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Signal Mining of Adverse Drug Events Induced by Trofinetide in the Treatment of Patients

with Rett Syndrome Under 18 Years Old Based on the FAERS
LIN Xiaofang ,ZHANG Lin,RAN Jie®
(The First Affiliated Hospital of Army Medical University ,Chongqing 400038, China)

Abstract: Objective To mine the drug adverse event (ADE) signals of trofinetide in the treatment of patients with Rett syndrome
(RTT) under 18 years old,and to provide a reference for the clinical rational and safe use of trofinetide. Methods ADE reports
related to trofinetide in the treatment of patients with RTT under 18 years old from the first quarter of 2023 to the first quarter of
2025 in the US Food and Drug Administration Adverse Event Reporting System (FAERS) were retrieved,and they were classified
and described according to the preferred term (PT) and system organ classification (SOC) in the Medical Dictionary for
Regulatory Activities 27.0 (MedDRA 27.0). The Reporting Odds Ratio (ROR) method, the Medicines and Healthcare Products
Regulatory Agency (MHRA) method,the Bayesian Confidence Propagation Neural Network (BCPNN) method,and the Multi - Item
Gamma Poisson Shrinker (MGPS) method were used for signal mining and analysis. The subgroup analysis was conducted based on
gender, age, and dose of trofinetide. The combination medication, comorbidities, and timing of the ADE ccurrence were analyzed.
Results A total of 849 ADE reports were screened with trofinetide as the primary suspected (PS) drug. Among them,the patients
were mainly female (95.17%),the patients’ ages were mostly concentrated in the range of 5 — 12 years old (50.77%),the ADEs
were mainly reported in 2024 (76.44%) ,all reports originated from the United States of America (USA,100.00%) ,the majority of
reporters were consumers (97.17%),the primary clinical outcome of severe ADEs was hospitalization (21.91%). A total of 3 682 cases
of ADEs were identified, involving 11 SOCs and 132 PTs. Among the ADE positive signals,the top three SOCs reported cases were
gastrointestinal disorders (741 cases) , various injury, poisoning and procedural complications (612 cases) , and infectious and

infestations (441 cases);the top three PTs in terms of signal intensity were faeces soft (ROR = 248.91),developmental regression
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(ROR = 245.88)

drooling, pulmonary congestion, dyskinesia, infectious aspiration pneumonia, and insomnia. The subgroup analysis results showed that

, and breath holding (ROR = 174.97). Five new adverse drug reactions (ADRs) were identified, including

diarrhea was most frequently reported at the age of 5 — 12,the types of ADEs in female patients were more than that in male
patients, and the incidence of ADEs in the mental system was higher in patients with high — dose trofinetide (60 mL). Trofinetide
was often used in combination with antiepileptic, anxiolytic, and analgesic — antipyretic drugs. Patients treated with trofinetide
frequently have comorbid conditions involving various neurological , gastrointestinal, and psychiatric disorders. The median onset time
of trimethoprim - related ADE was 6 d, and most of them occurred within 30 d after drug administration. Conclusion Close

monitoring is required when using trofinetide to treat patients with RTT under 18 years old in clinical practice, particularly during

the initial phase of treatment and when high doses are administered. While monitoring for known ADRs, close attention should be

paid to new suspected signals,and appropriate interventions should be implemented to ensure the patients’ medication safety.

Key words:trofinetide; Rett Syndrome;adverse drug event; FAERS;children;medication safety
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Tab.2 Calculation formulas and judgment criteria of four methods
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Tab.3 Basic information of ADE reports related to trofinetide
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so the total number of outcome events exceeds the number of patients.
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Fig.1 The number of signals reported in ADE reports related to trofinetide identified by four methods

R4 2023 FF 2025 FH ISR ADEESHISOC %
Tab.4 SOC distribution of ADE signals related to trofinetide from 2023 to 2025

