supplementary materials:

Table S1 Two-by-two contingency table for disproportionality analyses.

Adverse All other adverse total
events of interest events of interest
Drug of interest a b atb
All other drugs of interest ¢ d c+d
Total atc b+d a+b+c+d

Table S2 Summary of major algorithms used for signal detection

Algorithms ~ Equation criteria

ROR ROR=ad/bc 95% CI>1, N=3
95% CI:eln(ROR)i 1.96 (1/a+1/b+1/c+1/d> 0.5

PRR PRR=(a/(a+c))/(b/(b+d)) PRR=2, y*=4, N=3

= [(ad-bc)*2] (atb+ctd)/
[ (at+b)(c+d)(at+c)(b+d) ]

Abbreviations: ROR, reporting odds ratio;N, the number of reports AEs;CI: confidence interval; PRR, proportional reporting ratio; %2,

chi-squared;

Table S3 The top ten adverse events(AEs) with the highest frequency for T-DM1 and T-DXd

Drug PT SOC Freq(%) ROR(95% CI)

T-DM1 platelet count decreased investigations 108(7.91) 12.46(10.26,15.11)
thrombocytopenia blood and lymphatic system disorders 88(6.44) 9.89(7.99,12.24)
neuropathy peripheral nervous system disorders 71(5.20) 8.97(7.08,11.37)
pyrexia general disorders and administration site conditions ~ 65(4.76 ) 2.34(1.83,2.99)
epistaxis respiratory, thoracic and mediastinal disorders 57(4.17) 8.77(6.74,11.41)
hepatic cirrhosis* hepatobiliary disborders 37(2.71) 23.58(17.02,32.66)
anemia blood and lymphatic system disorders 32(2.34) 2.08(1.46,2.94)
interstitial lung disease respiratory, thoracic and mediastinal disorders 29(2.12) 7.43(5.15,10.72)
myelosuppression blood and lymphatic system disorders 26(1.90) 15.13(10.27,22.29)
pneumonitis respiratory, thoracic and mediastinal disorders 26(1.90) 12.68(8.61,18.68)

T-DXd nausea gastrointestinal disorders 285(15.85) 4.75(4.19,5.39)
interstitial lung disease respiratory, thoracic and mediastinal disorders 262(14.57) 82.55(72.44,94.07)
fatigue general disorders and administration site conditions ~ 167(9.29 ) 2.79(2.38,3.26)
vomiting gastrointestinal disorders 106(5.90 ) 2.82(2.32,3.43)
pneumonitis respiratory, thoracic and mediastinal disorders 89(4.95) 48.34(39.05,59.84)
alopecia skin and subcutaneous tissue disorders 65(3.62) 3.89(3.04,4.98)
decreased appetite metabolism and nutrition disorders 61(3.39) 3.34(2.59,4.31)
neutrophil count decreased investigations 59(3.28) 20.12(15.52,26.08)
anemia blood and lymphatic system disorders 51(2.84) 3.58(2.71,4.73)
neutropenia blood and lymphatic system disorders 49(2.73) 4.59(3.46,6.10)

*not mentioned in the instruction;

Abbreviations: SOCs: System Organ Classes;N, the number of reports AEs; PTs: Preferred Terms; ROR, reporting odds ratio; CI:

confidence interval



Table S4 The top ten AEs with the strongest signal intensity for T-DM1 and T-DXd

Drug PT SOC Freq(%) ROR(95% CI)

T-DMI  pepatopulmonary syndrome*™ respiratory, thoracic and mediastinal disorders 6(0.44 ) 680.42(290.29,1594.81)
spider naevus* skin and subcutaneous tissue disorders 8(0.59) 522.14(252.12,1081.34)
nodular regenerative hyperplasia hepatobiliary disorders 17(1.24) 225.09 (138.27 ,366.44 )
telangiectasia* skin and subcutaneous tissue disorders 8(0.59) 110.21 (54.65,222.28 )
non-cirrhotic portal hypertension hepatobiliary disorders 3(0.22) 86.34 (27.57,270.43 )
portal hypertension hepatobiliary disorders 23(1.68) 85.34 (56.40,129.13 )
focal nodular hyperplasia neoplasms benign,malinant and unspecified 3(0.22) 48.38 (15.51,150.92)
extravasation general disorders and administration site conditions 11(0.81) 27.83 (15.37,50.42 )
cardiac dysfunction cardiac disorders 7(0.51) 25.49 (12.12,53.63 )
corneal disorder* eye disorders 5(0.37) 24.34 (10.10,58.66 )

