* oyl =
2024 4F 11 J1 5 H 55 33 %58 21 ) 'r(a ] By e
Vol. 33, No. 21, November 5,2024 China Pharmaceuticals Drug Evaluation

FE 43S :R969.4;R979.1 XERFRERD: A
d0i:10.3969 / j.issn.1006 — 4931.2024.21.028

T FAERS WM ECEL R AR EAE2BE
Wk i, e, TEEE

(BRERA¥MBERMNARER, LA &M 225300)
BWE:BWN AMACKRABARLZLABREAS FiE KELZRRLSRPENEEZRRRFHREZAT 2017 FH4FEE
2023 -5 2 FEA X AAS KB AR R FMH(ADE) RS, KA (E FFE 5 83579 32 (26. 0 #2) ) (MedDRA 26. 0) F 45 % 435 (PT) ¢
& 692 SR B (ADR)#ATRER , R R AR B 2 £ (SOC)#ATH £, R AME WAk 32 H 25 Ao fd 5o F 2 B (MHRA)
AR N B TAE R R AP 2 MGk SRt — AR5 4R ERATHIBZIR LR BRI ATASRK A BRI
hah e ADE 4% 4502 4, F & & H 4502 61 b, B A h 1.56:1, %% £ 2 4 EIF(35.70%) Fe 4 E 7+ L AR
(31.32%) ,3F & T 18~ 64 H AFE(42.60%), EARE R EZ A £ EH(71. 37%), = F ADE & H4E12(25. 21%) A== (15. 05%)  3£4F 137 A~
Fabk PT, & B 15 A SOC, £ & £ 9 424 #) Kk ADR, &5 T & £ %6(29. 54% ) o S 9% 7 4(27. 45%) . ADE 43 5 ', 1) R HE

XEHS 1006 — 4931(2024)21 - 0115 - 07

AT 5 89 PT 2 %) A B T8k 2 A4E(CRS) AP Z AP | 9% LR m fAR % A0 22 A 42 S4E(ICANS) R Aok JB 5 12 5 3R EHE 23T 5 89
PT 5% CAR — T 4B M J 42 - 4E | P JB AR 18] BJ8 20 I T34 2 (ICANS F= CRS; M /G AE 18] BB b Jk A 7838 P 98 (N Koo I 4l akast &
R BRI AR AAE K N FIL LR A VR M AR R R SRR R AWM R B s e a it 5 B ERLE
ADR AL RHY B PRE LI FASCRK ADEETH R G ARALR BEE CRSAPZE kB E g FmX ADR 693,

KB TRCR; B SR RFHETIE; B ER
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Abstract: Objective

To provide a reference for the safe use of axicabtagene ciloleucel in the clinic. Methods

The adverse drug

event (ADE) reports related to axicabtagene ciloleucel from the fourth quarter of 2017 to the second quarter of 2023 in the US

Food and Drug Administration Adverse Event Reporting System (FAERS) were searched. The preferred terms (PTs) in the
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MedDRA 26.0 were used to describe the retrieved adverse drug reactions (ADRs),and the System Organ Classification (SOC) was
used to classify the ADRs. The Reporting Odds Ratio (ROR), Medicines and Healthcare Products Regulatory Agency (MHRA),
Bayesian Confidence Propagation Neural Network (BCPNN) and Multi — Item Gamma — Passion Shrinker (MGPS) methods were
A total of 4 502 ADE reports
drug were searched,involving 4 502 patients. Among them,the male — to — female ratio was 1.56 : 1,with physicians (35.70%)

performed to mine signals. Results - related to axicabtagene ciloleucel as the primary suspected
and other healthcare professionals (31.32%) being the predominant reporters. The affected population was primarily aged 18 to
64 vears (42.60%) ,with the United States of American accounting for the majority of reports (71.37%). Serious ADEs mainly
included hospitalizations (25.21%) and deaths (15.05%). A total of 137 positive PTs were identified, involving 15 SOCs, with
9 424 occurrences of ADRs, mainly distributed within the nervous system (29.54%) and immune system (27.45%). Among the
ADE signals, the five most reported PTs were cytokine release syndrome (CRS), neurotoxicity, immune effector cell — associated
neurotoxicity syndrome (ICANS),fever,and hypotension;the five most prominent PTs by signal strength were CAR - T - related
encephalopathy syndrome, sarcomatoid mesothelioma, cytokine elevation, ICANS, and CRS. ADRs such as sarcomatoid mesothelioma,
urogenital tumors, elevated N - terminal pro — B — type natriuretic peptide, myelodysplastic syndrome, incontinence, small bowel
perforation, pneumoperitoneum, bone marrow failure, squamous cell carcinoma of the skin, acute myeloid leukemia, hypervolemia, and
tubular necrosis were not listed in the drug instructions. Conclusion The ADE signals - related to axicabtagene ciloleucel are
extensive, and clinical attention should be paid to the monitoring of ADRs related to CRS, neurotoxicity, infection, cardiovascular
disease, etc.
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Tab.1 Fourfold table of disproportionality analysis method
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Tab.2 Calculation formulas and evaluation criteria
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Tab.3 Basic information of the ADE reports — related to