A sOC ADE 44 # (4] % ) ROR(95%CI) PRR()*4) 1C(ICyys) EBGM(EBGM,;)
1 BMERER 741 48.71(39.78,59.65)" 7.07(4225.97)" 2.76(2.64)" 6.79(5.73)"
2 BEH P EABREAE 612 3.22(2.77,3.75)" 1.62(259.98) 0. 69(0. 56)" 1.61(1.42)
3 BRPRAGHEEER 441 7.16(6.25,8.20)"  3.96(1097.41)"  1.95(1.80)" 3.88(3.47)
4 BRI ALGFEEA R 361 1.50(1.31,1.72)"  1.29(33.90) 0.36(0.18)" 1.28(1.14)
5 BEMWZRGER 339 4.66(4.06,5.35)" 3.20(574.30)° 1.65(1.47)" 3.15(2.81)°
6 HAtimE 236 3.43(2.95,3.99)" 2.75(288.26)" 1.44(1.22)" 2.72(2.40)
7T RBEERERR 180 5.47(4.63,6.46)"  4.52(503.12)° 2.13(1.88)" 4.42(3.84)
8 BEhE 177 2.54(2.15,3.00)" 2.22(128.79)° 1.13(0. 88)" 2.20(1.91)
9 vFR AL ARG R 160 2.39(2.01,2.84)"  2.13(103.78)° 1.07(0.81)" 2.11(1.83)
10 BMFRAET BN 125 7.00(5.77,8.50)" 6.12(526.94)" 2.54(2.24)" 5.91(5.03)
11 ABRAEETARERR 77 0.57(0.45,0.71) 0.60(23.29) -0.72(-1.10)  0.61(0.50)
12 #HARE 53 6.82(5.14,9.06)"  6.46(236.62)° 2.57(2.11)" 6.23(4.91)"
13 BAPILR B B4 % Rk 51 1.23(0.93,1. 64) 1.22(2.12) 0.28(-0.18) 1.22(0.96)
14 Bk ARGER 26 0. 84(0. 56,1.24) 0. 84(0. 81) -0.25(-0.90)  0.84(0.61)
15 ZsiEH 25 0.21(0. 14,0.31) 0.23(72.54) -2.08(-2.75)  0.23(0.17)
16 BAEBL R A AR R 15 0. 63(0.38,1.05) 0.63(3.24) -0.64(-1.51)  0.64(0.41)
17 WBEERR 14 0.40(0. 24,0. 69) 0.41(12.05) -1.24(-2.14)  0.42(0.27)
18 ZFh e R MRk RE R 12 0. 88(0.50,1.56) 0. 88(0.19) -0.17(-1.15)  0.88(0.55)
19 mELHHREFTEER 11 0.27(0.15,0.49) 0.28(21.57) -1.79(-2.82)  0.28(0.17)
20 SREEEER 8 0.28(0. 14,0. 56) 0.28(14.88) -1.75(-2.96)  0.29(0.16)
21 FREERER 7 1.47(0.70,3. 10) 1.46(1.03) 0.50(-0.80)  1.46(0.78)
22 R AGEILRE S 6 0.53(0.24,1.19) 0.53(2.46) -0.85(-2.26)  0.54(0.27)
23 hRAME AGER 3 0.06(0.02,0.17) 0.06(47.74) -3.86(-5.93)  0.06(0.02)
24 AL ERGER 2 0.26(0.07,1.06) 0.27(4.08) -1.67(-4.27)  0.27(0.08)

ERA AT S

Note:* refers to a positive signal.