T-DXd interstitial lung disease respiratory, thoracic and mediastinal disorders 262(14.57) 82.55(72.44,94.07 )
lung opacity* respiratory, thoracic and mediastinal disorders 8(0.44) 65.04 (32.35,130.75)
pneumonitis injury,poisoning and procedural complications 89(4.95) 48.34 (39.05,59.84 )
pulmonary toxicity respiratory, thoracic and mediastinal disorders 18(1.00) 31.83 (19.99,50.69 )
cardiac dysfunction cardiac disorders 6(0.33) 23.38(10.47,52.18 )
myelosuppression blood and lymphatic system disorders 37(2.06 ) 23.24(16.78,32.19)
keratitis* eye disorders 5(0.28) 21.95(9.11,52.89)
pneumonia bacterial* infections and infestations 12(0.67) 20.45 (11.58,36.11)
weight abnormal investigations 4(0.22) 20.10 (7.52,53.69)
pneumocystis jirovecii pneumonia* infections and infestations 19(1.06 ) 20.03 (12.74,31.49 )

*Not mentioned in the instruction;

Abbreviations: SOCs: System Organ Classes;N, the number of reports AEs; PTs: Preferred Terms; ROR, reporting odds ratio; CI:

confidence interval

Table S5 The entire analysis results of signal mining for T-DM1 and T-DXd
T-DM1 T-DXd
SOC system PT p values
N ROR (95% CI) PRR()2) N ROR (95% CI) PRR(y?)
blood and lymphatic myelosuppression 26 15.13(10.27,22.29) 14.96(324.20) 37 23.24(16.78,32.19)  22.83(748.08) 0.237°
system disorders splenomegaly* 15 14.51( 8.73,24.13) 14.42(173.73)  / / / /
cytopenia 10 11.15( 5.99,20.77) 11.10( 81.97) 4 4.76(1.78,12.70) 4.75(8.39) 0.008"
thrombocytopenia 88 9.89(7.99,12.24) 9.52(664.51) 33 3.87(2.74,5.46) 3.82(66.16) <0.001*
immune
) 7 8.66(4.12,18.20) 8.64(39.89) / / / /
thrombocytopenia*
haemolysis* 4 6.65(2.49,17.73) 6.64(13.91) / / / /
haemolytic anaemia*& 4 4.90(1.84,13.08) 4.90(8.81) 4 5.25(1.97,14.01) 5.24(9.81) 0.458°
lymphadenopathy* 10 3.36(1.81,6.26) 3.35(14.24) / / / /
bone marrow failure* 6 2.98(1.34,6.64) 2.97(6.00) / / / /
anamia 32 2.08(1.46,2.94) 2.06(16.50) 51 3.58(2.71,4.73) 3.52(89.87) 0.404°
platelet count
108 12.46(10.26,15.12) 11.88(1067.16) 35 4.17(2.99,5.83) 4.12(79.76) <0.001°
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tissue disorders

telangiectasia 8 110.21(54.65,222.28) 109.80(741.48)  / / /

skin toxicity 5 11.26(4.68,27.12) 11.24(36.89) / / /
dermatitis acneiform* 3 6.25(2.01,19.39) 6.24(8.47) / / /
alopecia / / / 65 3.89(3.04,4.98) 3.80(132.03)

*:Not mentioned in the T-DM1 instruction; &:Not mentioned in the T-DXd instruction; #:The PTs, although classified as "investigations"
in SOC systems, were reassigned to a SOC system with similar physiological significance for the purpose of observation. a:Fisher's exact
test; b:Chi-square test. Statistically significant values are marked in boldface.

Abbreviations: SOCs: System Organ Classes;N, the number of reports AE; PTs: Preferred Terms; ROR, reporting odds ratio; CI:

confidence interval; PRR, proportional reporting ratio; y2, chi-squared;



