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[ Abstract] Objective To identify the adverse drug event (ADE) signals of trofinetide
based on the FDA Adverse Event Reporting System database, and to provide reference for clinical
safe drug use. Methods Trofinetide-related ADE reports from the first quarter of 2023 to the fourth
quarter of 2025 were extracted from the FAERS database. Reports listing trofinetide as the primary
suspected drug were screened. Signal detection was performed using four disproportionality
analysis methods, followed by analyses of adverse event time-to-onset and age stratification.
Results A total of 5,314 ADE reports with trofinetide as the primary suspected drug were collected,
and 98 positive signals were detected. Diarrhea and vomiting were the labelled ADEs with the
highest reporting frequency. The top two signals with the highest reporting odds ratio values were
diaper dermatitis and drooling. Time-to-onset analysis indicated that most ADEs occurred in the

early stage of medication. Age-stratified analysis revealed highly consistent gastrointestinal risks

DOI: 10.12173/j.issnA1005—0698.202605045
AEEH x|, Bladd, MEHAE AR, Email: nanyangliuling@163.com

https://ywlxbx.whuznhmedj.com/


https://dx.doi.org/10.12173/j.issn.1005-0698.202605045

HMIRITIRE S E 2026 £ 8 AE 3555 81

881

between children aged 2~10 years and those aged 10~18 years, and cutaneous and infectious adverse events

exhibited stronger association in younger patients. Conclusion The most common ADEs associated with

trofinetide are diarrhea and vomiting, consistent with clinical trial findings. Signals such as diaper dermatitis,

drooling, and various infections are not clearly documented in the drug label and require further attention.

Gastrointestinal reactions should be closely monitored during the early stage of treatment, and attention should

be paid to cutaneous and infectious adverse events based on the age-stratified risk characteristics of children.
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Table 1. Basic information of ADE
reports related to trofinetide

FHE R (n=5314) et it (%)
PES

ECg i3 4768 89.73
Tk 213 4.01
A 333 6.27
S ()

') 9 0.17
2~10 592 11.14
10~18 410 7.72
>18 495 9.32
KA 3808 71.66
iRl

B 638 12.01
BT 30 0.56
& K i 15 0.28
FBE T 1 0.02
HoAth B AR 4630 87.13
et K

Kl 5311 99.94
Ffte 3 0.06
ARGy (4F)

2023 314 5.91
2024 2257 42.47
2025 2743 51.62
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Table 2. Top 30 ROR values for ADE of trofinetide

ADE EilaERd ROR PRR IC EBGM
JRAGYE R 72 211.82 211.28 7.30 157.40
Tt 138 52.14 51.89 5.58 47.92
FEAHRARC 349 50.16 49.55 5.52 45.92
YR DI 15 38.35 38.33 5.18 36.14
TR 299 36.93 36.55 5.11 34.55
RS R 298 26.46 26.19 4.65 25.16
&5 5233 20.79 17.11 4.06 16.68
IR RIAS 2 25 20.06 20.04 4.28 19.44
Y 10 19.92 19.91 4.27 19.32
TR 14 19.52 19.51 4.24 18.94
g 191 19.15 19.03 421 18.49
Eizh o 12 18.09 18.08 4.14 17.59
W S AR 22 18.03 18.01 4.13 17.53
i & K 370 15.35 15.16 3.89 14.82
STy 47 14.05 14.03 3.78 13.74
Sy 184 11.04 10.97 3.43 10.80
RAFA I 50 10.30 10.28 3.34 10.13
IR AR 22 10.03 10.02 3.30 9.88
WA 123 9.96 9.92 3.29 9.78
Bk 65 9.73 9.71 3.26 9.57
WARIEA TR 16 7.79 7.79 2.95 7.70
oy einiizna 13 7.30 7.30 2.85 723
HERR A 47 54 7.08 7.07 2.81 7.00
nX i 1229 6.61 6.37 2.66 6.31
HAR R 115 591 5.89 255 5.84
R 115 5.81 5.79 2.52 5.74
HEBR TR R 19 5.36 5.36 2.41 5.32
RS 11 5.20 5.20 237 5.16
2w 47 5.11 5.10 2.34 5.06
R 12 5.03 5.03 2.32 5.00
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(ROR=50.16) . # iHE 2 1 — /9 ADE MR TS
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W, MARSIKASE ADE R85 2 K S0C N B 1
RGP (n=8 341) MUY AR Y ZB (n=
1505).
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Table 3. Top 30 reported number for ADE of trofinetide

