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[ Abstract] Objective To mine the risk signals of adverse drug events (ADEs) related
to lecanemab through the U.S. Food and Drug Adminstration Adverse Event Reporting System
(FAERS) database, to provide a reference for the safe clinical use of lecanemab. Methods Data

on adverse events related to lecanemab from the fourth quarter, 2010 to the second quarter 2024
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in the FAERS were collected. Potential ADE signals were mined using the reporting odds ratio (ROR) method,
Medicines and Healthcare Products Regulatory Agency (MHRA) method, Bayesian confidence propagation
neural network (BCPNN) method and multi-item gamma Poisson shrinker (MGPS) method. The top 30 ADEs
in terms of report frequency and signal strength, as well as ADEs categorized by system organ class (SOC),
were statistically analyzed. Results A total of 868 adverse event reports related to lecanemab were collected,
involving 1,986 instances of ADEs with 38 related ADE identified, the proportion of serious ADEs was 23.39%,
and 87.15% of ADEs occurred in the first 3 months after the initiation of the drug. The top 30 PT signals in
reported cases were headache, chills, fatigue, effusion type amyloid-related imaging abnormalities (ARIA-E),
hemorrhage-type amyloid-related imaging abnormalities (ARIA-H), and so on. The top 30 signals in terms
of signal intensity mainly included ARIA-E, ARIA-H, brain fog, infusion-related reactions. ADEs related to
nervous system diseases were the most common. Fifteen new suspected or serious ADEs not recorded in the
instructions were discovered, such as brain fog, formication, status epilepticus. Conclusion Risk assessment of
patients' medication should be conducted before clinical use of lecanemab, especially in the first 3 months of the
medication period, focus should be placed on monitoring common ADEs, such as ARIA-E, ARIA-H, infusion-

related reactions. Attention also needs to be paid to the newly discovered suspected ADEs, to ensure the patients'

medication safety.
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Table 1. Basic information on ADE of lecanemab
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Figure 1. Distribution of countries reporting ADE related
to lecanemab
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Figure 2. Time of onset of lecanemab-associated ADE
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Table 2. Distribution of the number of reported cases of lecanemab-associated ADE and the number of positive signals
in different SOCs

SOC e % B E (%) FHPE(S = %L fE5 85 (%)
B IINLR G 718 36.15 20 52.63
A B PRI B 25 2 A5 UL 450 22.66 7 18.42
BB 151 7.60 0 0.00
Fappe2s 149 7.50 5 13.16
BIAUG . P SR R E 113 5.69 1 2.63
K IKA 63 3.17 1 2.63
AP ILIR B e S R A 8V 53 2.67 0 0.00
R BAZ AP 46 232 1 2.63
B R B S 44 222 0 0.00
WP R4 . M SRR 43 2.17 1 2.63
M55 5 K A 2 30 1.51 1 2.63
LR BB 27 1.36 0 0.00
25 B P 27 1.36 0 0.00
R B E TP 24 121 0 0.00
' IIE B0 bR R B 19 0.96 1 2.63
H Rk BB 7 0.35 0 0.00
R W KB R Me (A FE e B AR ) 7 0.35 0 0.00
BFTFAR TP 5 0.25 0 0.00
IIRIEEE R 3 0.15 0 0.00
LT B i B 2R G 3 0.15 0 0.00
SR 2 0.10 0 0.00
L e W EIN 2 0.10 0 0.00
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Table 3. SOC distribution of lecanemab-related ADE signals
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Table 4. Top 30 ranked PT instances in ADE reports related to lecanemab (sorted by instances)

