Supplementary Tables
Table S1. Key SOC-level disproportionality signals
	Group
	SOC
	N
	ROR (95% CI)
	IC(IC025)
	EBGM(EBGM05)

	Darolutamide + Docetaxel
	blood and lymphatic system disorders
	118
	6.59(5.38-8.07)
	2.43(2.09)
	5.40(4.41)

	Darolutamide + Docetaxel
	neoplasms benign, malignant and unspecified (incl cysts and polyps)
	106
	3.56(2.88-4.40)
	1.62(1.28)
	3.07(2.49)

	Darolutamide + Docetaxel
	hepatobiliary disorders
	41
	3.67(2.67-5.04)
	1.79(1.25)
	3.47(2.52)

	Darolutamide + Docetaxel
	investigations
	143
	2.56(2.12-3.10)
	1.11(0.83)
	2.16(1.78)

	Darolutamide + Docetaxel
	respiratory, thoracic and mediastinal disorders
	120
	2.64(2.15-3.23)
	1.19(0.88)
	2.28(1.86)

	Darolutamide + Docetaxel
	metabolism and nutrition disorders
	43
	1.56(1.14-2.13)
	0.60(0.13)
	1.52(1.11)

	Darolutamide + Docetaxel
	renal and urinary disorders
	32
	1.46(1.02-2.08)
	0.52(-0.02)
	1.43(1.00)

	Darolutamide + Docetaxel
	general disorders and administration site conditions
	176
	0.83(0.69-0.99)
	-0.18(-0.43)
	0.88(0.74)

	Enzalutamide + Docetaxel
	neoplasms benign, malignant and unspecified (incl cysts and polyps)
	198
	9.30(7.79-11.11)
	2.62(2.34)
	6.14(5.14)

	Enzalutamide + Docetaxel
	blood and lymphatic system disorders
	88
	4.98(3.96-6.27)
	2.11(1.72)
	4.31(3.42)

	Enzalutamide + Docetaxel
	general disorders and administration site conditions
	226
	1.37(1.15-1.63)
	0.28(0.04)
	1.21(1.02)

	Enzalutamide + Docetaxel
	investigations
	117
	2.15(1.75-2.64)
	0.92(0.61)
	1.89(1.54)

	Enzalutamide + Docetaxel
	cardiac disorders
	54
	1.94(1.46-2.57)
	0.88(0.45)
	1.84(1.39)

	Enzalutamide + Docetaxel
	metabolism and nutrition disorders
	39
	1.51(1.09-2.09)
	0.56(0.06)
	1.47(1.06)

	Enzalutamide + Docetaxel
	renal and urinary disorders
	36
	1.78(1.27-2.49)
	0.78(0.26)
	1.72(1.23)

	Enzalutamide + Docetaxel
	hepatobiliary disorders
	20
	1.84(1.18-2.88)
	0.86(0.16)
	1.81(1.16)

	Abiraterone + Docetaxel
	neoplasms benign, malignant and unspecified (incl cysts and polyps)
	112
	5.47(4.40-6.79)
	2.10(1.75)
	4.28(3.45)

	Abiraterone + Docetaxel
	blood and lymphatic system disorders
	76
	5.37(4.19-6.89)
	2.20(1.77)
	4.58(3.58)

	Abiraterone + Docetaxel
	hepatobiliary disorders
	19
	2.17(1.37-3.44)
	1.08(0.34)
	2.12(1.34)

	Abiraterone + Docetaxel
	investigations
	70
	1.47(1.14-1.90)
	0.48(0.10)
	1.39(1.08)

	Abiraterone + Docetaxel
	metabolism and nutrition disorders
	42
	2.06(1.50-2.83)
	0.96(0.47)
	1.95(1.42)

	Abiraterone + Docetaxel
	cardiac disorders
	39
	1.70(1.23-2.37)
	0.71(0.21)
	1.64(1.18)

	Abiraterone + Docetaxel
	vascular disorders
	35
	1.55(1.09-2.18)
	0.59(0.06)
	1.50(1.06)

	Abiraterone + Docetaxel
	general disorders and administration site conditions
	161
	1.10(0.91-1.34)
	0.09(-0.18)
	1.06(0.87)



Table S2. Key PT-level disproportionality signals
	Group
	PT
	N
	ROR (95% CI)
	IC(IC025)
	EBGM(EBGM05)

	Darolutamide + Docetaxel
	neuropathy peripheral
	54
	24.04(18.15-31.83)
	4.45(3.57)
	21.78(16.45)

	Darolutamide + Docetaxel
	neutrophil count decreased
	46
	47.04(34.78-63.63)
	5.43(4.07)
	43.18(31.93)

	Darolutamide + Docetaxel
	myelosuppression
	40
	53.06(38.45-73.21)
	5.62(4.03)
	49.24(35.69)

	Darolutamide + Docetaxel
	interstitial lung disease
	37
	31.30(22.42-43.70)
	4.87(3.58)
	29.26(20.96)

	Darolutamide + Docetaxel
	dyspnoea
	30
	2.06(1.42-2.97)
	1.00(0.42)
	2.00(1.38)

	Darolutamide + Docetaxel
	neutropenia
	26
	7.57(5.11-11.23)
	2.86(1.99)
	7.26(4.90)

	Darolutamide + Docetaxel
	fatigue
	25
	1.23(0.82-1.83)
	0.28(-0.31)
	1.22(0.82)

	Darolutamide + Docetaxel
	anaemia
	25
	5.08(3.40-7.59)
	2.29(1.51)
	4.90(3.28)