ADE e A ROR PRR IC EBGM

&5 5233 20.79 17.11 4.06 16.68

MK 1229 6.61 6.37 2.66 6.31
TRERRAL 535 4.03 3.97 1.98 3.96
ERHIR 401 3.60 3.56 1.83 3.55

W K 370 15.35 15.16 3.89 14.82
Bl 349 50.16 49.55 5.52 45.92
CAE 337 2.93 2.91 1.53 2.90

SR 299 36.93 36.55 5.11 34.55

R E R 298 26.46 26.19 4.65 25.16

JEH AT 272 3.37 3.35 1.74 3.34
WATIEERE" 245 3.43 3.41 1.76 3.39

e acwniel 191 19.15 19.03 421 18.49
Oy 184 11.04 10.97 3.43 10.80

JERK" 144 2.97 2.96 1.56 2.95

bRt 138 52.14 51.89 5.58 47.92
Sl 135 2.40 2.39 1.25 2.38

BRI i 123 9.96 9.92 3.29 9.78

ERT Y OO 115 5.91 5.89 2.55 5.84

R R 115 5.81 5.79 2.52 5.74

Hef g5 R0 96 4.13 4.12 2.04 4.10
PRAE Rz 46 72 211.82 211.28 7.30 157.40
=72 65 9.73 9.71 3.26 9.57

HEERTH IR 4" 54 7.08 7.07 2.81 7.00
KA 50 10.30 10.28 3.34 10.13

SRR AR 58 48 475 4.74 224 4.71
LR 47 14.05 14.03 378 13.74

U 47 5.11 5.10 234 5.06

A Pk A 39 2.97 2.97 1.56 2.96

IS 3 g i g 34 435 435 2.11 432

Sy EHER Y 32 3.82 3.81 1.92 3.79
e CHHEA B, A ADERE S,

4 HMIEZ=RLADE{ES it SOC o304 _W WLt
Table 4. ADE signals of trofinetide involved SOC P B —
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KRN RGP 5 277 Figure 1. Temporal distribution of ADE
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Table. 5. Stratified comparisons of high—frequency positive ADE in children aged 2~10 years and 10~18 years

SOC

ADE (f51%(, ROR)

2~10% 10~18 %
B RGP PR (52, 58.06); TMX (71, 48.30); M FEflFA%K (42, 108.44); JWEIE (773, 58.74); Mi'H <k
BAAK (62, 38.44); W< (14, 29.31); VS (41, 39.53); MK (37, 38.61); MEHK (19, 10.42); #E
(838, 22.58); MKnt (320, 6.94); JEHAIL AR (13, 8.45); MEHBANGE (33, 7.14); MKik
(42, 6.81); HEfSIZIEM (11, 6.03) (159, 4.85); HA¥R (21, 4.66)
JRY R AR YL P SEEEEE R (111, 27.43); BIE% (104, WEEMEE R (35, 19.52); IREEERGL (13, 4.94); HHR
6.39); HEBKEPEMNAR (23, 5.84); HImYL BRYE (13, 4.19); SMHE (38, 3.82); JRepdde (13,
(48, 5.67); EgEd (17, 4.95); WATMEERE  3.60); BYLMEItiZe (35, 3.47); WATHIEE (24, 2.88)
(66, 4.35); FmapiEde (31, 3.51)
R B A BR R (42, 15.70); BHOEE (71, 3.10) HEEED (26, 16.70); BHOHIE (48, 5.14); ik
(14, 3.84)
s DA (45, 4.62); KR (41, 3.73) S (23, 6.21); KHR (30, 4.32); 4N
(10, 3.55)
HRML RGP WHE (31, 25.48); BEARIEEE (20, 11.55); & Uil (24, 46.58); HEHREE (19, 13.05)
2 (19, 4.26)
FS S ia IREFEAL (76, 6.76) IR (70, 7.00)

