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Abstract: Objective
Methods

as search terms,a total of 7 268 reports of abatacept — related adverse event (AE) were extracted from the Food and Drug

To investigate the correlation between the use of abatacept and the risk of malignant tumor occurrence.

By using an observational pharmacovigilance design,with the chemical name "abatacept” and the brand name ”Orencia”

Administration Adverse Event Reporting System (FAERS) database in the United States,covering the period from January 1,2005,
to June 30,2025. The report odds ratio (ROR) and proportional reporting ratio (PRR) methods were used to screen and analyze
positive signals of adverse drug reactions (ADRs). Results The AE reports predominantly involved female patients (5 218 reports,
71.79%) ; the reporting personnel were primarily healthcare workers (5 100 reports, 70.17%) ; the patient age groups were
concentrated in the age of 18 — 64 (2 720 reports,37.42%) and the age of 65 — 85 (2 153 reports,29. 62%) ;the main reporting
countries were Canada (3 289 reports, 45.25%) and the United States (1 224 reports, 16.84%). Among the adverse outcomes
caused by malignant tumors in patients, severe outcomes were more common (6 777 cases, 50.48%) , including 1 158 deaths
(8.63%). A total of 25 positive signals for ADRs were detected, including breast cancer, lymphoma, malignant melanoma, thyroid
tumors, and lung adenocarcinoma. Conclusion Abatacept has a strong statistical correlation with signals from various malignant
tumors such as breast cancer, lymphoma, malignant melanoma, thyroid tumors, and lung adenocarcinoma. In clinical practice, it is
necessary to carefully assess the risk of malignant tumors that patients may develop, promptly adjust the medication regimen, and
enhance medication safety.
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Tab.1 Basic information of AE reports for malignant tumors

associated with abatacept(n = 7 268)

TR B2 () AR (%)
3 bk 5218 71.79
B b 1299 17. 87
K fn 751 10. 33
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>85% 81 1. 11
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Fig.1 Distribution of reporting years for AE reports related to

malignant tumors associated with abatacept
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Tab.2 Major outcomes of the patients’ AEs(n = 13 426)
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Tab.3 Detection results of positive signals for malignant tumor —

related ADRs associated with abatacept
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1 KEE 319 2.07(1.73,2.49) 2.07(62.87)
3 EREEER 237 2.22(1.83,2.68) 2.21(69.09)
4 TREMNE 101 5.92(1.46,7.88) 5.92(189.03)
5 WRE 6 11(2.97,5.70) 11(82.05)
6 EmA ] 10. 97(7 44,16.19) 10. 97(220 75)
7 FREAE 30 2.47(1.69,3.61) 2.47(21.82)
§  HSkakE 30 7.50(4.47,12.57) 7.50(74.78)
9 AR gi) 3.79(2.27,6.31) 3.79(27.41)
0 #EFEHLH 2% 2.83(1.52,5.29) 2.83(9.92)
Il #Hlkaksk 16 2.40(1.24,4.63) 2.40(5.93)
12 FhA 13 3.18(1.51,6.71) 19(8.22)
13 EN$kaks 1 J31(5.53,23.12) 31(61.18)
4 BHRIAEE 10 15, 63(7 58,32.22) 15, 63(87 45)
15 FHRalE 7 3.60(1. 34,9.70) 3.60(5.03)
6 REg 6 10.65(4.67,24.27) 10. 64(40. 69)
17 g 6 10(4.86,25.33) 10(42.71)
18 WSk A 6 3. 64( 15.95,93.59) 38, 64( 150.33)
19 RERMBERCE/ 6 16.83(7.28,38.90) 16.83(67.56)
SRS
0 FEREE 6 3.44(1.42,8.33) 3.44(6.24)
A ARBENATA 5 2.79(1.15,6.74) 2.79(4.01)
A