PT it ROR (95% CI) PRR (1) 1C (IG5 ) EBGM ( EBGM,; )
BRI 193 10.40 (8.97, 12.07) 9.49 (11480.39) 3.25 (2.97) 9.49 (8.18)
FE N 100 27.40 (22.40, 33.50) 26.07 (2412.90) 4.70 (4.09) 26.04 (21.30)
P 93 3.89 (3.16, 4.79) 3.75 (190.14 ) 191 (1.56) 3.75 (3.05)
ARIA-E 91 18299.70 (14001.30, 23917.70)  17461.20 (962907.00) 13.37 (6.15) 10 583.00 (8097.12)
ARIA-H 70 18047.60 (13315.70, 24460.90)  17411.50 (739416.00) 13.37 (5.73) 10564.70 (7794.75)
VR DG B 66 35.25 (27.58, 45.07) 34.12 (2120.98) 5.09 (4.15) 34.07 (26.66 )
KA 65 5.96 (4.65, 7.63) 5.79 (259.17) 2.53 (2.07) 579 (4.52)
RIS 64 12.48 (9.73, 16.01) 12.11 (653.99) 3.60 (3.01) 12.11 (9.44)
RN 63 2.53 (197, 3.26) 248 (56.60) 1.31 (0.91) 248 (1.93)
B 51 321 (243, 424) 3.16 (75.78) 1.66 (1.19) 3.16 (2.39)
FEHR 37 6.84 (4.94, 9.47) 6.73 (181.13) 2.75 (2.08) 6.73 (4.86)

N - 33 223 (1.58, 3.15) 221 (22.06) 1.14 (0.59) 221 (1.57)
ARIA 31 42298.50 (24 067.60, 74339.20) 4163830 (506 167.00)  14.00 (4.35) 16 329.40 (9291.30)
3 27 134 (092, 1.96) 133 (2.29) 0.42 (-0.15) 1.33 (0.91)
JscEE] 27 223 (153, 327) 222 (18.17) 1.15 (0.54) 222 (1.52)
TUEAED 26 9.46 (6.43, 13.93) 9.35 (194.11) 3.22 (2.28) 9.35 (6.35)
WE T 25 3.87 (2.61, 5.74) 3.83 (52.50) 1.94 (1.22) 3.83 (2.58)
&5 22 1.09 (0.71, 1.65) 1.08 (0.15) 0.12 (-0.49) 1.08 (0.71)
7R 20 1.87 (1.20, 2.90) 1.86 (7.98) 0.89 (0.20) 1.86 (1.20)
JEEFE 17 18.73 (11.62, 30.19) 18.58 (282.66) 421 (2.55) 18.56 (11.52)
ARG 17 265 (1.64, 4.27) 2.63 (17.27) 1.40 (0.59) 2.63 (1.63)
ez 15 3.35 (2.01, 5.56) 3.33 (24.49) 1.73 (0.81) 3.33 (2.00)
ERGER 14 1.80 (1.07, 3.05) 1.80 (4.99) 0.85 (0.02) 1.80 (1.06)
T 12 1.58 (0.90, 2.79) 1.58 (2.54) 0.66 (-0.21) 1.58 (0.89)
M 12 10.26 (5.82, 18.10) 10.21 (99.67) 3.35(1.78) 10.20 (5.78)
AR 11 122 (0.67, 2.20) 1.22 (0.43) 0.28 (-0.58) 122 (0.67)
7K fil 11 27.24 (15.05, 49.28) 27.09 (276.17) 4.76 (2.26) 27.06 (14.96)
PR 11 3.32 (1.84, 6.01) 3.31 (17.76) 1.73 (0.64) 3.31 (1.83)
NI 11 1.25 (0.69, 2.26) 1.25 (0.54) 032 (-0.55) 1.25 (0.69)
JRSZ W 10 1.24 (0.66, 2.30) 1.24 (045) 0.30 (-0.60) 1.24 (0.66)
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Table 5. Top 30 ADE signal intensity related to lecanemab (ordered by ROR value)