FRE KRBT R 6 d, 2 70% B ADE R AETEHZ5)530d 38 9. Weibull 234 20 B 45 5 5o, il JE 43 A ¢ ADE
W o ANTRIPED AR B E N RS REAR —F W B 0.48 (0.44,0.51) < 1, 3 W fh 3k 43 Bk AH 22
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x5 2023FF2025FHIEFAEX ADEESEEHZHT 60 19 PT
Tab.5 Risk signals of the top 60 ADEs related to trofinetide in terms of signal intensity from 2023 to 2025
B soc PT ADE R4 (4 %) ROR(95%CI) PRR(*1£) IC(IC,,,)  EBGM(EBGM,,)
1 BhA%km Bk 79 248.91(173.81,356.46)  225.84(6944.68)  5.84(5.47)  89.21(66.05)
) AHURRELHFEEMLE  KFHHEIE 10 245.88(89.16,678.06)  242.99(903. 85) 4.11(3.03)  91.75(39.26)
3 HitRE B4 13 174.97(78.16,391.68)  172.30(1014.95)  4.35(3.41)  79.51(40.51)
4 BhAGER 5 628 157.40(134.26,184.53)  41.71(19852.94)  4.99(4.86)  32.66(28.59)
5 HibmE BT 20 119.43(66.07,215.86)  116.64(1274.29)  4.67(3.92)  65.24(39.76)
6 BWALRA TR 86 116.15(87.27,154.59)  104.49(5143.25)  5.51(5.15)  61.28(48.24)
T BWAGER W B Al 80 96.72(72.64,128.77)  87.70(4288.69)  5.37(5.00)  55.13(43.39)
8 AEMZAGAR ik 43 91.66(62.43,134.58)  87.07(2292.71)  5.08(4.58)  54.89(39.80)
9 KRAKTAREER AR £ 20 90.47(51.70,158.32)  88.36(1076.03)  4.57(3.82)  55.39(34.68)
10 BhAGER R 9 82.88(36.52,188.08)  82.01(461.02)  3.83(2.69) 52.85(26.62)
11 BERRELER FELE WL 123 69.97(56.02,87.38) 59.98(5071.18)  5.19(4.90)  42.79(35.53)
12 BWMi%ER KR A 9 55.25(25.60,119.22)  54.67(344.98) 3. 71(2 57)  40.04(21.04)
13 BhAGER Ak 13 53.45(28.25,101.15)  52.65(484.11)  4.02(3.08)  38.95(22.84)
14 FRA% RN RR BALE 8 49.05(21.97,109.50)  48.60(279.79)  3.57(2.35)  36.70(18.74)
15 R#REREER BRERY 56 47.44(34.89,64.49) 44.37(1823.67)  4.73(4.28)  34.25(26.49)
16 B AGER %A 14 43.22(23.74,78.69) 42.52(439.70)  3.97(3.07)  33.15(20.08)
17 R#RERERER RARENT B 8 40.59(18.50,89. 05) 40.22(239.87) 3.50(2.29)  31.74(16.45)
18 BhAGER BA% R 46 38.48(27.65,53.55) 36.45(1271.07)  4.49(4.00)  29.36(22.27)
19 HirAE BAL 6 35.23(14.42,86.11) 34.99(159.81)  3.19(1.78)  28.41(13.45)
20 FHARLER & 127 35. 11(28.62,43.08) 30.01(2971.26)  4.52(4.22)  25.06(21.12)
2 AFBRERRLHFEEAHRL 0B 8 31.81(14.77,68.52) 31.52(194.48)  3.40(2.19)  26.10(13.73)
2 AEWZRLER IR 30 31.23(20. 96,46. 55) 30.16(701.90)  4.17(3.56)  25.16(18.02)
23 BRERBEEER EEES 5 30.55(11. 63,80.25) 30.37(117.57) 2.98(1.42) 25.31(11.28)
U AFREREAHHEAMRE £ 25 26.23(17.06,40. 34) 25.49(501.34)  3.95(3.29)  21.84(15.24)
25 MR ARERITA 12 23.34(12. 65,43. 06) 23.02(218. 45) 3.51(2.53)  20.02(11.99)
2 RERGER E S cEeE i 9 19.78(9. 83,39. 80) 19.58(140.01)  3.22(2.08)  17.38(9.68)
2T BHAGER HARH I Ao 21 19.60(12.37,31.04) 19.14(319.53)  3.63(2.90)  17.03(11.59)
28 AEAE R B 114 19.46(15.82,23.93) 16.98(1548.91)  3.85(3.54)  15.31(12.87)
29 BWAGER AR 63 19.45(14. 83,25.51) 18.08(908.58)  3.85(3.44)  16.20(12.91)
30 FREL MANGER ik 7 18.70(8.49,41.18) 18.56(103.19)  3.02(1.72)  16.57(8.56)
31 RMAEARERER REE MR 10 17.76(9.18,34.35) 17.57(139.53) 3.21(2.13)  15.78(9.09)
RN FHAA P kil R 7 17.43(7.94,38.28) 17.30(96. 14) 2.98(1.68)  15.57(8.06)
33 PR A% MANRER FR 10 17.34(8.98,33.52) 17.15(136. 20) 19(2.12)  15.45(8.90)
34 B ARGER o ak 308 17.23(14.93,19.89) 11.34(2790.52) 3. 38(3 19)  10.60(9.40)
35 REMNZAGER F R A 13 15.63(8.79,27.80) 15.41(158.59) 3.24(2.30)  14.03(8.67)
36 B AGER B 5 15.60(6. 19,39.31) 15.51(61.37) 2.69(1.12)  14.11(6.51)
31 AGBRRRALHFGEMRE  RRAE 5 15.27(6.06,38. 46) 15.19(60. 04) 2.68(1.11)  13.85(6.39)
38 BRERZEEER FR O 6 14.93(6.43,34. 66) 14.83(70. 26) 2.79(1.37)  13.55(6.70)
39 AEMZALER BHER 24 14.85(9.71,22.72) 14.46(274.13) 3.41(2.72)  13.24(9.28)
40 BmA%ER SRR ek 5 14.37(5.72,36. 10) 14.29(56.32) 2.64(1.08)  13.11(6.06)
4 BRERBEERR LAY 119 14.23(11. 64,17.39) 12.37(1161.05)  3.46(3.16)  11.48(9.71)
42 REWZEGRER B A ME 187 13.84(11.71,16.36) 11.01(1617.10) ~ 3.33(3.09)  10.31(8.96)

