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[ Abstract] Objective To mine and analyze the adverse drug event (ADE) signals
of trastuzumab emtansine (T-DM1) and trastuzumab deruxtecan (T-DXd) using the Japanese
Adverse Drug Event Reporting (JADER) database, and to provide reference for safe clinical use
of the two drugs in Asian populations. Methods The ADEs reported for T-DM1 and T-DXd
from the Japanese JADER database from January 2014 to June 2024 were mined and analyzed
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using the reporting odds ratio method, Medicines and Healthcare products Regulatory
Agency method, and information component method. Results A total of 1 013 ADE reports
were extracted for T-DMI, involving 733 patients. 38 ADE signals were detected, and 18
ADE signals were not documented in package inserts in China. Similarly, 1 224 ADE reports
were obtained for T-DXd, involving 732 patients. A total of 25 ADE signals were detected,
and 10 ADE signals not documented in package inserts in China. The ADE signals of T-DM1
were involved in the system organ class (SOC) with unique conditions such as cardiac
disorders, nervous system disorders, and ocular organ diseases. The ADE signals of T-DXd
were involved in the SOC with unique conditions such as infections and infestations, general
disorders and administration site conditions. Conclusion T-DMI and T-DXd exhibit
differences in terms of high-frequency ADE, SOC distribution, and overall safety profiles.
In clinical practice, it is important to enhance our understanding of the primary ADEs and
differential ADEs associated with T-DM1 and T-DXd. Additionally, close monitoring of
patients' parameters, including blood routine, pulmonary function, hepatic function, and

cardiac function, should be carried out throughout the treatment period to enable timely

intervention when necessary.

[Keywords] Trastuzumab emtansine; Trastuzumab deruxtecan; Adverse drug event;

JADER database; Pharmacovigilance; Antibody-drug conjugates
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Table 1. Basic information of ADE reports

T-DM1 (n=733)

T-DXd (n=732)

g
% R (%) TP R (%)
PESI
B 6 0.82 279 38.11
Ergis 711 97.00 449 61.34
AR 16 2.18 4 0.55
iR (%)
5~ 0 0.00 0 0.00
15~ 1 0.14 2 0.27
25~ 24 3.27 17 2.32
35~ 97 13.23 55 7.51
45~ 111 15.14 122 16.67
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2k
s T-DMI1 (n=733) T-DXd (n=732)
%k IR (% ) % R (%)
55~ 176 24.01 207 28.28
65~ 115 15.69 264 36.07
75~ 39 5.32 40 5.46
85~94 1 0.14 1 0.14
ENGl 169 23.06 24 3.28
et A
B &R 664 90.59 541 7391
WA 65 8.87 191 26.09
ENGl 4 0.55 0 0.00
IR
AT 325 29.20 488 39.87
i 243 21.83 336 27.45
A 43 3.86 188 15.36
R 244 21.92 81 6.62
Jo e 8 0.72 17 1.39
AR 250 22.46 114 9.31
et A
B 676 92.52 677 92.76
20 46 5.92 45 5.83
HABEES 7Ll A B 8 1.13 9 1.26
TH2# 3 0.42 1 0.16

E: CEa DURADES R %t , LA kiR Bt

2.2 T-DM1#0T-DXdHEXADER{ESEE
KH 3 MG T2 L, BRASRKET-DM
HHIE ADE {55 38 4>, ¥ A&AHIC ADE 15 5 194
584 0y, ZE % 114 S0C, FRE T-DM1 &
JR 25 SR BT (2024 4F 06 H 04 HEHT) bk
04 PT 3t 18 4~ M 4248 2 1Y 38 4~ T-DM1
FHOC ADE A5 S 5 8y, |3 2 AT L/
MO BB . TS PE Al e« /N sk 2D
U 1 E RN R bk R E A5 ADE R4S B0 £
U Sy AR AL 552 T-DMI B 45 R ic 2K,
HIREHZ 0 ADE; AEREALPET Tk i i A
TS E PR BE S T-DM1 BB B Ric 8 HAS 5

5 B Y ADE . LR T-DXd #H ¢ ADE {5
5254, ¥ M E ADE 15 5 R 943 153,
2R 74 8S0C, FE T-DXd Bz i i B 45

(2023 4F 07 A 11 HEH ) P RidE M PT 3t
10 4~ Krzdi 2 e 25 4~ T-DXd 4156 ADE {55
PR B THER , A 3 T UL RS A |
S B TR AR 2 LR A RE L T Mk A i T TR
1% B ARIBE 19T M4 ADE #4550 % ; B
0 04 140 PR DR /D2 T-DXd BEBH A5 rh ARt 2%
HE B Z 1 ADE; JE/K R 2RI 38 257
BAEZE T-DXd Ut rh A ic 2k A5 S B
(%) ADE,

