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Mining of Adverse Event Signals of Tisagenlecleucel Based on FAERS
SU Zhiyang' ,ZHANG Zhenpo®,CHEN Wenge® ,SU Ling’
(1. Xiamen Product Technical Review and Inspection Center,Xiamen,Fujian,China 361000; 2. School of Pharmacy,Jinan University,Guangzhou,Guangdong,
China 511443; 3. Electronic Manufacturing Technology and Equipment,Guangdong University of Technology,Guangzhou,Guangdong,China 510006)
Abstract: Objective
drug (PS), the adverse drug events (ADE) reports in the U.S. Food and Drug Administration (FDA) Adverse Event Reporting
System (FAERS) were searched from the third quarter of 2017 to the fourth quarter of 2023. The preferred term (PT) in the
Medical Dictionary for Regulatory Activities (MedDRA) was used to describe the retrieved drug adverse reactions (ADRs) , The

To promote the clinical safety of tisagenlecleucel. Methods With tisagenlecleucel as the primary suspected

System Organ Classification (SOC) was used to classify the ADRs, and the Reporting Odds Ratio (ROR) and Information
Component (IC) methods were used to perform signal mining. Results A total of 2 734 ADE reports with tisagenlecleucel as PS
were included, involving 2 734 patients. Among them, the male to female ratio was 1.53:1,which was more common in patients <
65 years old (48.39%),and the reporting country was mainly the United States of American (66.57%) ,and the main outcomes
were death (19.26%) and hospitalization (22.34%). A total of 276 positive signals were identified, involving 20 SOCs, mainly
distributed in various examinations (81 PTs) and infectious and contagious diseases (45 PTs). The top five PTs in terms of the
number of ADE reports were cytokine release syndrome (1 159 cases) ,fever (808 cases) , hypotension (332 cases) , neurotoxicity
(311 cases),and decreased platelet count (262 cases). The top five PTs in terms of signal strength were cytokine release syndrome
(ICys = 7.46) ,immune effector cell — associated neurotoxicity syndrome (ICys = 6.59) , hypogammaglobulinemia (IC,s = 6.19),
neurotoxicity (/Cys = 5.54),and decreased lymphocyte count (I/Cys = 5.17). ADRs such as decreased hematocrit (195 cases),
increased C — reactive protein (70 cases),disorientation (37 cases),bone marrow failure (36 cases),abnormal B lymphocyte count
(33 cases) were not mentioned in the drug package insert. Conclusion The safety signals of tisagenlecleucel are relatively broad,

and clinical attention should be paid to potential ADRs such as cytokine release syndrome,and monitoring should be strengthened.

Key words:tisagenlecleucel; FAERS;adverse drug events;signal mining;Reporting Odds Ratio; Information Component
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Tab.1 Four grid table of proportional imbalance method
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&3t a+c b+d a+b+c+d

®2 HHARSHERE

Tab.2 Calculation formulas and judgment criteria
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Tab.3 Basic information of ADE reports of tisagenlecleucel
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Tab. 4 Distribution of SOC of ADE signals related to tisagenlecleucel
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ik 564 20.63 B 70 2.56
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18~ <65% 09 2593 |4A AT 719 19.2

>65% 451 16.50 Fisk 4 115

ik 9%0 3511 KR 84 0

IREZ £B 180  66.57 ERES 283 7.58

BA 130 475 4 1854 49.67
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Note: * refers to the possibility of multiple outcome events occurr-
ing in one patient, therefore the total number of outcome events are

more than the number of patients.
2.2 ADE fF5# % SOC
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Fig.1 Top 30 PTs ranked by the number of ADE reports related

to tisagenlecleucel
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Tab.5 Top 30 PTs ranked by signal intensity of ADE reports related to tisagenlecleucel
#HA PT BEBIH IC,, ROR, | #FH PT BEHIH IC,  ROR,
1 R TEBR LA 1159  7.46  270.16 | 16 R4 fumfbit 438 24 3.65  59.45
2 RIEACE MR K Ay B AN R A 259 6.59  211.90 | 17 #felEAt 61 3.49 1471
3 RAAPRE G 223 6.19  134.94 | 18 JAERE A E 29 3.27  17.89
4 AZHME 311 554 59.56 | 19 A# 808 3.23  10.05
5 OB AR 259 5.17  44.94 | 20 irEGRAK 236 3,15 9.44
6 LtmiiEAR AL 195 515  46.85| 21 HmAEmE 26 3.1 15.78
7T hFEHEOHZ 86 5 63.34 | 22 f B EEAK 262 3.08  8.97
8 BamE AR 63 474 1054.56 | 23 fEsm 67 3 9.40
9wtV 129 4.54  30.41 | 24  ELH B LEHRHEK 19 2.93  18.46
10 2% o fm A b B 20 20 S AL 2 75 418 26.28 | 25 MPBIAMLGAAE 34 2.91  10.61
11 Wk fm At S A% 25 412 19.48 | 26 mA%EGRNE 14 2.91  67.94
12 #4& 179 4.06 19.15 | 27  &Gfbit sk 244 2.89  7.82
13 HZHRRBWMNE 73 4 22,28 | 28 R AR 41 2.85  9.34
14 B#emmit &3t 33 3.86  749.65 | 29 @wmmANEATHAS 13 2.79  63.86
15 4% G R 24 3.7 7313 | 30 mAERREEX 13 2.77 158.44
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Tab.6 ADRs not mentioned in the package insert of tisagenlecleucel
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10 FHishse R 36 5.22 2,15 | 25 HEmRg i 7 7.04 1.4l
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