E A BB F KRR B R R

Note: * refers to ADRs not mentioned in the drug package insert.
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B3R5 2023 F X 2025 F 1 FERAIEX ADE {5 552 EHEZ BT 60 B9 PT
Continued Tab.5 Risk signals of the top 60 ADEs related to trofinetide in terms of signal intensity from 2023 to 2025

B soc PT ADE #h42 (#) k) ROR(95%CI) PRR()MA) 1C(IC,,s)  EBGM(EBGM,,)
3 BERBRERER RO T 11 13.76(7.39,25.61) 13.59(117. 49) 3.06(2.04)  12.52(7.44)
4 BERBERRR LR e 53 12.97(9.72,17.32) 12.23(506. 85) 3.37(2.92)  11.36(8.92)
45 HarmE HHE 50 12.68(9.42,17.06) 11.99(467.85)  3.34(2.87)  11.15(8.70)
46 RMREREER RARIE 88 12.56(10.00,15.78) 11.36(779.24)  3.33(2.98)  10.61(8.77)
47 AFRRRRLHIFEEMRE ikl 11 12.49(6.72,23.19) 12.34(105.77) 2.98(1.95)  11.45(6.82)
48 BEMZ A% HER 3K A e 3% 18 12.06(7.42,19.58) 11.82(165.25) 3.12(2.32)  11.01(7.34)
49  BWEAGERA Bk 20 11.73(7. 40,18.59) 11.48(177.77) 3.11(2.36)  10.71(7.29)
50 AHMEREAHFLEMLE R 40 11.59(8.34,16. 10) 11.09(342.70)  3.22(2.69)  10.37(7.88)
51 #ibak RIR 60 11.49(8.76,15.07) 10.75(497.46)  3.23(2.80)  10.08(8.03)
52 RERBEEER PR 3 6 11.29(4.91,25.97) 11.22(51.87) 2.60(1.18)  10.49(5.22)
53 MR FEATA 29 11.25(7.66,16.50) 10.90(243.36)  3.14(2.52)  10.21(7.41)
54 BEREEERR RATIERE 82 10.86(8.59,13.73) 9.90(621.14)  3.15(2.79)  9.34(7.67)
55 BERAZEEER B A MR X 24 10.66(7. 00,16.21) 10.38(190. 53) 3.05(2.37)  9.76(6.87)
56 AMIARBALGARER  AEMD 9 10.51(5.33,20.75) 10.41(71. 56) 2.74(1.60)  9.79(5.54)
51 BhA%ER TS 33 10.32(7.21,14.79) 9.96(250.05) 3.06(2.48)  9.39(6.95)
58 B AGER BERT 5 10.32(4.16,25.63) 10.27(39. 10) 2.43(0.87)  9.66(4.51)
59 HibAE e BE 21 9.97(6.38,15.59) 9.75(155.00)  2.95(2.22)  9.20(6.33)
60 B AL HRR 9 9.96(5.05,19.63) 9.87(67.24) 2.69(1.56)  9.30(5.27)

HPLEA P P RIRA M SR B R,

Note:* refers to ADRs not mentioned in the drug package insert.

ADE (1) % H= 2 Bl B[] 1) 1 B8 10 B AIG, o B 300 2 2
TEDLE 3,
3 itig
3.1 MIEZSAK ADE E XSRS
AW EEF FAERS 8N T AR & IKH T 18 %
PR RTT & 41 oB i B A e S A o 3 4
ROR ¥ \MHRA £ & 5 #E7% \BCPNN 7 \MGPS % i &
T 849 5l 5 18 % L F RTT & & i i ith Ak 43 Bk AH O 11
ADE 445, Heph I 132 F ADE AR IFFE 45 50 i , i 3R 4
JRAHDE ADE #55 MA 2023 4F-11 80 17334 25 2024 4F-11 649 177,
2025 4FANES 1 R HE RS T 120 1, $R 45 B, X 5
Weibull 200 )i 15— 2, &ET%éiL TUAT I A
DR L7 5 28 A PRI 9 ) b B PEDO) | L 849 1y 42 15 34
kA L E X AT RE 5 h AR A IR R IOL 2 R e e 55
A O R HAth [ SR A e e VERR ST B, e ST
TS W 2o Ve R ADE RSB K £ T 5
PE XTI HES RTT B L M AR C 270512 8 DUF
H I ADE B 77, 74% , 8T 13 ~ 18 B RREELE
b (22.26%) , 3% W] fig 55 RTT 7€ 41 4F B9 & 0% K &
AL,
3.2 ZmiEAHEIREA ADR
AWFIEEE R BN, i W ADE {55 0 8 1 R 40
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E A