N BB 5 108.67(35.55,332.18)  108.66(264. 96)
B BHEERE 4 5.80(2. 14,15.69) 5.80(11.05)
U THEREEE 4 6.50(2.40,17. 64) 6.50(13.01)
35 BHERMA(DARFE) 3 4.28(1.36,13. 44) 4.28(4.48)
A K AZAIL T 38 2 el 2 T 48 ML A B AN SZ 4 i
CTLA — 435 PE T 98 T 40 S0, n) BE- 5 28 S s
ﬁ]ﬁ&%ﬁ'”"%L—%ﬁﬁ&%ﬁﬁ%éﬁ%w TR R
il B BRI S5 AT) 5 2 5 5 IR TEIR A2 R 3R 1Y 52
FLHGRIEA T R AL TG B BE LR ™ R A
W AR 25 L R B RS PR 3R 12

N NG Gl (RS by s T 1B 7 e R N W I |
Al A IR CL R A BT 09 A0 T 200 B bk TR O L 5 A A
FEWR LR / S e AN LI 40 FIPEAS 5 cRA Sk 98,
HJR DRI M B A K L9 s KU T e AR OG22 F
FERIT, RA BB A A ik U8 i s AL 50 36 T
2.70 ~ 6. 07, Horp AR ar 4 bk R B0 A1 R L g
UL AR L 20 R i 0 RA KR Ik LR XU B
1o, BEIR RSP I Bl e G 5 i TR U L2 R R A e
AR 2 AR P S SR R R DR B PR 4 o ) 4
P RATRYT 259 08 9 0 5 5 A G (R TEE AR 32

137




TR

Drug Evaluation

&%

China Pharmaceuticals

2026 45 A 20 H %5 35 %45 10 4]
Vol. 35,No. 10, May 20,2026

FEIX BO YT 2 I 25 1 bk LR JRURS: A O 125 A I,
T X BE YA YT A S ) RA TG 3 B AT B BY T ARk e
968 2 9 AU o Bt 5% 38 W, 63 43 RA R DG 1) bk 28 98 9 191
rFORG I 2 BB 5 % A BT B P K AL G RIR YT 25
(R 8 ) 7R IR Y7 R R Hh T BE S R S VR 1 EB
PG 1 , D TTIT R Tk EE0 7 IR 1200 o R SR AT 5 i — 2L A 5T LA
T o 2L G RA 590K B = 3 2 TR Al S BEAIL 1

T R T R 2B 4 e Ak, AR AF 7 rp AR S
FHAEAS S , ARG 55 0 2R R | U PG RS 3 O
PR MR |0 IR (AN ) S I R g, H v
O PR 2R Y KUBS PR A LA B IR B L A
WG B, 36237 (il 3 e A PR 2 A
PEUE B 24 E 8 Fig L A BB 98 2 B 7 491 2 o] £ VG 3t
BITHERAE A RBEA R RR = 2.39,95%CI1(0. 90,
6.33) 1127 BLAk , FEET X 52 BT Y 22 500008 2 LA o
R, AOULEE 2 BT [ 7G5 v 97 21 5 0 BB A (FEER PR ) 7F
PR 2R R O T A 25 Y R A A T AR A
AT, BOAR AR W 500 (A 45 BT B G S ) YA 97 A G ) B
IR AR A A, AELAN [R) A B o 300 T 1 JRURS: 25 5
(AR ST R A AT B 002, IO B, Byt pa
A g5 AR e 1 P €0 28 R XU A AV A DI i — &
PR ] £ Pt 14 24 BEA L) B HLE RS CTLA - 41948
“IAEEA INTE—EHE L CTLA — 4 T bk T 40 i 2% 170 1)
SERI PR A7 R 38 3T I g% RN kB R A A
TirfE 20~ 30) By (1 FE A A CTLA — 4 20 i AMs i) i 9 A
ARG A, Hol i 158 CTLA - 44 S0 3L 3315
ST VE T, S0 T 98k L A0 A Y 2 4 g AR Y X R e e
PRT R T BB T BOULIA DT R T g% W LTI R IR 55, 1E
T 848 J000 1z JoRe A e P8 114 2 1 XU, o R Rl AT 9 R S 47 3
—HEI, BI CTLA — 415538 B A Bz ki & A8 & R
o A FH BRI,