axicabtagene ciloleucel
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BA % 2206 49.00 ik 69 1.05
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Note: * refers to the possibility of multiple outcome events occur-
ring in one patient , therefore the total number of outcome events

exceeds the number of patients.
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Tab.4 SOC distribution of ADE signals — related to axicabtagene ciloleucel (n = 9 424)
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H(8), Emim AR AENE () MR AL ), RERDH ik (6), AARFAE(0) BKAFAEG) EAHHAES), KBMKH A
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E IR LA B PRI B ADR. B 1B 2R,

Note:* refers to ADRs not listed in the drug instructions(for Tab. 4 and Fig. 1 — 2).
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PT REGIRE ROR(95%CI) PRR(x?) EBGM(EBGM,;) IC(IC,,.)
MRRETFREBGFAITE 2425 , - 828.83(787.61,872.21) 704. 68(1 162 644. 46) 480. 97(460. 88) 8.91(6.98)
HEEY 1062 ' - 238.29(222, 98,254, 64) 222.70(204 365. 94) 194.24(183.75)  7.60(5.69)
SRR S SMEAIE 769 : ot 1335.54(1211.84,1471.88)  1272.07(530453.75) 691.29(63729) 9.43/6.84)
poird] 612 : - 7.49(6.91,8.12) 7.25(3296. 60) 7.22(6.74) 2.85(1.17)
EIE 298 E ot 6.05(5.39,6.79) 5.96(1228. 46) 5.94(5.39) 2.57(0.88)
7 226 i v 38.23(33.47,43.67) 37.71(7 883.06) 36. 82(32.94) 5.20(3.32)
EIRERPRS 219 : Bl 5.97(5.23.6.83) 5.91(891.25) 5.89(5.26) 2.56(0. 86)
AR R NE 196 : vt 5.11(4.44,5.89) 5.06(638.25) 5.05(4.49) 2.34(0. 64)
Kig 193 E et 27.98(24.25,32.29) 27.66(4 872.22) 27.18(24.11) 4.76(2.92)
B 169 5 v 4.58(3.94,5.34) 4.55(467.17) 4.54(3.99) 2.18(0.49)
MR E 145 E et 11.36(9. 64,13.39) 11.27(1347.61) 11.19(9.76) 3.48(1.72)
OFNTE 144 : e 6.71(5.70,7.91) 6. 66(690. 82) 6.64(5.78) 2.73(1.01)
TR 126 : e 14.25(11.95,17.00) 14.15(1 526. 13) 14.03(12.10) 3.81(2.00)
CAR-T iEA IR ST 14 E 13352.6(7521.30,23705.0) 13 258. 48(154 694. 50) 1358.06(840. 13)  10.41(5.04
RIBEP I RANDIR I E 99 E e 5.70(4.67,6.94) 5.67(379.49) 5.65(4.79) 2.50(0.77)
M/ MRRAE 95 : - 3.47(2.83,4.24) 3.45(165.53) 3.45(2.91) 1.79(0.08)
BRRERERAE 91 E et 30.45(24.73,37..49) 30.29(2 526. 83) 29.71(24.96) 4.89(2.83)
MARESIRE 88 : e 22.82(18.48,28.19) 22.70(1799.32) 22.38(18.76) 4.48(2.51)
PRI AR T 88 i - 8. 12(6.58,10.02) 8.08(543.51) 8.04(6.75) 3.01(1.23)
C REERFE 79 : e 7.62(6.10,9.51) 7.58(449. 60) 7.55(6.27) 2.92(1.14)
EEERME 72 ' —— 43.58(34.46,55. 1) 43.39(2 898. 69) 42.20(34.68) 5.40(3.09)
FRRES St 7T 4 ; —— 6.96(5.51,8.79) 6.93(359.05) 6.91(5.68) 2.79(1.01)
FERPRRR 67 : g 12.96(10. 18,16.49) 12.91(729.90) 12.81(10.47) 3.68(1.78)
EAAER 66 : e 8.26(6.48,10.53) 8.23(417.22) 8.19(6.69) 3.03(1.22)
FE M ERREYE A AR AE 62 : —— 25.10(19.52,32.27) 25.00(1405.70) 24.61(19.94) 4.62(2.50)
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Fig.1 Top 50 PTs in terms of the number of ADE reports — related to axicabtagene ciloleucel
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Fig.2 Top 50 PTs in terms of the signal strength of ADE reports — related to axicabtagene ciloleucel
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