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[ Abstract] Objective Based on the U. S. Food and Drug Administration Adverse
Event Reporting System (FAERS) database, data mining was conducted on hematological
adverse events related to antibody drug conjugates (ADC), providing reference for the safe use
of ADC drugs in clinical practice. Methods The report data from the third quarter of 2011 to
the fourth quarter of 2022 were retrieved from the FAERS database. After data cleaning such as
deduplication and name standardization, extract hematological adverse events related to ADC,
and use report odds ratio method and the information component method for signal detection.
Results A total of 101 610 adverse event reports were extracted, with 8 ADC drugs as the
primary suspected drugs, and 5 768 ADC related hematological adverse event reports. Among
them, 3 423 cases of agranulocytosis were involved, and the signal intensity from strong to
weak were sacituzumab govitecan (SG), gemtuzumab ozogamicin (GO), brentuximab vedotin
(BV), polatuzumab vedotin (PV), enfortumab vedotin (EV), trastuzumab deruxtecan (TD),
inotuzumab ozogamicin (IO) and ado-trastuzumab emtansine (TDM-1). There were 2 327 cases
hematopoietic cell deficiency, with signals ranging from strong to weak were IO, SG, BV, EV, PV,
TD, TDM-1, and GO. Report with clinical outcome of death of ADC drug related hematological
adverse events included BV 179 (16.84%), TDM-1 102 (13.01%), TD 88 (27.08%), GO 12
(16.90%), IO 8 (11.59%), EV 54 (24.32%), PV 22 (27.16%), and SG 84 (21.05%). Adverse event
time analysis showed that the number of events on the first day of TD, IO, and SG medication
accounts for > 40% of the total number of cases. The median time of hematological adverse
events in TD, GO, IO, EV, PV, and SG was within one treatment course (21 days). Conclusion
Attention should be paid to the risk of ADC drug-related hematological adverse event, during
the clinical medication process, blood cell count changes should be closely monitored, and any

abnormalities should be promptly diagnosed and treated.

[Keywords ] Antibody drug conjugates; Hematological adverse events; FAERS
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28 15 2 AH L (4 SMQ AR 15 £ H5 R 40 il Sl = JiE
(4ifi%: 20000023 ) F3d I 20 A sk /i ( Gt
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AR FFHE 5768 1, A5G T 2011 48, 8 A
ADC 2593 K IR R G B Fi 4, SR R
vl SR R G ], SRR I . Ik B
&, AN REREE ( Bindirds 20, 1
BCEE ) 435h BV 24 832 5] (1081 i, 4.35% ) .
TDM-1 32 402 f4)( 784 4], 2.42% ) .SG 7 197 (399
1, 8.94% ) . TD 8 426 4] (325 ], 4.46% ) .
EV 6 121 ] (222 ], 6.86% ) . PV 11403 5] ( 81
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1, 9.92% ) . GO 5196 fil (71 4], 6.70% ) .
10 5949 5] (69 fl, 9.01% ) . #& ¥ 5 J5 I,
TDM-1. SG #HC MK RGEA B F s h Lotk
BZ, EVHXRE T B MR E, HAZyY s
PRSI LGB . AEAERS T THT, EV RN PV 4G
ENGEZ, HALZGY H R BdR K 2, ik
PPARARIE 22 57 o AP 04 45 20k A 36
HA KR, W% 1.

#1 ADCHXMERZZEAFREHHREERRFR [1(%)]

Table 1. Basic information of ADC related hematologic adverse event reports [1n(%)]