P, IR TE K i B FLAGE S 0 1 2 4 P
JES K2 it A 2 T R 50 v 5 B LAY ADR.
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ERHBRITH . 14.70 . 3.49 . 13.29
=SE% . 055 . 1.47 . 11.57 . 5.81 . 371
& . 5.65 o 6.58 . 2.40 . 6.03 o 5.37
EErE . 6.12 . 6.75 . 8.35 . 559 o 12.47
SHE o 553 o 7.10 . 13.06 . 2.62 ° 9.79
RETH . 6.86 . 3.01 . 14.88 o 9.31
BRRNE . 5.88 ° 12.30 ° 12.56 . 8.88 e 1123
e . 2.26 . 57.36 . 9.69
BRERER . 14.22 o 34.73 . 15.40 ° 25.17
BYER . 120 o 7.85 . 6.31 . 10.86 ° 6.42
Bk . 1.50 . 5.23 . 350 . 352 . 3.94
R . 278 ) 5.23 . 0.77 o 5.61
HERNTR . 7.66 . 5.95 . 11.21
EEBE . 1513 ° 14.75 o 12.69 . 12.02 ° 15.53
EE . 14.47 o 21.91 . 11.57 . 321 ° 19.34
W . 127 ° 3.60 . 3.09 ° 2.82
BHE o 6.23 o 7.87 o 13.05 . 8.23 ° 9.96
P ) 6.89 o 5.65 . 10.97 . 1.88 ° 9.33
BREED ) 23.00 o 46.23 . 16.09 . 49.99 o 24.30
EIEREmR . 1.10 . 2.34 . 255 . 121 . 2.96
e . 511 o 243 . 2.08 . 4.05 o 252
R . 16.26 . 3.19 . 2.38 . 0.92 o 21.70
e . 3.36 . 1.87 . 4.97 o 4.18
RS . 17.96 . 95.17 . 82.83 soc
THER . 7.30 . 4.88 . 5.89 . 759 W kepEnssm
e . 407 o 468 . 2.63 . 3.30 ° P ——
HHESTE M . 425 . 15.92 . 6.16 . 2.87 o 10.97
Ent ° 19.34 o 1208 e 1016 o 15.17 o 123 [ exum
RIS . 3.42 . 152 . 6.66 . 1.93 ° 205 [ sxmERGER
R . 16.77 . 79.22 o 11183 o 5170 [ WREG. WRAMRR
BFE . 76.20 . 37.32 . 17.49 o 4375 [ mwm
MTHRE (] 5.36 [ 8.02 ° 4.86 . 0.35 ® 9.11 . B RE FRARER
P . 29.46 o 61.34 . 40.99 . 4.95 ° IR PUARS——
P . 1.69 . 0.64 . 321 o 254 [ —
SR . 8.20 . 475 . 1.48 . 9.31 o 6.01
SERERR . 410 . 3.34 . 0.87 . 3.05 . 427
s . 3.00 o 6.31 . 1.63 . 458 . 420 REGI
5 . 353 . 6.99 . 14.93 ° 844 @ 100
BB . 2.01 . 1.48 . 3.48 . 377 @ 20
#E . 3.84 o 3.66 . 1.34 . 1.78 o 298 @ ao
on T . 14,07 . 3.65 . 44.66 . 1644 o
it . 218 . 3.02 . 3.15 . 257 o 341
AaKRERS . 7.83 . 5.18 . 2.89 o 777 @ 50
2% . 5.09 o 5.06 . 3.70 ° 6.00
AR . 055 . 5.33 . 375 . 1.96
Py o 255 o 2.24 . 3.07 . 219 ° 339« ROR,>10
Wik . 3.84 . 258 . 5.92 ° 768 . s<Rom,<10
FIR e 10139 o 54.01 o 4851 . 12.33 ° 8984 oo
BERE . 2.01 ° 2.82 ° 214 oz
BB . 12.17 . 8.89 . 458 . 560  ° O<FORmsT
B . 1.07 ° 591 . 594 . 2.22 ° 4.96
BBk . 454 . 450 . 8.35 o 7.10
[ ° 59.45 ® 1422 ® 20724 o 88.11 ® 13349
IEERE . 13.30 o 12.50 . 10.17 . 6.55 Py 13.67
e . 0.91 . 1.45 . 224 . 3.17
HENK ) 62.73 o 22040 e 18954 o 10012 o 14207
SRt . 3.02 . 5,61 . 4.20 . 10.57 . 6.38
Rift . 533 . 35.41 . 31.02 o 27.62
REEE . 39.22 . 53.97 . 15.41 . 80.03 . 46.24
e ° 1.94 ° 2.02 . 1.04 . 1.56 ° 2.25
B o 8.78 o 7.49 . 2.16 . 4.49 ° 10.78
B . 327 o 181 . 121 . 0.26 ° 154
R . 44.69 o 79.85 . 48.90 . 21.81 ° 79.63
s . 1.50 . 175 . 352 . 3.23
FEILB% ° 59.35 ° 43.47 . 15.87 . 46.05 ® 5561
mEER . 364 . 5.20 . 6.53 . 0.67 ° 7.71
) ° 17.03 ° 20.09 ® 48.70 . 30.69 ® 2659
B ° 11.14 ° 10.13 . 5.93 . 8.55 ° 11.20
Bss . 3.93 . 5.96 . 0.28 . 1.62 o 454
Bxm . 3.19 . 161 . 1.69 o 3.64
BEEER . 0.32 . 6.08 . 6.03 . 4.49 . 4.44
1Bs . 45.72 . 6.56 . 4.94 . 7.50 . 27.62
FRBREEER . 2.04 . 3.19 . 2.49 . 0.36 ° 3.64
(CcoviD-19) L& ,:i:@ ’3,;@ % %

