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[ Abstract)] Objective To mine temozolomide-related adverse drug event (ADE)
signals in the real world and to provide a reference for the safe clinical use of temozolomide.
Methods The U.S. Food and Drug Administration Adverse Event Reporting System (FAERS)
was used to collect the ADE reporting data of temozolomide in the FAERS database from January
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1, 2004 to December 31, 2022. The signal mining was performed using the report ratio method
and Bayesian confidence interval progressive neural network method to analyze the occurrence
of ADE. Results In the database, there were 24 725 ADE reports with temozolomide as the
primary suspected drug, and a total of 300 ADE signals were identified, involving 23 system
organ categories, and the top 5 were blood and lymphatic system diseases, systemic diseases and
various reactions of administration sites, various examinations, various neurological diseases,
various injuries, poisoning and procedural complications etc. the most frequently reported ADE
signals included thrombocytopenia, low platelet count, neutral granulocytopenia, pancytopenia,
convulsive attacks, and febrile neutropenia. 42 new suspected adverse reactions were discovered,
which were not recorded in the instructions, such as pseudomonas skin infection, herpetic
meningoencephalitis, hypoglossal nerve paralysis, porokeratosis, etc. Conclusion The
common adverse reactions of temozolomide in the real world are generally consistent with the
instructions, but some new suspicious adverse reactions have been discovered. During clinical

drug use, special attention should be paid to these new adverse reactions, and it is recommended

to monitor patients' adverse reactions and take appropriate measures in a timely manner.
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Table 1. Fourfold table of measures of disproportionality

HiH FIARADESR 5 4 HoA ADESR 5% &it
Hr25% a b a+h
HAh 254 c d c+d
At atc b+d a+b+c+d

%2 RORZEEBCPNNEITE AR RIESHRAE
Table 2. Calculation formulas and signal standards for the ROR and BCPNN methods

LS HHRAK B e
RORE R0R=$ a=3, HO5%CITIR> aky HixZ5¥ i H AR ADER
b/d

95%CI = e*(InROR + 1.96\/1/a + 1/b + 1/c + 1/d)

a(a+b+c+d)
(a+b)a+c)

_ (N+a)(N+B)
Y_Yij(a+b+ai)(a+c+[3j)
(a+yy)(N+ (N +p)
(N+v)(@+b+a)(a+c+B;)

BCPNNIE 16 _ jog,

E(IC) = log,

N—a+y-—yj

N—a—-b+a—o

1, WA AMES ;b HARZG Y HALADESR A

B oA Z YR HARADER

HEG O HARZ YR HABADE

a=3, HO5%CIFI> oy Noarbrord: o Tk

0, WAKLMES picichlet il 25 . o
B« BABetaZd i Z4k; SDH
FrifE2E; 1C,s HICHI95%CITT
B ka=p=2, Yi=B=a=1

2
vao = (ﬁ) <(a+yij)(1 +N+7) + (@a+b+o)(1+N+a)

+ N—a—-c+B—p; )
(a+c+pB)A+N+B)

SD = /V(IC)

ICoz5 = E(IC) — 2SD

#3 RORi&5BCPNNA{ES R 5 Rtk
Table 3. Signal strength grading standards for ROR and BCPNN methods
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Table 4. Basic characteristics of ADE signals for temozolomide
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Table 5. SOC classification results of timozolamide ADE signal involvement
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Table 6. Top 30 risk signals for the frequency of temozolomide

HEAE AR 95%CI (ROR ) TR 95%CI (BCPNN ) FR
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H DI HE 160 14.501 003 405 2.384 199 187
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TR BEAT S 1ML 93 38.229 879 846 3.830 821 145
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Table 7. Top 30 risk signals for the signal intensity of temozolomide (sorted by ROR value)

HIEARE R 95%C1 (ROR ) FFR 95%CI ( BCPNN ) FFR
5 B AT g ok TR 3 132.537 761 559 6.829 168 692
FIBE P S S O 21 94.744 817 539 5411613 214
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W R 2R 4 66.412 214 874 5.861 523 129
i IR T 35 56.740 063 156 4.580 860 176
AN 3 54.812 827 900 5.877259 517
AT G 5% 14 45.660 997 369 4.606 844 058
A A 1T A0 AR 43.258 549 787 5.590 669 608
JRAEZEfL 38.849 536 742 5.191 230 99
LA 38.633 115 601 4.759 107 45
TR BEAG LA 1M 93 38.229 879 846 3.830 821 145
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HIEARE AR 95%CI (ROR ) FFR 95%CI (BCPNN) FRR
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Table 8. Suspected adverse reactions of temozolomide
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