75 H BV TDM-1 TD GO 10 EV PV SG
PE 5]
L 344 (31.82) 9 (L15) 100 (30.77) 29 (40.85) 37 (53.62) 171 (77.03) 33 (40.74) 49 (12.28)
& 308 (28.49) 687 (87.63) 154 (47.38) 23 (32.39) 24 (34.78) 43 (1937) 41 (50.62) 338 (84.71)
Y NI 429 (30.69) 88 (11.22) 71 (21.85) 19 (26.76) 8 (11.59)  8(3.60) 7 (864) 12 (3.01)
g (%)
0~<18 78 (7.22) 27(344) 71 (21.85) 7(986) 13 (1884) 29 (13.06) 5(6.17) 145 (36.34)
18~65 349 (32.28) 453 (57.78) 98 (30.15) 32 (45.07) 27 (39.13) 45(2027) 18 (2222) 138 (34.59)
>65 160 (14.80) 105 (13.39) 94 (28.92) 11 (1549) 7 (10.14) 134 (60.36) 51 (62.96) 84 (21.05)
N 493 (4561) 199 (2538) 62 (19.08) 21 (29.58) 22(31.88) 14 (631) 7(864) 32 (8.02)
L]
FET- 78 (7.22) 102 (13.01) 88 (27.08) 12 (1690) 8 (11.59) 54 (2432) 22 (27.16) 84 (21.05)
HEATfERE 349 (3228) 24 (3.06) 29 (8.92)  3(423)  3(435) 5(225)  1(123)  37(927)
B 160 (14.80) 4 (0.51) 0(0.00) 0(0.00) 0(0.00) 0(000) 2(247) 1(0.25)
TrRBULE 493 (45.61) 0 (0.00) 0(000) 0(000)  0(0.00) 0(0.00) 0(0.00) 0 (0.00)
B 17K
N Ezinti
fEBEEAERE 417 (39.23) 180 (22.96) 80 (24.62) 31 (43.66) 28 (40.58) 72 (3243) 23 (28.40) 134 (33.58)
[IEIFISN
HAt ™ 262 (24.24) 436 (55.61) 100 (30.77) 25 (3521) 30 (43.48) 89 (40.09) 33 (40.74) 127 (31.83)
NS s
Rihs 145 (1341) 38 (485) 28 (62.00) 0(0.00) 0 (0.00) 2(090) 0(000) 16 (401)
et A
(HI307)
B 233 (21.55) 162 (20.66) 106 (32.62) 15(21.30) 7 (10.14) 132 (59.46) 4 (494) 86 (21.55)
EEN 151 (13.97) - 143 (44.00) 20 (28.17) - 49 (22.07) 43 (53.09) -
| 148 (13.69) - - 7(986)  6(870) 17 (7.66) - 150 (37.59)
il - 82 (10.46) - - - - 5(6.17) -
O - 80 (10.20) - - - - - -
ey - - 13 (4.00) - 34 (49.28) - - -
N - - - - - - - 37 (9.27)
4 1081 784 325 71 69 222 81 399
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HH 3 O 3E 158 4] (71.17% ) , & 43 B 7%
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N E 4 451 (4.94% )
253 15 (63.41% )
(71.15% ) .
2.2 SMQESHINER

2 ROR A5 S K5, 8 Fl ADC 25K H 5
M RGBSR CER, ¥ S 59%11 5 750
i, Forboki g0 i sk = 5E V5 K 3 423 5], ROR &A1
IC LRSS, (555 (RORE) M
9 3 55 B 25 K Y g SG. GO BV, PV, EV.
TD. 10 Fl TDM-1; & L4 sl FE 5 f2 2 327
F5 IR B 55 1 245 AR IR 10, SG, BV, EV,
PV, TD., TDM-1 1 GO, W% 2.
SRR

s SG i W UE A FL AR I
, HrhEEs AIKJ%?LH%JE 180 i)

Table 2. SMQ signal monitoring results of 8 ADC drug related hematogic adverse events

SMQ 25y 5 E ROR (95%CI) 1C-2SD

L2 k= SG 497 12.89 (11.77, 14.12) 343
GO 251 9.76 (8.59, 11.08) 2.99
BV 1126 8.95 (8.45, 9.52) 2.87
PV 472 8.31 (758, 9.11) 2.84
EV 251 8.22 (7.24, 9.33) 2.76
TD 271 6.39 (5.66, 7.21) 243
10 166 552 (473, 6.44) 2.17
TDM-1 410 2.46 (223, 2.72) 1.14

T I 240 s 10 370 5.65 (5.10, 6.27) 2.29
SG 211 433 (3.77, 4.96) 1.86
BV 605 421 (3.88, 457) 1.92
EV 169 3.67 (3.15, 4.28) 1.61
PV 659 3.50 (3.24, 3.78) 1.66
TD 105 3.47 (2.86, 4.21) 1.46
TDM-1 111 3.11 (258, 3.75) 1.32
GO 97 279 (2.28, 3.41) 1.15