&2 T-DM1tBXADEESEZIELER
Table 2. Results of ADE signals mining for T-DM1

PT Eira=ni¢ ROR (95%CI ) PRR (x*) IC (ICys)
IR RERAR 190 15.05 ( 12.85, 17.63) 12.42 (2008.27) 3.62 (1.95)
(] S P e s 109 437 (3.58, 5.33) 4.01 (252.03) 2.00 (0.33)
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Zr2

PT 55 ROR (95%CI ) PRR (1) IC (ICgs)
MM 40 7.79 (5.67, 10.69) 7.52 (226.17) 2.90 (1.24)
IRVAE=250 32 5.39 (3.79, 7.67) 5.25 (110.47) 239 (0.72)
T K s A 15 202.47 (117.67, 348.39) 199.49 (2609.92) 7.46 (5.77)
ST G A 14 1746.35 (805.71, 3785.12) 1722.22 (11 115.49) 9.64 (7.88)
AR = T 5 12 434 (246, 7.68) 430 (30.43) 2.10 (0.43)
KA AR ARTH = 12 4.66 (2.64, 8.24) 4.62 (33.98) 2.20 (0.53)
AR 1 A 12 4.44 (251, 7.84) 4.40 (31.47) 2.13 (0.46)
S £k 10 25.39 (13.55, 47.58) 25.15 (228.09) 4.63 (2.96)
B 9 13.04 (6.75, 25.21) 12.94 (98.33) 3.68 (2.01)
Jiebe F 1 9 13.60 (7.03, 26.29) 13.49 (103.19) 3.74 (2.07)
SRR G RN, 8 470 (234, 9.42) 4.67 (23.01) 222 (0.55)
it 7 4.00 (1.90, 8.41) 3.98 (15.58) 1.99 (0.32)
LI 7 9.93 (4.71, 20.94) 9.87 (55.46) 329 (1.62)
MARLT Z T 7 6.26 (297, 13.19) 6.22 (30.60 ) 2.63 (0.96)
fifi gt 7 9.28 (4.4, 19.55) 9.22 (51.01) 32 (1.53)
LYTRER I 6 15.46 (6.90, 34.64) 15.38 (79.85) 3.93 (2.26)
i3 6 5.26 (236, 11.76) 5.24 (20.52) 238 (0.72)
JE K 6 433 (1.94, 9.68) 431 (15.24) 2.11 (0.44)
1 £ P i /i 6 6.73 (3.01, 15.04) 6.69 (28.96 ) 2.74 (1.07)
e 2 I A 5 7.41 (3.07, 17.89) 7.38 (27.46) 2.88 (1.21)
iR s i Lr Gk 5 4.81 (2.00, 11.61) 4.80 (14.99) 2.26 (0.59)
EE Ik 5 18.87 (7.79, 45.69) 18.78 (83.14) 421 (2.54)
FrREI 4 29.20 (10.83, 78.7) 29.09 (106.41) 4.84 (3.15)
EIR TR MY =T Na 4 988.03 (278.39, 3506.55) 984.13 (2357.13) 9.21 (7.33)
e RE i 4 9.41 (3.51, 25.19) 9.37 (29.74) 3.22 (1.55)
Hit 7K e 3 5.83 (1.87, 18.14) 5.81 (11.91) 2.53 (0.86)
JHF: g 3 3.70 (1.19, 11.49) 3.69 (5.87) 1.88 (0.21)
SRR 3 11.10 (3.56, 34.63) 11.07 (27.29) 3.46 (1.78)
ZINRRG LS 1. 3 6.20 (1.99, 19.30) 6.19 (12.99) 2.62 (0.95)
SRS 3 277.61 (80.76, 954.21) 276.79 (694.21) 7.87 (6.08)
FTPN g L it 3 43.97 (13.92, 138.87) 43.85 (122.00) 5.41 (3.72)
TRNEIRAY 3 432 (1.39, 13.43) 431 (7.60) 2.10 (0.43)
it e ol 3 6.01 (1.93, 18.70) 599 (12.43) 258 (0.91)
SF i 43 B KA 3 15.69 (5.02, 49.03) 15.65 (40.71) 3.95 (2.28)
B RSk it e 24 1t 3 71.64 (22.45, 228.59) 71.43 (198.72) 6.09 (4.39)
L E DI RERE G 3 35.25 (11.20, 110.95) 35.15 (97.22) 5.10 (3.41)