A= B FR G T, M AR T A E P S A g B R A7
T 1R B4 B S5 908 R e 20 R 200 PR XU TG B v A
W T G TR I A 5 R B RURS: o 7E T A 2R B0 A g
W, EELY ADR BHYEAE S 58 B e e K iR
YRR IR R G, Tk T A AT A R 1 P
155 o NI R G I T, 2 BT HEDR B Fie g e 1
Ji B I8 1 A S A 4 o 18 4 0 A T I 9 R B — N
AR 2R, H— 28 ) B e MR 5 8 1 e e 1
N8 R S SRR |+ 0 N S 157 2 I s Lo L et 1 A
Pyl 300 T, AR S IR BTR 245 A BRI A A - 2
I 5, % 2k 25 W) ml REAE B T RRAIK B I T g AR 1R XL
5 34 T RA ZECE 1 LA LA 2 6 (1L — 6) /K- 1] Bl 1k
Z iR AR S INGS B R B A 3 A TL - 6 A B T figfie
HERRIE ) & AR (0 RA S H TR YT 2590 nl BE 2 B AIR
IL = 6 7KF, DA R AT B e 719 A DRV o A i 5 485 2t

138

75 , B UL G St 4 el P AT R 2 v /b A R A Y £ IR R
LY FIEREE BN A A I — 240 50 S5 S 25, s
RA J835 25 SR IO SRS o

ABESE H AR LS R EE 2 A 1 Bl 22 P
A P P Rg 189 XSS , AR TE AT A7 A — i 1Y SR R o B
56, FAERS Bfli e —A~ [ &4t REE, vl BEAF 12 0
PR R A O 22 AR FHEE 52 30 S AR IR, Al RE S R B
FEAR BHERRTE U 2B PR AR PR R A E 4t
THE R ™ H A 1 B 24 A TR A OB, S 215
ST RE 2 R 24 ) 5 A IR 2R 2 T WL 21 A S Ik
Mo FEC, RA SR AS B Rl B B A 5 BURE K A v b
T A XURSE , JC i DX o B i e 1) 24 A 2 75 I 2 25 )
IRI7 B & T2 W R AT S B Jm, T
ASHIFTE B WL I, JC 1 12 2590 -5 At A0 Rk B g
FFZ BRI R itk — 28 X B SE , U B AL
PR 50 5T I 1 A B, LA IEAS BT 5 25 18 0 12 57
PRK R

Lf LT IR AR BT P 24 i 15 P S RO S SRR
BIFTE I, BT L DY 3 A 3 R PR 1 A S XL
B, A TSRS FAERS K008 42 1A ] B 1 ) St P fe
T8 AR A5 5 0 A, 317 B L2 1 38 5 22 Al e i e L
JRAEE TP R R PR R | TR R B i o <
H T Z AR B G T2 SRHK , e PR 52 2 vp 7 2 78
AP R AT BE R A B P e XU, R s 3] 8 1T 24
DI 51 DA E e o

7% 3Lk

[1] KAWCZAK P, FESZAK 1J, BACZEK T. Abatacept,
Golimumab, and Sarilumab as Selected Bio - Originator
Disease - Modifying Antirheumatic Drugs with Diverse

Mechanisms of Action in Their Current Use in Treatment|[J .
J Clin Med,2025,14(6) :2107.

[2] PFEUFFER S, NELKE C, PAWLITZKI M, et al. Abatacept
Induces Long — Term Reconstitution of the B — Cell Niche in a
Patient With CTLA — 4 Haploinsufficiency : A Case Report[J].
Neurol Neuroimmunol Neuroinflamm ,2025,12(2) :e200351.