2.3 PT{ESHMLE
ﬁ?PTF’JiﬂDﬁTE%W SR, ek
HLLF 8 Fh ADC 25914 154 PT 55, Hidh BV
G 154 PT{ES, TDM-1 £ 104, TD 8 14,
GO 74, 10 114>, EV 104>, PV 114, SG 134>,
UL 1,
2.4 AREHELLERE
8 At ADC 25 AH G I R GEA B FAF KA
BflE) A S, TD. 10 F1 SG FHZY i H 4k 4
5 B 40% LA s TD. GO. 10, EV, PV
FSG KA MM RGEA R FAF A B ETE 142
2R (21d) 2, WL 3.

25 AREHERTERS

8 Flt ADC 25 WA U T B %25 H b
FHR ) BV 179 4] (16.84% ) , TDM-1 102
i (13.01% ) , TD 88 fi| (27.08% ) , GO 12 i
(16.90% ), 10 8 41( 11.59% ), EV 54 {5]( 24.32% ) ,
PV 22 f5i] (27.16% ) , SG 84 f (21.05% ) .

3 itig

H 2011 4ESE EHEHEE F ADC 59 Lk, 1E
Sk B IR R VIR T AT T U, ADC 25 4 3 &
JEIER TR, 2020 45 LUk EHEAE T BV,
TDM-1, SG 10 L ", B FAF ADC 254 K)
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Figure 1. ROR heat map of ADC drug related hematologic adverse events

E: BV 4fikd; TDM-1, B EwWEzk; TD: ¥k, GO: REF &3k, 10 REX#F3k; EV: LTEBE; PV GiTHIL LK,
SG: RiVEzk; HADEYREREERBRFHETHRORM, RORMAK, MEME, §EREE “BH-PTHEMAL" “RIEMNIAH %5
57, PP RARF] A R ROR & o1 Cik e 14

3 8TMADCHAWEX MK RGN R EHRI A ERE (1, n(%), M(P,s, Prs)]

Table 3. Time of occurrence of 8 ADC drug related hematologic adverse events[n, n(%),

MEA B FHF-PT

M(P25! P75)]

WiH BV TDM-1 TD GO 10 EV PV SG
WAEE 385 301 210 33 26 123 43 283
HZ5E H 104 68 18 6 13 13 15 117
KA (27.01) (22.59) (88.57) (18.18) (50.00) (10.57) (34.88) (41.34)
SR TE] 24 71 0 6 1 13 20 7
(d) (0, 75) (3, 168) (0, 0) (3, 9) (0, 9) (7,20) (0, 42) (0, 7)

PRI ZN M EEE 2T AR, BF9E ADC 259 R
FE BAR A AE D AEA e 5 SO R 2 H
LM, SCEk ™ $25] ADC 25
BAMB RGN RN FdFEAHR N, fh24EE
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AW e = N 5 S sp S LR G O N e 8
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8 F ADC 25 ¥k th 5 1 R 4 A B A%
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—o SRR A —E MR O FAERS %X
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IE TR REAE N F bR EE T, P47 0] BeAE
HE—E T QR AL M EUER R A RUE S,
A FE L, FAREERE IR A R
Fifk 5 ADC 2592 VI AH G, HLA 4 Of
N B AR B LLE# S — A FH 4,
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SrfEh g, WRESSFEUCEE SR, Wi, IGK
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1 UK AR B, SF L MR PUIAR S Y IR
9 BIF A 2E Jee NPk 0] v R I K L 2022, 49(16):
850-857. [Li BL, Feng HL, Wei F, et al. Progress
and challenges in the research and development of
tumor antibody drug conjugates[J]. Chinese Clinical
Oncology, 2022, 49 (16): 850-857.] DOI: 10.12354/
j-issn.1000-8179.2022.20211914.

2 Gauzy-Lazo L, Sassoon I, Brun MP. Advances in antibody—
drug conjugate design: current clinical landscape and
future innovations[J]. SLAS Discov, 2020, 25(8): 843-868.
DOT: 10.1177/2472555220912955.

3 PEbUE SRR T R, ER
T IR 245 W i PR T P M 0 e R e B2 TRl e o
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