E: KRB SBLAB P RITH,

https://ywlxbx.whuznhmedj.com/



846 Chin J Pharmacoepidemiol, Aug. 2024, Vol. 33, No.8
&3 T-DXdtHXADESS#EZMER
Table 3. Results of ADE signal mining for T-DXd
PT AL ROR (95%CI) PRR () IC (1Cyps)
[ BT PR 279 10.74 (9.40, 12.28) 8.52 (11890.47) 3.08 (1.41)
TR B R A L D 78 7.92 (630, 9.97) 7.48 (439.14) 2.90 (1.23)
rh PR L RREAR 64 4.18 (3.25, 5.38) 4.02 (146.51) 2.00 (0.33)
B HR 64 7.88 (6.13, 10.15) 7.52 (362.38) 2.90 (1.24)
3% 59 4.86 (3.74, 631) 4.67 (171.30) 2.22 (0.55)
BTN 55 7.32 (5.58, 9.60) 7.04 (284.99) 2.81 (1.14)
PP A R i 53 4.69 (3.56, 6.18) 4.53 (146.69) 2.18 (0.51)
I EREAR 41 2.24 (1.64, 3.06) 2.20 (27.29) 1.14 (0.53)
WX - 37 5.86 (4.22, 8.13) 571 (143.81) 2.51 (0.84)
[AAC 32 3.19 (225, 4.54) 3.14 (46.84) 1.65 (0.02)
R 27 4.39 (3.00, 6.43) 4.32 (68.89) 2.11 (0.44)
MEZ 19 2.84 (1.80, 4.47) 2.81 (22.26) 1.49 (0.18)
iR A 17 5.96 (3.69, 9.62) 5.89 (68.81) 2.55 (0.88)
it gt 16 17.80 (10.83, 29.24) 17.58 (246.77) 4.12 (245)
M/ NI 15 2.34 (141, 3.90) 2.33 (11.38) 1.22 (0.45)
4 L2 14 2.31 (136, 3.92) 2.30 (10.28) 1.20 (0.47)
HE K 12 7.22 (4.08, 12.77) 7.16 (63.28) 2.83 (1.16)
Jiis2nay 12 2.33 (1.32, 4.11) 2.31 (8.96) 1.21 (0.46)
WPt He i 48 10 2.89 (1.55, 5.38) 2.87 (12.19) 1.52 (0.15)
ik 10 3.62 (1.94, 6.74) 3.59 (18.71) 1.84 (0.17)
RS N 9 4.09 (2.12, 7.90) 4.07 (20.83) 2.02 (0.35)
R T i ¢ 6 3.11 (1.40, 6.95) 3.10 (8.55) 1.63 (0.04)
UNTES) T 5 2.68 (1.11, 6.46) 2.68 (5.25) 1.42 (0.25)
W5 5 3.75 (1.56, 9.04) 3.74 (10.01) 1.90 (0.23)
ATEVFIRE A SR AR 4 3.45 (1.29, 9.22) 3.44 (6.92) 1.78 (0.11)

E: R EZHSBIU AF R

2.3 ADEESEXKHRISOC

i 1 ROR ¥, MHRA ¥ fl IC 72 % T-DM1
1 T-DXd #2¢ ADE {55 FEA 742 96 F i ik, K 0
EHI Y PT #8 SOC 4328, PIETEMLET SOC J7 vl
FEAE X, T-DMI #2451 5507 J5 115 5 /9 SOC (2
FEA KA (4022%) . PR RS, M KON
PhR (24.96% ) . DIESFE M (9.16% ) . il
WM R G (8.26% ) . T HH 2 88 95 ik
(8.08% ) . T-DXd i & 1l %% J& Wi 5 1) SOC 43
RN R G W RS (33.47%) | Il