[3] NOZAWA T,IWATA N,IGARASHI T, et al. Correction : Safety
and effectiveness of intravenous abatacept for polyarticular —
course juvenile idiopathic arthritis: An all - case postmarketing
surveillance study[]]. Pediatr Rheumatol Online J,2025,23(1):25.

[4] ROHAAN MW, BORCH TH, VAN DEN BERG JH, et al.
Tumor - Infiltrating Lymphocyte Therapy or Ipilimumab in
Advanced Melanoma [J]. N Engl J Med, 2022, 387 (23) :
2113 - 2125.

[5] ZUCKERMAN BP, GIBSON M, ROY R, et al. Abatacept and
the risk of malignancy: a meta — analysis across disease
indications(J]. Rheumatology (Oxford),2025,64(6):3280 - 3287.

[6] RECH J, TASCILAR K, HAGEN M, et al. Abatacept inhibits

inflammation and onset of rheumatoid arthritis in individuals at



202645 H 20 H 55 35 %55 10 4]
Vol. 35,No. 10, May 20,2026

&%

China Pharmaceuticals

< mite
Drug Evaluation

high risk (ARIAA) : a randomised, international , multicentre,
double — blind, placebo — controlled trial [J]. Lancet, 2024,
403(10429) :850 — 859.
[7] COPE AP, JASENECOVA M, VASCONCELOS JC, et al.
Abatacept in individuals at high risk of rheumatoid arthritis
(APIPPRA)
parallel, placebo — controlled, phase 2b clinical trial [7].
Lancet,2024,403(10429) : 838 — 849.
BESSETTE 1., HARAOUI B, RAMPAKAKIS E, et al.

Effectiveness of a treat — to — target strategy in patients with

. a randomised, double — blind, multicentre,

(8

[}

moderate to severely active rheumatoid arthritis treated with
abatacept[]]. Arthritis Res Ther,2023,25(1):183.

[9] SIMON TA, DONG L, SUISSA S, et al. Abatacept and non -
melanoma skin cancer in patients with rheumatoid arthritis: a
comprehensive evaluation of randomised controlled trials and
observational studiesJ]. Ann Rheum Dis,2024,83(2):177 - 183.

[10] HUSS V, BOWER H, WADSTROM H, et al. Short — and
longer — term cancer risks with biologic and targeted synthetic
disease — modifying antirheumatic drugs as used against
rheumatoid arthritis in clinical practice [J]. Rheumatology
(Oxford),2022,61(5):1810 - 1818.

[11] MANEIRO JR, SOUTO A, GOMEZ - REINO JJ. Risks of
malignancies related to tofacitinib and biological drugs in
rheumatoid arthritis: Systematic review, meta — analysis, and
network meta — analysis[]]. Semin Arthritis Rheum,2017,47(2):
149 - 156.

[12] ESSE S, MASON KJ, GREEN AC, et al. Melanoma Risk in
Patients Treated With Biologic Therapy for Common
Inflammatory Diseases: A Systematic Review and Meta -
analysis[ﬂ. JAMA Dermatol, 2020, 156(7) : 787 — 794.

[13] SIMON TA, SMITTEN AL, FRANKLIN J, et al. Malignancies
in the rheumatoid arthritis abatacept clinical development
programme: an epidemiological assessment [J]. Ann Rheum
Dis,2009,68(12):1819 — 1826.

[14] BATE A, EVANS SJW. Quantitative signal detection using
spontaneous ADR reporting[J]. Pharmacoepidemiol Drug Saf,
2009, 18(6):427 - 436.

[15] EVANS SJ, WALLER PC, DAVIS S. Use of proportional
reporting ratios (PRRs) for signal generation from spontaneous
adverse drug reaction reports[J]. Pharmacoepidemiol Drug Saf,
2001,10(6):483 - 486.