FER B BN IR R (15, 30.29)

3 i
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YER I A5 I Y B WA N RO, SR Rk
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AR AR K T e . RTT R e K 25
ML S, RS K A M o Cosand %5 ' fff
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B, A B IS S MRS Ol S Ak
BRI AR R R AR )

A5 U BE A G () ADE 45 138
ROR {8 35 52.14, LAVENDER B9 321 4.8% (1)
LAVENDER {52 535 A Fr il R e s o i
T % . =R SR TR & RTT B 7 A
IREFREAT o PR b 3t T T B A2 I RO JUT S0 I IR
T AEARBR SN T A T 24548 3 1 2 A 5%
R T MRV o At 2 OR R R, L
S5 U T FAERS B0 2 19 LR AT B St LA
FERIRERE I B (S5, PE—UESE TIxfE 51
APE A, o RSSO R 4 0 Y 52 i B RE
AT RTT B A BRI BIR A . AR I R
R, EEIE R B IR i AR 2 R IN
(] 25 U] R FR A T TR 100, PP X A= 33 i o
NS AT

e AR o P R —AME A E S (S5 . L
U BRI R R R R, R IRG B AR 4 LEE
AR I . BN S R AT AR AR 2 ik B
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B SRR PRIRIE A I BRI Y A
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H R FH 5 IGF-1 N A SRR, & T g
Wt IGF-1 Z R ZHAER ' 16F-1 5 H Az (k4
A, R B EE 2 0 Bl A WS B A R
A HUE R AL ™, X AT RESE AR AR S PE
T8 B LS BE YA H B AR 5 0 0 A IR HL A o
B 55 NG fEME R AR R IR 2 Fe v, W RE ¢
TR R, REEERE %4,
3.4 pHAEZRKHE X ADE B & & B 18] 93

AWFGE RN, ADE By H 7 & A i ] R 21 d,
KEBor ADE RAEFEMZFH LA N, 5Yu, L
GG S Y AR R R
A IR A AR ADE & AR R HEAT T 00T, 45
PR RS 10 K A SR, RR R
1 2t XU 25 B 2 I ) AR RS T A A1 o (AR5
FEAE R L 44 Bk LR ADE & A= i [l 2,
BT AT AEAE B A AR B E B N T, XS5BT T
TR ORI S % . T LIRSSR, IHRE
IR AR LRIRY T B BO R A T D i, HHARYE
AN R AR R T B e B 1
3.5 FiRGERM

AT AR Z IRAH A R F AT T 4R
SYIZOYHT, PSS B O B B AN RN A
—5, KRS . 2~10 2R IE L 2 H K
e DRATNE R R GBIV SR, SIZF B R
LKA SR ARIR A . 23 T30 B R A2 O 5 o
HX; 10~18 % BILH w P Hia s, ks
PF B ARA D o ARG 2 AT AU R B S8 3 A 1
ORI, KRR L, e —
SRR, I R 25 R LA BLathA T W
3.6 WRERME

ARHFFEAK ] FAERS B—%f 2 IR 545
P, PR IR AT A R R fy, — e A
JE BRI T R A R AR . FAERSTEN A K
BMARS, HAHRRETFEP AL . HHESN
HIE L, fAEF0W2ssm:, Taes b Biln it
FAR A B AN T8 R s R S 25 AN 5 A ]
R, ARG TR FH N G EE 481 0 BT T VR AN RE AR
INCL /RSN R Gl O WA R 5 (1 NI
TERIR R, IeAh, RTTAS A W . (8
. BARREFRRERR, RERNRERFS
A HTI E RS HERR T RTT A< 5 14 I PR A1 LA K%
5525 b T B 2 ERAE AR G I 0, ARAThHE L