WM RGN (26.06% ) . B RS ER
(14.94% ) . 25 KKA (11.23%) | JRG K7
YeRPR (3.92% ) . LA T-DM1 A1 T-DXd )
SOC &I, ONEESE B . HIHRZGER . %
KM RGYIR . A1 hEERE R
SE L RPE L IR R TN B A e RN 2 BB
X 6 1~ SOC {XAE T-DM1 Hosg 3], e & 4=
YRGBV B2 25 5B 45 R R N AN AE
T-DXd HFAMIN A ADE {55, WLk 4,
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#&4 T-DM1F0T-DXdtH<ADE{5E EKSOC
Table 4. SOC involvement in the signaling of ADEs for T-DM1 and T-DXd
T-DM1 T-DXd
SOC 55 2 i e 55 KU rh
(FILE% ) Kic#APT (H % ) RICHMPT
HARM A 224 (40.22) IMBLZLERTbE . SHsaEOHE 105 (11.23) -
WP R GE . T B 139 (24.96) JlEEtE . <M. Firik e i 316 (33.47) AMEFFIREHLZRGIE
OISR E B 51 (9.16) O J1xEdl DK, OIIRE - -
P DR . OB
IR G50 45 (8.08)  JIFfEAL . ARREALPED Tk - -
LIRS 46 (8.26) M4/ 246 (26.06) EHEINE] . A 140
P B IR 22 (3.95) EEIAE 74 (7.84)  JBKk
SRA . R BRI AR 11 (1.97)  BUHHERIE - -
B 1 R G050% 14 (251) JEK 141 (14.94) JEIK. /Na4sm %
RLVE | bk Rt A B A fe 9 (1.62) - - _
(RLFRREIRAN B AR )
BRI RGP 12 (2.15)  HRizk b, JAE RS - -
IR B 4(0.72) NP - -
SR KA Y - - 37 (3.92)  BREEE. HRIRHEF
Hufitige . EYpEIR
S ABET 5
A BRI I 25 25BN - - 24 (2.54) -
N T 48 2 ADE i 45 #0m F [F 280 ot i 2
3 iTig B, UG AFEARTE, 2882155500
3.1 T-DM1#0T-DXdtHXADEZEI M A WA S . A5 " R T T-DM1 IEFRIRER
B s ( KAMILLA ) %4 ER BA S AP A S A& B8,

T-DM1 A1 T-DXd [A]J& ADC 25259, & HHi
HER2 FHMEFLEIRIT B 2E 25, IR Y
Yo —H A2 KT, AR H AR E iR
A, TR AR, AT B2, SR 3R [ A 2 4
M LS % 5 L, A5 diiig T-DM1
FHIE ADE #edh 1 013 17, ¥ S s 3 733 5, T-DXd
AHOE ADE i 75 1 224 fiy, ¥ M B35 732 fl. 7E
PR b, ESE RS LB EREZ,
Al AR S NEAH G, A 22 1248 T FAERS 2L
P 5 tp T-DM1 A1 5€ ADE 155 ", AHF 5% th 78
JADER 5 48 2 Hh 08 2% 31 1 & A2 4% AT 10 07 1Y
ADE 5HAFr 245, [ FPEB% 78 JADER
R BOHESS 2 7, T 7E FAERS 3040 5 Hh HESE 8
B, FLO 1Ay TE KR R . T SR
Thir . RS AT = AT L %5 7F JADER
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B AL, 7 IS PRI /)N Al sk 2 1 7 2 7]
AR T o AP S R W, #4552 T-DM1 R
SRR ADE &5 80 2 1 /R >, B
WLEL B Z 4 5 AR SRS ADE, Wi H o
B L /N L P g
FE Kk B 2 i, 7R T-DMU I R A
Fad R, BN SETE /MR A e AR, R4
7~ FEE TR R IR S XU
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AR 22 TR A A 25 i) ] J3 e il ¢ 19 & R AR L (4
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A 10.9% F110.5% ) , {H H A< 41 B9 % 9w %
(222%) W T EABEHEMI A . FET FAERS
BAGEERIRESE M G5 R N, T-DXd AH2¢ ADE 4
SRR, AR R ER, EHA
N, [RTTHERTER 7E T-DXd #H5¢ ADE Hi4i2
RN Z . BRAA R P R, HAREFER T-DXd
PR ATRERAR. S — i, SHABAREAALL, H
AR B 1) T-DXd Bl s 38 i nT R 2 il T I R 52 B
2555, 8 h W e 45 Y0 S AR R FE I IR
I T-DXd fif H # v, B O e fili S s A5
FVEALSFAHOCHE R o
3.2 T-DM1FT-DXdZ S@ixBAH hkid
ZiHIADE

[ 2 i BB P e 2 L MR BT
AMFFEFRAFH) T-DM1 Fl T-DXd #H& ADE {5 5
P DAREL, BT A BRI TG . BR
LAY ADE #b, A58 4 T-DM1 Fil T-DXd 1/
FH 5 ADE K925 il ic k., e g
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