[16] SIMON TA, BOERS M, HOCHBERG M, et al. Comparative
risk of malignancies and infections in patients with rheumatoid
arthritis initiating abatacept versus other biologics: a multi —
database real — world study [J]. Arthritis Res Ther, 2019,
21(1):228.

[17] GRUNER M, MONCSEK A, RODIGER S, et al. Increased
proteasome activator 28 gamma (PA28vy) levels are unspecific
but correlate with disease activity in rtheumatoid arthritis (7.
BMC Musculoskelet Disord,2014,15:414.

[18] DAI BY, MENG M, CHEN WL, et al. The Role of Abatacept

on Inflammation and Fibrosis in Hypochlorous Acid — Induced
Fibrosis Mice[ J]. Int J] Rheum Dis,2025,28(5) :70250.

[19] MORAND S, STAATS H, CREEDEN JF, et al. Molecular
mechanisms underlying rheumatoid arthritis and cancer
development and treatment [J]. Future Oncol, 2020, 16(9) :
483 - 495.

[20] KORHONEN R,MOILANEN E. Abatacept,a novel CD80/86 —
CD28 T cell co — stimulation modulator, in the treatment of
rheumatoid arthritis[J ]. Basic Clin Pharmacol Toxicol , 2009,
104(4):276 - 284.

[21] DOUGAN M. Weighing Antitumor Immunity against Life —
threatening Myocarditis from Immune - Checkpoint Inhi-
bitors[ J]. Cancer Discov,2023,13(5):1040 — 1042.

[22] KLEIN A, POLLIACK A, GAFTER - GVILI A. Rheumatoid
arthritis and lymphoma: Incidence, pathogenesis, biology, and
outcome| J ]. Hematol Oncol,2018,36(5):733 — 739.

[23] LEE S, LEE H, KIM E. Comparative Efficacy and Safety of
Biosimilar ~ Rituximab and  Originator ~ Rituximab in
Rheumatoid Arthritis and Non - Hodgkin's Lymphoma: A
Systematic Review and Meta — analysis [J]. BioDrugs, 2019,
33(5):469 - 483.

[24] MIZUSHIMA M,SUGIHARA T,MATSUI T, et al. Comparison
between rheumatoid arthritis with malignant lymphoma and
other malignancies: Analysis of a National Database of
Rheumatic Disease in Japan [J]. Semin Arthritis Rheum,
2023,63:152301.

[25] INOSE R, NAKAMURA A, OMI R, et al. Risks of malignant
lymphoma in  rheumatoid arthritis patients receiving
methotrexate — alone and in combination therapy compared
with the general population: A study based on a Japanese
medical claims database[J]. Int J Clin Pharmacol Ther, 2023,
61(10):430 - 436.

[26] HIROSE Y,MASAKIY,OKADA J,et al. Epstein — Barr virus —
associated B — cell type non — Hodgkin’s lymphoma with
concurrent p53 protein expression in a rheumatoid arthritis
patient treated with methotrexatel J|. Int ] Hematol,2002,75(4) :
412 - 415.

[27] HELKKULA T, CHRISTENSEN G, MIKIVER R, et al. Acral
Melanoma Incidence and Survival Trends in 1990 — 2020: A
Nationwide, Population — based Study[J]. Acta Derm Venereol
2024,104 : adv40242.

[28] MINICHSDORFER C,WASINGER C,SIECZKOWSKI E, et al.
Tocilizumab unmasks a stage — dependent interleukin — 6
component in statin — induced apoptosis of metastatic
melanoma cells| J|. Melanoma Res,2015,25(4) :284 — 294.

[29] KONG HF, ZHAO SQ, ZHENG J, et al. Cloning and
identification of the CTLA - 4IgV gene and functional
application of vaccine in Xinjiang sheep [J]. Open Life Sci,
2022,17(1):1555 - 1567.

[30] DHUNPUTH C,DUCASSOU S,FERNANDES H, et al. Abata-

cept is useful in autoimmune cytopenia with immunopathologic

139