\

3

K3

2 HIFRKEXADEEARF M S FREZFEHNER

Fig. 2 Differences of ADEs related to trofinetide in patients with different ages and genders
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#x6 AEFETHIERMEXADEREHHEZH 20 PTESEE
Tab. 6 PT signal intensity of the top 20 ADE reports related to trofinetide at different doses

- - ROR(95%CI)
25 mL 30 mL 40 mL 50 mL 60 mL

RMEE R RBHRE 14.61(7.75,27.55)  11.28(6.91,18.42) 9.56(5.51,16.59) 14.14(7.02,28. 45) 22.64(9.33,54.94)
(ERH  BRETAY - 53.45(31.48,90.77) - - -

Bk BZE FRX 19.59(11.51,33.33)  16.94(11.47,25.02)  10.73(6.63,17.35) 14.23(7.48,27.03) -

RhA  REREME 52.61(28.96,95.55)  65.14(43.71,97.08)  48.05(30.34,76.10)  26.33(11.36,61.01) -
RATIEAE 13.78(7.31,25.98) 9.98(6.04,16.49) 9.73(5.71,16.60) - 13.24(4.65,37.71)
TRk 20.87(10.43,41.77)  17.83(10.62,29.96) - - -
B PR £ - 7.61(4.54,12.74) 8.53(5.08,14.33) - -

AENE R ERK 11.38(5.49,23.59)  21.06(14.02,31.65)  15.97(9.97,25.59) 22.11(11.88,41. 14) -

AEMZ R BREM 10.23(5.95,17.61)  14.83(10.54,20.87)  15.49(10.85,22.10)  12.70(7.29,22.13) 10.20(4.21,24.72)
Gk kH 9.40(4.71,18.77) - - - -

AEHH . REANERL 141.82(92.03,218.54)  99.38(72.00,137.16)  97.65(69.59,137.01)  138.31(86.37,221.48)  85.42(40. 49,180. 20)
PERE FRBRAA 11.68(7.30,18.69)  13.59(9.89,18.67) 8.47(5.82,12.32) 11.52(6.89,19.27) 6.89(2. 84,16.70)
WHRE Rt AR 69.82(37.56,129.79) 138.28(95.33,200.57)  44.97(26.11,77.47)  38.20(16.45,88.74)  117.02(50.39,271.78)

HEBR B 27.54(13.75,55.19)  37.81(24.39,58.60)  19.19(10.59,34.76) - 33.04(11.57,94.32)
E% /KT HAEA TR - - 64.47(35.86,115.90)  75.55(34.19,166. 94) -
FRARARS - - 2.84(1.54,5.24) - 5.44(1.91,15.49)

LS YN I 4.79(2.21,10.38) - - - -

i e S - - 11.32(6.27,20.45) 17.31(8.29,36. 17) -

s - - - 16.77(7.25,38.77) -
FHEATH - - - 21.83(8.76,54. 40) -

EE - - - - 28.31(10.90,73.51)
B - - - - 18.89(5.75,62.06)
B - - - - 11.33(3.45,37.18)
KT - - - - 29.78(9. 05,97. 96)

AEMRERE K 4.65(2.58,8.38) 3.50(2.22,5.52) 2.11(1.17,3.81) 2.36(1.02,5.44) -
SHFE ER 11.17(5.59,22.32) 9.50(5.67,15.92) - - -

