RG] SR 3 86 4.993(3.989,6.249) 4.543(239.997)
oxygen saturation decreased I 40 A6 R T KR 6 4.993(2.236,11.151) 4.962(15.243)
dysphagia i W R G LM R B o 2 0 0 4% i L BT 14 4.532(2.671,7.691) 4.468(34.421)
ill-defined disorder TN I T 6 T G B M R B oy 2 0 00 4% P L BT 7 4.381(2.081,9.223) 4.35(14.892)
asthenia ] L VR R 2 AR N 47 4.337(3.229,5.827) 4.132(110.075)
COVID-19 FRAETRIN ok 1 S 3 A 11 4.327(2.385,7.847) 4.279(24.529)
abdominal discomfort i R 3 L ESR A 21 4.163(2.698,6.424) 4.076(46.02)
pneumonia aspiration % A fi 56 R J (=2 Y 3 4.081(1.313,12.683) 4.068(4.216)
chromaturia R AE 5 B s PR 7 G5 90 0 3 4.017(1.292,12.484) 4.005(4.095)
urinary tract infection PR 6 I e SR S {2 18 3.975(2.490,6.345) 3.905(36.258)
flatulence k=, L ESR 7 3.973(1.887,8.363) 3.946(12.614)
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