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Supplementary Table S1. Disproportionality signals for radiopharmaceutical reports versus all other VigiMed reports.
	PT
	A
	C
	PRR (95% CI)
	ROR (95% CI)
	chi-square
	p (Bonf.)

	Hormone-refractory prostate cancer†
	12
	23
	982.62 (491.75-1963.47)
	1007.63 (498.48-2036.82)
	7101.23
	0

	Prostate-specific antigen increased†
	8
	43
	350.39 (165.61-741.33)
	356.28 (166.62-761.83)
	2064.57
	0

	Blood alkaline phosphatase increased
	3
	119
	47.48 (15.15-148.80)
	47.77 (15.14-150.76)
	91.66
	4.32 x 10-20

	Myelosuppression
	4
	163
	46.22 (17.21-124.12)
	46.59 (17.21-126.15)
	131.41
	8.48 x 10-29

	Bone metastases†
	13
	582
	42.07 (24.46-72.36)
	43.20 (24.75-75.41)
	470.71
	9.41 x 10-20 

	Prostate cancer†
	6
	302
	37.42 (16.76-83.54)
	37.88 (16.80-85.40)
	174.39
	3.42 x 10-38 

	Bone pain
	9
	614
	27.61 (14.38-52.99)
	28.11 (14.47-54.62)
	202.11
	3.04 x 10-44 

	Extravasation
	4
	281
	26.81 (10.03-71.64)
	27.02 (10.03-72.80)
	74.21
	2.95 x 10-16

	Metastases to liver†
	4
	344
	21.90 (8.21-58.45)
	22.07 (8.20-59.39)
	59.57
	4.96 x 10-13 

	Metastases to lung†
	3
	324
	17.44 (5.61-54.16)
	17.54 (5.61-54.87)
	31.22
	9.69 x 10-7 

	General physical health deterioration
	4
	522
	14.43 (5.42-38.44)
	14.54 (5.42-39.06)
	37.21
	4.47 x 10-8 

	Hemoglobin decreased
	4
	575
	13.10 (4.92-34.89)
	13.20 (4.92-35.44)
	33.21
	3.47 x 10-7

	Dysgeusia
	3
	668
	8.46 (2.73-26.20)
	8.50 (2.73-26.53)
	12.92
	0.0136

	Administration-site extravasation
	5
	1290
	7.30 (3.05-17.49)
	7.37 (3.05-17.81)
	21.19
	0.000174

	Muscular weakness
	4
	1348
	5.59 (2.10-14.85)
	5.63 (2.10-15.08)
	10.81
	0.0423

	Incorrect product administered
	4
	1357
	5.55 (2.09-14.75)
	5.59 (2.09-14.98)
	10.70
	0.0449

	Peripheral edema
	3
	1046
	5.40 (1.75-16.72)
	5.43 (1.74-16.92)
	6.80
	0.384

	Platelet count decreased
	6
	2245
	5.03 (2.27-11.16)
	5.08 (2.27-11.39)
	15.56
	0.00335

	Thrombocytopenia
	5
	2129
	4.42 (1.85-10.59)
	4.46 (1.85-10.77)
	10.04
	0.0642

	Anemia
	7
	3291
	4.01 (1.92-8.36)
	4.05 (1.92-8.55)
	12.94
	0.0135

	Malignant neoplasm progression†
	5
	2591
	3.63 (1.52-8.70)
	3.66 (1.52-8.85)
	7.10
	0.324

	Death
	8
	4507
	3.34 (1.68-6.65)
	3.38 (1.68-6.81)
	10.93
	0.0397

	Pain in extremity
	9
	5248
	3.23 (1.69-6.17)
	3.27 (1.69-6.33)
	11.76
	0.0254

	Fatigue
	13
	8786
	2.79 (1.63-4.77)
	2.84 (1.63-4.92)
	13.27
	0.0113

	Arthralgia
	8
	5667
	2.66 (1.34-5.29)
	2.69 (1.34-5.41)
	6.73
	0.397


A: Number of reported cases of the event for the suspect drug; C: Number of reported cases of the event for all other drugs in the database; CI: Confidence Interval; p (Bonf.): p-value adjusted by Bonferroni correction for multiple comparisons; PRR: Proportional reporting ratio; PT: Preferred Term; ROR: Reporting odds ratio. † Terms interpreted as indication-confounded rather than as adverse drug reaction signals.


Supplementary Table S2. Disproportionality signals for Xofigo (radium-223) versus all other VigiMed reports. 
	PT
	A
	C
	PRR (95% CI)
	chi-square
	p (Bonf.)

	Hormone-refractory prostate cancer†
	8
	27
	2617.88 (1218.22-5625.65)
	14188.43
	0

	Prostate-specific antigen increased†
	4
	47
	751.94 (275.96-2048.94)
	2115.82
	0

	Prostate cancer†
	4
	304
	116.25 (44.19-305.86)
	344.64
	6.86 x 10-76

	Bone metastases†
	7
	588
	105.18 (51.21-216.04)
	614.99
	1.01 x 10-134

	Bone pain
	7
	616
	100.40 (48.89-206.17)
	586.79
	1.37 x 10-128

	General physical health deterioration
	4
	522
	67.70 (25.80-177.64)
	198.99
	3.82 x 10-44

	Arthralgia
	7
	5668
	10.91 (5.33-22.32)
	53.77
	2.48 x 10-12

	Pain in extremity
	6
	5251
	10.10 (4.64-21.96)
	40.68
	1.97 x 10-9

	Back pain
	5
	5898
	7.49 (3.18-17.62)
	22.13
	2.81 x 10-5

	Death
	3
	4512
	5.87 (1.93-17.92)
	7.78
	0.058


A: Number of reported cases of the event for the suspect drug; C: Number of reported cases of the event for all other drugs in the database; CI: Confidence Interval; p (Bonf.): p-value adjusted by Bonferroni correction for multiple comparisons; PRR: Proportional reporting ratio; PT: Preferred Term. † Terms interpreted as indication-confounded rather than as adverse drug reaction signals.


