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Based on real-world data ivosidenib adverse events and off-label signal mining
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Abstract: Objective To analyze the adverse events and off-label drug use of ivosidenib by FAERS database, to provide reference for
clinical safe drug use. Methods Download data from the FAERS database from Q3 2018 to Q2 2024 to calculate signal strength for
ivosidenib-related adverse events using the reporting odds ratio (ROR) and proportional reporting odds ratio (PRR) method, and
analyze off-label usage. Results A total of 1 535 reports of ivosidenib as the main suspected drug were extracted, and the first 30
positive adverse events signals were identified after removing the adverse events that were not related to the drug and affected by the
primary disease, and the adverse events with the highest signal intensity was differentiation syndrome. New signals such as
thrombocytopenia, metabolic hypometabolism, and Janus kinase 2 mutations that were not recorded in the drug label were also found.
In addition, 663 cases (43.19%) were found to report off-label drug use, mainly concentrated in cholangiocarcinoma and malignant
brain tumors. Conclusion During the clinical use of ivosidenib, strong signals such as differentiation syndrome should be monitored,
new signals such as thrombocytopenia should be alerted, and preventive and intervention measures should be taken in time to reduce
the risk of drug use in patients. At the same time, it is necessary to pay attention to the use of off-label drugs, especially in the field of
cholangiocarcinoma and malignant brain tumors. This study provides a reference for the safe use of ivosidenib in clinical practice and
broadens its indications, and promotes the rational and safe use of ivosidenib in a real medical environment.
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Table 1 Contents of fourfold table of disproportionality
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Table 2 Signal mining calculation method and threshold standard
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Fig. 1 Trend graph of the number of annual reports
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Table 3 Adverse drug reaction reports and demographic
characteristics
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Table 4 Top 30 PTs in terms of frequency of occurrence

75 PT (Buim) n/%i ROR 95% ClI PRR 7

1 BuHPAY 663 13.73 15.2, 12.4 8.23 4 438.6
2 Wy 155 2.54 3.0, 21 2.38 129.5
3 EE 110 2.24 27, 18 2.15 70.2
4 96 1.83 22, 15 1.75 32.2
5 FEEAEEE 71 2.31 29, 1.8 2.25 50.5
6  EhHitE 68 9.05 115, 7.1 8.70 464.9
7 IM/MRIFECT 55 6.23 8.2, 4.8 6.04 2325
8 R 45 1.26 1.7, 0.9 1.30 2.3
9 WL 45 0.43 0.6, 0.3 0.45 33.2
10 FEENE 44 1.64 2.2, 1.2 1.62 10.6
11 R 43 1.62 2.2, 12 1.60 9.9
12 SAEEAET 42 597.53 822.2, 4343 581.2 22 414.4
13 k#® 42 1.26 1.7, 0.9 1.26 2.2
14 TR IR HE 40 0.97 1.3, 0.7 0.97 0.03
15 JEHAE" 38 2.68 37, 1.9 2.63 38.9
16 Skjw” 38 0.82 1.1, 0.6 0.82 15
17 MR 37 1.19 1.6, 0.9 1.18 1.1
18 & 37 0.64 0.9, 05 0.65 7.2
19 BT 36 1.98 28, 14 1.96 17.1
20 LHE QT EK” 35 13.46 18.8, 9.6 13.18 393.9
21 I AR 35 4.64 6.5, 3.3 4.56 97.6
22 g 34 1.04 1.5, 0.7 1.04 0.1
23 {HR 34 2.01 28, 1.4 1.98 16.8
24 EJE 31 0.90 13, 0.6 0.91 0.3
25 ZWIHEAEH 30 291 4.2, 2.0 2.87 36.8
26 7= A 29 1.89 2.7, 1.3 1.87 11.95
27 TS 28 0.50 0.7, 0.3 0.51 14.02
28 Jiligs” 26 1.04 1.5, 0.7 1.04 0.03
PI BN & E211): R - N 25 2.58 38, 1.7 2.56 23.9
30 EFE 25 0.90 1.3, 0.6 0.90 0.3
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*Adverse event that are already present in the instructions.
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Table5 Top 30 PTs in terms of signal strength
PT CBERE) n/# ROR 95%Cl PPR 7

SR EAE” 42 597.5 822.2, 4343 581.2 22 414.4
Janus Wil 2 A4S 4 455.1 1253.7, 165.2 453.9 1694.6
B 3 202.6 639.5, 64.2 202.2 583.4
IR 3 98.4 307.9, 31.4 98.2 284.5
R GG 2 BT HO o 8 91.6 184.3, 455 91.1 703.4
AREHEOEFA 3 85.6 267.7, 27.4 85.5 247.3
B E G A 3 84.9 265.4, 27.2 84.8 245.2
B 2 SRR Ao 3 75.5 235.9, 24.2 75.4 217.7
AR R e 6 39.9 89.1, 17.8 39.7 225.1
HREFEAH 4 36.8 98.4, 13.8 36.7 138.2
R 5 A 5% 3 34.4 107.1, 11.0 34.3 96.6

(PRSI RAETT 589k 3 26.8 83.4, 8.6 26.8 74.1
O L B S 13 26.3 455, 15.2 26.1 312.7
T A o U SE 4 26.3 70.3, 9.8 26.2 96.7
Hp IE 3 25.5 79.5, 8.2 255 70.4
T H AR 4 23.9 63.8, 8.9 238 87.2
TR Z R 3 23.4 727, 75 233 63.9
AR 3 22.1 68.7, 7.1 22.1 60.1
IR G 3 18.3 56.8, 5.9 183 48.8
BHEYbUE % 8 17.9 36.0, 9.0 179 127.0
MAEE R 9 16.8 323, 8.7 16.7 132.2
MR 9 16.0 30.8, 8.3 15.9 125.3
s J 4 4 15.0 39.9, 5.6 14.9 51.8
FLHEANT %2 3 14.3 445, 4.6 143 37.0
B SeIe ik Im 3 14.2 441, 4.6 14.2 36.6
K8 A IfAE 3 13.8 428, 4.4 13.7 35.4
T 24 663 13.7 15.2, 12.4 8.2 4 438.6
DHE QT iK™ 35 135 18.8, 9.6 13.2 393.9
SEN I e e 12.6 25.2, 6.3 125 84.6
3 o il 98 12.5 38.9, 4.0 12.5 31.6
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*Adverse event that are already present in the instructions.
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Table 6 Off-label uses not mentioned in the drug

instructions
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