https://ywlxbx.whuznhmedj.com/



HYRITIRFZ % 2026 £ 8 HE 3555 8 H

SEA KPR A T B PR IS 25 A R g
BTy, ATBEAFAERR TR AR 17 o

i LTIk, AWFTEAA AR AR IR oE R i
B, SRTUMAS B L B 70 BT 7 2% ADE #E47
VARSI, X m R 7 AR IR 2 4
fR5ie Pra R M, TSR 45 5 il
i dR A H L, 3 2 W] B AU 21 ADE,
Sl RIS R — B IRATVERZ R . RTE 2
SRR B AT T2 I AR LB e
WER A5, HlRE R ETE. #AERIKADE 24
FF R, AR BUEILAER A R
B ARE , JEH: 2~10 2 IR % H LAF A48 A B8 KL
I RHRE RS S . el R 25 R,
PR N B3 e e 0 T 245 00300 B Pl S Bz, )
WL IR AR ML, BRI LB Mg K
AP B, R U A 22 AN R, A
BT AE A A PR 42 2

MR (HMRITRFREE) BEMMR (hups://
ywlxbx. whuznhmedj. com/future Api/storage/appendix/

202605045.pdf)

i 55 W 527 B < A P WA B TS AT AEAT AT 2 5%
[0 | B2ty IE Rl A

S 30k

1 Neul JL, Percy AK, Benke TA, et al. Trofinetide for the treatment
of Rett syndrome: a randomized phase 3 study[J]. Nat Med, 2023,
29(6): 1468-1475. DOI: 10.1038/541591-023-02398~1.

2 Petriti U, Dudman DC, Scosyrev E, et al. Global prevalence of
Rett syndrome: systematic review and Meta—analysis[J]. Syst
Rev, 2023, 12(1): 5. DOI: 10.1186/513643-023-02169-6.

3 Percy AK, Neul JL, Benke TA, et al. Trofinetide for the treatment of
Rett syndrome: results from the open—label extension LILAC study|J].
Med, 2024, 5(9): 1178-1189. DOI: 10.1016/j.med].2024.05.018.

4 Percy AK, Ananth A, Neul JL. Rett syndrome: the emerging
landscape of treatment strategies[J]. CNS Drugs, 2024, 38(11):
851-867. DOI: 10.1007/540263-024-01106-y.

5 Hudu SA, Elmigdadi F, Qtaitat AA, et al. Trofinetide for Rett
syndrome: highlights on the development and related inventions
of the first USFDA-approved treatment for rare pediatric unmet
medical need[J]. J Clin Med, 2023, 12(15): 5114. DOI: 10.3390/
jem12155114.

6  Parent H, Ferranti A, Niswender C. Trofinetide: a pioneering
treatment for Rett syndrome[J]. Trends Pharmacol Sci, 2023,
44(10): 740-741. DOL: 10.1016/j.1ips.2023.06.008.

7  ZouF, Cui Z, Lou S, et al. Adverse drug events associated with

https://ywlxbx.whuznhmedj.com/

10

11

12

14

15

16

18

19

887

linezolid administration: a real-world pharmacovigilance study from
2004 to 2023 using the FAERS database[J]. Front Pharmacol, 2024,
15: 1338902. DOI: 10.3389/fphar.2024.1338902.

Yu X, Zhong J, Lin Z, et al. Post—marketing safety concerns with
trofinetide: a disproportionality analysis of the first therapeutic agent
for Rett syndrome based on the FDA Adverse Event Reporting
System (FAERS)[J]. Front Pharmacol, 2026, 17: 1643906. DOI:
10.3389/fphar.2026.1643906.

Lopes AG, Loganathan SK, Caliaperumal J. Rett syndrome and
the role of MECP2: signaling to clinical trials[J]. Brain Sci, 2024,
14(2): 120. DOI: 10.3390/brainsci14020120.

Percy AK, Ryther R, Marsh ED, et al. Results from the phase 2/3
DAFFODIL study of trofinetide in girls aged 2—4 years with Rett
syndrome[J]. Med, 2025, 6(6): 100608. DOIL: 10.1016/j. medj.
2025.100608.