PT Tl ROR (95% CI ) PRR () IC (IG5 ) EBGM ( EBGM,s)
ARIA 31 4229850 (24 067.60, 74339.20) 4163830 (506167.00)  14.00 (4.35)  16329.40 (9291.30)
ARIA-E 91  18299.70 (14001.30, 23917.70) 1746120 (962907.00)  13.37 (6.15)  10583.00 (8097.12)
ARIA-H 70 18047.60 (13315.70, 24460.00) 17411.50 (739416.00)  13.37 (5.73)  10564.70 (7 794.75)
FRAR N2 R 5 3060.36 (1212.26, 7725.94) 3052.66 (13 696.90) 11.42 (1.33) 274127 (1085.86)
BROUBUIE
FARAL S 1l 4 485.00 ( 180.26, 1304.95) 484.03 (1893.99) 8.89 (1.00) 475.48 (176.72)
Hizs" 9 46.00 (23.89, 88.59) 45.80 (393.75) 551 (2.15) 4572 (23.74)
i HRH DG S 66 35.25 (27.58, 45.07) 34.12 (2120.98) 5.09 (4.15) 34.07 (26.66 )
T 100 27.40 (22.40, 33.50) 26.07 (2412.90) 4.70 (4.09) 26.04 (21.30)
Jii 7K fi 11 27.24 (15.05, 49.28) 27.09 (276.17) 476 (2.26) 27.06 (14.96)
BT T SR TR 8 26.43 (13.20, 52.95) 26.33 (194.78) 472 (1.82) 26.31 (13.13)
TR TEY 17 18.73 (11.62, 30.19) 18.58 (282.66) 421 (2.55) 18.56 (11.52)
gy 3 14.44 (4.65, 44.82) 14.42 (37.44) 3.85 (0.28) 14.41 (4.64)
5" 3 13.90 (4.48, 43.16) 13.88 (35.85) 3.79 (0.27) 13.88 (4.47)
LIERYES 3 12.66 (4.08, 39.28) 12.64 (32.14) 3.66 (0.25) 12.63 (4.07)
PER AR TNA 64 12.48 (9.73, 16.01) 12.11 (653.99) 3.60 (3.01) 12.11 (9.44)
W 336 3 11.61 (3.74, 36.02) 11.59 (29.02) 3.53(0.22) 11.58 (3.73)

24 4 11.51 (4.32, 30.71) 11.49 (38.31) 3.52 (0.60) 11.49 (4.31)
IR 193 10.40 (8.97, 12.07) 9.49 (11480.39) 3.25 (2.97) 9.49 (8.18)
PN LI 12 10.26 (5.82, 18.10) 10.21 (99.67) 335 (1.78) 10.20 (5.78)
G B AN R 3 9.60 (3.09, 29.79) 9.58 (23.06) 3.26 (0.16) 9.58 (3.09)
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a5

PT ik ROR (95% C1) PRR () IC (TICgs) EBGM ( EBGM,;)
TR 26 9.46 (6.43, 13.93) 9.35 (194.11) 3.22 (2.28) 9.35 (6.35)
SR 2 3 8.99 (2.90, 27.91) 8.98 (21.27) 3.17 (0.14) 8.98 (2.89)
TSRS R 3 8.37 (2.70, 25.97) 8.36 (19.43) 3.06 (0.11) 8.36 (2.69)
AR o o 2" 5 7.43 (3.09, 17.87) 7.41 (27.73) 2.89 (0.66) 7.41 (3.08)
AT = 5 7.35 (3.06, 17.69) 7.34 (27.37) 2.87 (0.65) 7.34 (3.05)
KA 4 7.27 (2.73, 19.40) 7.26 (21.59) 2.86 (0.40) 7.26 (2.72)
R 37 6.84 (4.94, 9.47) 6.73 (181.13) 2.75 (2.08) 6.73 (4.86)
S 6 6.35 (2.85, 14.15) 6.33 (26.95) 2.66 (0.75) 6.33 (2.84)
SE ) F7 B A 8 6.01 (3.00, 12.04) 5.99 (33.28) 2.58 (0.98) 5.99 (2.99)
R 65 5.96 (4.65, 7.63) 5.79 (259.17) 253 (2.07) 5.79 (4.52)
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