BB HHAK - - - 1.80(0.87,3.76) 3.31(1.36,8.01)
o - - - 5.08(2.05,12.60) 22.46(10. 12,49.87)
HETNE  REELLS - 210.09(120. 15,367. 36) - - 304. 61(114.45,810.69)
Rindssmm W5 85.15(54.71,132.53) 101.57(73.97,139.47)  149.71(103.95,215.60) 206.91(113.56,376.99) 136.03(61.30,301. 85)
it 21.62(14.16,33.00)  15.14(11.14,20.58)  14.41(10.40,19.95)  15.37(9.53,24.79) 7.61(3.30,17.53)
& 21.62(11.15,41.94)  21.10(13.18,33.76)  23.74(14.79,38.11)  59.00(34.85,99.91)  45.25(19.58,104.57)
8 Ak 78.53(40. 08,153. 86) - - - -
& 71.91(35.58,145.32)  77.46(47.15,127.23) - 54.86(23. 54,127.87) -
AR RE - - 22.44(13.11,38.40) - -
REm - - 100.05(56.18,178.19)  123.63(58.11,263.02)  98.01(29.53,325.24)
LRA - - - - 12.65(3. 86,41.53)

- R PT RBENIZ A = T IRE AL A720, RBEIAZ T BE

Note: — indicates that this ADE risk signal is not in the top 20 reported at this dose and did not show signal intensity.

ADEAES, HIWR & VEAE RTT B3 70 a9 LA XU &5 . I
PRYGTT 1 (R WA 20 1 B 15 U0 AR, B2 3 0 5 P
oyl B PR IR T o

HA ADE 55 00 B i ek (B 28 =i 5 g
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&7 HIAERMKIBXADEREHH B 109G FH AL (FK)
Tab.7 Top 10 combined drugs in terms of the number of ADE

reports related to trofinetide (case)

3! 4 WA | A % W&
RER ACEBE 68 |#EE  HBFE 57
R 0-F 43 || BHOR 2 E 36
BE =R 40 ||4R THRT 40
KT 39 | AR A TBERAR 50
ek 43 | kB BT B 35

*8 MIEFAMEX ADE REHHEZET 10 B BE S IHE (F1R)
Tab.8 Top 10 comorbidities in terms of the number of ADE

reports related to trofinetide (case)

soC &t WA
B ARG R KN 39
L EY R L WLi5 21
2 Ak 5
W B Ak 4
BARE RS 4
LRGeS A 4
BB R 3
AYWRBEALHIREEIFAE KR 15
& 7
e E NN o B 6

R9  AEIRTE AR IESRARHE X ADE R E#(6Kk)

Tab.9 Time - to — onset analysis of ADEs related to trofinetide (case)

0~30d 31~60d 61~90d 91~180d 181~360d >360d

A
(n=240) (n=36) (=15 (=23)  (a=18) (n=21)
%] 10 2 1 1 1 0
* 230 34 14 22 17 21
<5 54 10 3 3 | 6
5~12% 122 14 7 11 9 13
13~18% 64 12 5 9 8 2
ADE Bt R %
100
— HIRARE
— %
-1
—_—<5%
75 — 5~12%
— 13~18%
50
i) MQ,,0,)
SR E [6.00(1. 00,46.00)
25 u 3.00(1. 00,42, 00)
£=0.93 & 7.00(1.00.46.00)
£=0.48(0.44.0.51) <5% 3.00(1.00,35.00)
5~12% |5.00(1.00,47.50)
0 13~ 184 | 12.50(1.00,55. 50)
SmbE /d
0 200 400 600 800

B3 pIESRAAEX ADE RiT R & BN

Fig.3 Cumulative incidence of ADEs related to trofinetide

T IAEZ K RTT B A Bk 25 I 25 845+ N

S o PRI I, 7 5 3 5 S8 24 4 s R W N, LB b T A
S B e 2k
3.3 AmiEAHERERE ADR

AHIFGE H IR U S — e 7E 1 3E 23 K 2 i 1 B 5 5
BB AT OC Sl PR AIF 5 v A 4 M2 () ADR., B3 455 YL E | il 3
1ML iz S e B R rE e APERG % o H Al E A SCik
rh i R 2 G THX 28 ADR 5 il AR 2 IR SC Y B AEIE SR
Bt o R X AR 2 IR M AT SR LA, 22N 259
PIVE ML EAT 50 BT o I AE 23 IKIE 7 RTT A4 F AL
550 Y5 M 2275 3R I (BDNF) AHBL, ] BE 3 1 4% 42,
BDNF ()15 55 i 5 38 5 A 38 i1 ot 28 7 1 5 5 00 58 fi 1)
CIRE S IR RS E K B e N DR s g
A ) 2k B VO A ORI AR R B R R X
S 1 R AL e b T REIG 3h pi 28 [l fi e B o, DA
1 & RN i kG A A DCRE AR, 38 R HE 38 B AT R
I o YA T T F 494 I 8 TR XU, 0 17T 35 A R g 1k I A P
il ¢ Bl YR 1M 12 AR A RTT AR B 2 —Fh LA
F PR 2T RE B A R RRAE 9 h 2 & B BB Y H A
R B P RS SR AT R R MON TR AR 13 R
ADR . i —25 I 58 % F 50 UE #h JE 43 K5 ADR [H] 9 ¢
3.4 AN