Motil KJ, Beisang A, Smith—Hicks C, et al. Recommendations for
the management of gastrointestinal comorbidities with or without
trofinetide use in Rett syndrome[J]. Expert Rev Gastroenterol
Hepatol, 2024, 18(6): 227-237. DOIL: 10.1080/17474124.2024.
2368014.

Saraiva A, Carrascosa C, Raheem D, et al. Maltitol: analytical
determination methods, applications in the food industry,
metabolism and health impacts[J]. Int J Environ Res Public
Health, 2020, 17(14): 5227. DOI: 10.3390/ijerph17145227.
Gorgojo—Martinez JJ, Mezquita—Raya P, Carretero—Gomez J, et
al. Clinical recommendations to manage gastrointestinal adverse
events in patients treated with GLP-1 receptor agonists: a
multidisciplinary expert consensus[J]. J Clin Med, 2022, 12(1):
145. DOI: 10.3390/jem12010145.

Moore R, Poulsen J, Reardon L, et al. Managing gastrointestinal
symptoms resulting from treatment with trofinetide for Rett
syndrome: caregiver and nurse perspectives[J]. Adv Ther, 2024,
41(4): 1305-1317. DOI: 10.1007/512325-024-02782-4.
Camillo L, Pozzi M, Bernardo P, et al. Profile of trofinetide in the
treatment of Rett syndrome: design, development and potential
place in therapy[J]. Drug Des Devel Ther, 2024, 18: 5023-5040.
DOI: 10.2147/DDDT.S383133.

Cosand L, Mayman H, Downs J, et al. Real-world benefits and
tolerability of trofinetide for the treatment of Rett syndrome: the
LOTUS study[J]. Dev Med Child Neurol, 2026, 68(3): 407-417.
DOI: 10.1111/dmen.16482.

Darwish M, Youakim JM, Harlick J, et al. A phase 1, open—label
study to evaluate the effects of food and evening dosing on the
pharmacokinetics of oral trofinetide in healthy adult subjects[J].
Clin Drug Investig, 2022, 42(6): 513-524. DOI: 10.1007/540261—
022-01156-4.

Li J, Zhang Z, Yan T. Safety profiles of trofinetide in pediatric Rett
syndrome population: a real-world postmarketing pharmacovigilance
analysis[J]. Clin Ther, 2025, 47(10): 859-866. DOI: 10.1016/j.
clinthera.2025.07.022.

Griffiths CD, Bilawchuk LM, McDonough JE, et al. IGFIR is an
entry receptor for respiratory syncytial virus[J]. Nature, 2020,
583(7817): 615-619. DOI: 10.1038/s41586-020-2369-7.

e H . 2026 4E 05 A 12 H &REIH: 2026 45 07 H 06 H
ALY ZELERE o


https://pubmed.ncbi.nlm.nih.gov/38391695/
https://pubmed.ncbi.nlm.nih.gov/38434706/
https://pubmed.ncbi.nlm.nih.gov/41613782/
https://pubmed.ncbi.nlm.nih.gov/38378975/
https://pubmed.ncbi.nlm.nih.gov/32494007/
https://pubmed.ncbi.nlm.nih.gov/37460385/
https://pubmed.ncbi.nlm.nih.gov/37568516/
https://pubmed.ncbi.nlm.nih.gov/35622206/
https://pubmed.ncbi.nlm.nih.gov/40849266/
https://pubmed.ncbi.nlm.nih.gov/38869952/
https://pubmed.ncbi.nlm.nih.gov/40936177/
https://pubmed.ncbi.nlm.nih.gov/32698373/
https://pubmed.ncbi.nlm.nih.gov/39525048/
https://pubmed.ncbi.nlm.nih.gov/36614945/
https://pubmed.ncbi.nlm.nih.gov/37291210/
https://pubmed.ncbi.nlm.nih.gov/36642718/
https://pubmed.ncbi.nlm.nih.gov/38917793/
https://pubmed.ncbi.nlm.nih.gov/39251501/
https://ywlxbx.whuznhmedj.com/futureApi/storage/appendix/202605045.pdf
https://pubmed.ncbi.nlm.nih.gov/40043705/