Supplementary Table S3. Disproportionality signals for Pluvicto/¹⁷⁷Lu-PSMA-617 versus all other VigiMed reports.
	PT
	A
	C
	PRR (95% CI)
	chi-square
	p (Bonf.)

	Hormone-refractory prostate cancer†
	3
	32
	351.04 (108.22-1138.73)
	664.04
	2.96 x 10-145

	Prostate-specific antigen increased†
	3
	48
	234.03 (73.39-746.26)
	454.16
	1.34 x 10-99

	Bone metastases†
	4
	591
	25.34 (9.56-67.20)
	70.34
	7.5 x 10-16

	Dysgeusia
	3
	668
	16.82 (5.45-51.91)
	30.10
	6.17 x 10-7

	Anemia
	6
	3292
	6.82 (3.09-15.05)
	24.33
	1.22 x 10-5

	Malignant neoplasm progression†
	4
	2592
	5.78 (2.18-15.28)
	11.40
	0.011

	Thrombocytopenia
	3
	2131
	5.27 (1.71-16.24)
	6.56
	0.157

	Platelet count decreased
	3
	2248
	5.00 (1.62-15.40)
	6.02
	0.213

	Decreased appetite
	5
	4003
	4.68 (1.96-11.14)
	11.05
	0.0133

	Death
	5
	4510
	4.15 (1.74-9.89)
	9.05
	0.0394

	Fatigue
	7
	8792
	2.98 (1.44-6.19)
	7.41
	0.0974


A: Number of reported cases of the event for the suspect drug; C: Number of reported cases of the event for all other drugs in the database; CI: Confidence Interval; p (Bonf.): p-value adjusted by Bonferroni correction for multiple comparisons; PRR: Proportional reporting ratio; PT: Preferred Term. † Terms interpreted as indication-confounded rather than as adverse drug reaction signals.


Supplementary Table S4. System Organ Class-level disproportionality signals for radiopharmaceutical reports versus all other VigiMed reports.
	SOC
	A
	C
	PRR (95% CI)
	chi-square
	p (Bonf.)

	Neoplasms benign, malignant and unspecified†
	62
	13198
	8.85 (7.01-11.17)
	427.99
	8.03 x 10-94

	Renal and urinary disorders
	23
	9026
	4.80 (3.22-7.15)
	65.91
	8.48 x 10-15

	Investigations
	64
	33324
	3.62 (2.88-4.55)
	122.86
	2.69 x 10-27

	Hepatobiliary disorders
	7
	4667
	2.82 (1.35-5.90)
	6.55
	0.189

	Blood and lymphatic system disorders
	26
	19263
	2.54 (1.75-3.70)
	23.26
	2.54 x 10-5


A: Number of reported cases of the event for the suspect drug; C: Number of reported cases of the event for all other drugs in the database; CI: Confidence Interval; p (Bonf.): p-value adjusted by Bonferroni correction for multiple comparisons; PRR: Proportional reporting ratio; SOC, System Organ Class. † Terms interpreted as indication-confounded rather than as adverse drug reaction signals.




Supplementary Table S5. Distribution of radiopharmaceutical drug entries by category (n = 191 entries).
	Category
	N (%)

	Radium-223 (Xofigo)
	77 (40.3)

	¹⁷⁷Lu vipivotide / PSMA-617 (Pluvicto)
	55 (28.8)

	Tc-99m sestamibi
	19 (9.9)

	F-18 FDG
	12 (6.3)

	Other ¹⁷⁷Lu
	6 (3.1)

	Tc-99m MDP
	5 (2.6)

	Tc-99m fanolesomab
	4 (2.1)

	Other Tc-99m
	3 (1.6)

	Tc-99m TRODAT-1
	3 (1.6)

	I-131 iodide
	2 (1.0)

	I-131 hippurate
	2 (1.0)

	I-131 macrosalb
	1 (0.5)

	F-18 fluoroestradiol
	1 (0.5)

	¹⁷⁷Lu DOTATATE (Lutathera)
	1 (0.5)

	Total
	191 (100.0)


N, number of entries.

Supplementary Table S6. MedDRA Preferred Terms coded with fatal outcome among radiopharmaceutical-related fatal reports.
	MedDRA PT among fatal-outcome events
	N

	Death
	8

	Prostate cancer
	3

	Metastases to liver
	2

	Malignant neoplasm progression
	2

	Cardiac failure
	1

	General physical health deterioration
	1

	Hormone-refractory prostate cancer
	1

	Metastatic prostate cancer
	1

	Prostatic neoplasm
	1

	Disease progression
	1

	Hepatic failure
	1

	Hepatic mass
	1

	Ill-defined disorder
	1

	Cachexia
	1

	Shock
	1

	Pneumonia
	1

	Malignant neoplasm
	1

	Cholangiocarcinoma
	1


PT, Preferred Term; MedDRA, Medical Dictionary for Regulatory Activities; N, number of events. Frequencies are not mutually exclusive across reports.