WA AT A S o, A R L s T RS K
R A AL ARIEER | Az R i A
FR(60 mL) AR ERE 1 258 ADR A9 & AR i AR s |
TR A RN 4 O S O TR R R S R R
S E AR A IR I SRV A TRV TR
il FEEAE B S  DE RIS
3.5 BHBAGHH

MRS BRH S PURUR 25 U AR IR 2y | A PR R 2 1
FH o3 Fh 22 25 B AR 2R K b 38 i 1 25 9 A0 B AR FH Y
T RV o 1l 3E 23 Kk 55 40 i €2 28 P4503A4 (CYP3A4)
TR R 2 WA 0 259 Can s ve 2 ) s, o] g
o i A T I 24 e B Y g IXURS: 5 3 P RE AR 25K
N7 2 (R I RV o Xl ot 28 v X A 40 i, -5 S50 B
Sk g | WG A 1) A5 & A AU 3 0, e TT BB RS Rl R
ADE (Hnig ) (% 2 908 52 2% sloxfE A S 30 WO &5 1 25
1] A% SN ADE B2 s LA .
3.6 BHESH

B i AE R IR B RTT BB WA MR R 5
B W R 50 KRS M S B0% , iX 5 RTT B0 R AiE = B —
O RTT A B J& —Fh ™ 5 i o 28 K B i, i) LA A7
MG ARG AR BN, 2 90% B RTT B4 &
BB RGRER, HF R I A A0 —TF
11, £ 24 5 8BRS Bl 2 ADE, MELL S RTT
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PRI AS B 1Y I D3 5 55— 5 T, AR S M 2R 5
A RE 3G I AR A X A IR 5 ADE 119 5 S A [m] I
IR0 1 1 28 Gt T BE S W) i 3R 243 KA I i 5 it
32,5 ADE [t i Wi & IS Kk ADE AR H 2
B P AR 28 RIA TR, 26 25 4 T PR AG B 1A TR
TR L 167 0 1) N5 A ), LA SE B2 4 DR THE Y
Il RIGY 748 2E
3.7 ADR R&EMFSHH

it AR 2% IR G ADE B i & AR IF DA 6 d L 24 70%
(9 ADE % /E 16 FH 25 )5 30 d N, 2% 74 56 Bt i ) 14 4 % i
WAL, B2 75 B 00 M 00 0 0 20 Y o M U AR
J7 8 U 32 8 & B4 B ADE W] BB 2 R AIG 52 24 XU I
B T R b B R
3.8 RARESEI

ABEFEAFAELL T RIBRYE : 1) FAERS (5% 1 & dfdty
P BEAETENR BANTERE AN HERA SR 24 S O, 7 1
FRUAR 2 o JUHASIF S v i ~F Bl 5ok AT 2, 1%
HE— 2B 3G 75 S A KUK 0 2) el T = 48 it e
7 RN HER NEL, TCik T3 ADE i kA%, Hidw]
RE 527 B4 A5 2o B2 Bl 45 N RS2 . 3) 5 HoAth 24 )
TR IE—FE AW 45 R RE B2 XRS5 5, T A7
ihE %3 k5 ADE [a] 19 AR G £ o HLAUE rh iy SC A2
et (AR B 7™ TR ) A A %, R 17 e o A 7Y
PR R o Aok A ORAE B I 2 SRR AR R
FYRE T, 33X AT RE S MeDx A 2% IR OCHR PR B B0 DEAL o 1
A0 ZE ARG A TT b RAIE 58 B 50, H RHE LAXS B
RAF 5 HEAT ST B SR AIE o 4) AN A 53 B Y 55 Pk SR
FEA BB/ N (3T 1)) o i BT 3 i 5 B A, N
PR AE A BRI 2 R VERF R SR T AR MR b
T I 22 A I A P B afe ) — 308 2 o o ke AT o 2ok
IEVERFFE i RIS I — 2D A BT 45 2R
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