	Darolutamide + Docetaxel
	alopecia
	23
	4.59(3.03-6.97)
	2.15(1.35)
	4.45(2.93)

	Darolutamide + Docetaxel
	febrile neutropenia
	22
	13.10(8.55-20.07)
	3.66(2.45)
	12.62(8.24)

	Darolutamide + Docetaxel
	pneumonitis
	20
	29.29(18.74-45.78)
	4.82(2.98)
	28.25(18.07)

	Darolutamide + Docetaxel
	pneumonia
	16
	1.90(1.16-3.13)
	0.91(0.12)
	1.88(1.14)

	Enzalutamide + Docetaxel
	fatigue
	41
	2.23(1.62-3.07)
	1.09(0.59)
	2.14(1.55)

	Enzalutamide + Docetaxel
	neuropathy peripheral
	28
	12.71(8.69-18.61)
	3.59(2.57)
	12.08(8.25)

	Enzalutamide + Docetaxel
	anaemia
	27
	5.91(4.01-8.71)
	2.50(1.72)
	5.66(3.84)

	Enzalutamide + Docetaxel
	febrile neutropenia
	22
	14.05(9.16-21.53)
	3.75(2.51)
	13.49(8.80)

	Enzalutamide + Docetaxel
	neutropenia
	18
	5.54(3.46-8.86)
	2.43(1.45)
	5.38(3.36)

	Enzalutamide + Docetaxel
	pneumonia
	15
	1.91(1.14-3.19)
	0.91(0.10)
	1.88(1.12)

	Enzalutamide + Docetaxel
	dyspnoea
	10
	0.71(0.38-1.32)
	-0.49(-1.33)
	0.71(0.38)

	Enzalutamide + Docetaxel
	alopecia
	10
	2.09(1.12-3.90)
	1.05(0.03)
	2.07(1.11)

	Enzalutamide + Docetaxel
	neutrophil count decreased
	8
	8.14(4.05-16.37)
	3.01(1.20)
	8.03(3.99)

	Enzalutamide + Docetaxel
	interstitial lung disease
	4
	3.40(1.27-9.10)
	1.76(-0.10)
	3.38(1.26)

	Enzalutamide + Docetaxel
	respiratory failure
	2
	1.09(0.27-4.38)
	0.13(-1.59)
	1.09(0.27)

	Enzalutamide + Docetaxel
	myelosuppression
	1
	1.32(0.19-9.37)
	0.40(-1.86)
	1.32(0.19)

	Abiraterone + Docetaxel
	fatigue
	36
	2.43(1.73-3.42)
	1.21(0.66)
	2.31(1.64)

	Abiraterone + Docetaxel
	anaemia
	18
	4.81(3.00-7.72)
	2.22(1.28)
	4.65(2.90)

	Abiraterone + Docetaxel
	neutropenia
	16
	6.09(3.69-10.03)
	2.56(1.48)
	5.89(3.58)

	Abiraterone + Docetaxel
	neuropathy peripheral
	16
	8.81(5.34-14.51)
	3.09(1.85)
	8.51(5.16)

	Abiraterone + Docetaxel
	febrile neutropenia
	12
	9.31(5.24-16.53)
	3.18(1.67)
	9.07(5.11)

	Abiraterone + Docetaxel
	pneumonitis
	8
	15.17(7.53-30.54)
	3.90(1.58)
	14.90(7.40)

	Abiraterone + Docetaxel
	alopecia
	7
	1.80(0.85-3.79)
	0.83(-0.33)
	1.78(0.84)

	Abiraterone + Docetaxel
	interstitial lung disease
	5
	5.26(2.18-12.71)
	2.38(0.43)
	5.21(2.16)

	Abiraterone + Docetaxel
	neutrophil count decreased
	4
	4.99(1.86-13.35)
	2.31(0.17)
	4.95(1.85)

	Abiraterone + Docetaxel
	dyspnoea
	4
	0.35(0.13-0.92)
	-1.51(-2.61)
	0.35(0.13)

	Abiraterone + Docetaxel
	pneumonia
	3
	0.46(0.15-1.43)
	-1.11(-2.35)
	0.46(0.15)

	Abiraterone + Docetaxel
	myelosuppression
	3
	4.90(1.57-15.25)
	2.28(-0.14)
	4.87(1.56)



Table S3. Combination therapy versus monotherapy comparison
	Comparison
	Term
	Mono_N
	Combo_N
	Comparative ROR
	Lower CI
	Upper CI

	Combo vs Darolutamide
	respiratory, thoracic and mediastinal disorders
	147
	120
	2.7
	2.08
	3.52

	Combo vs Darolutamide
	interstitial lung disease
	5
	37
	22.7
	8.86
	58

	Combo vs Darolutamide
	pneumonia
	18
	16
	2.6
	1.31
	5.13

	Combo vs Darolutamide
	dyspnoea
	66
	30
	1.32
	0.849
	2.06

	Combo vs Docetaxel
	respiratory, thoracic and mediastinal disorders
	222
	120
	1.82
	1.42
	2.32

	Combo vs Docetaxel
	interstitial lung disease
	9
	37
	13.3
	6.38
	27.8

	Combo vs Docetaxel
	pneumonitis
	30
	20
	2.06
	1.16
	3.66

	Combo vs Docetaxel
	dyspnoea
	59
	30
	1.58
	1.01
	2.47

	Combo vs Docetaxel
	respiratory failure
	22
	10
	1.39
	0.654
	2.95

	Combo vs Docetaxel
	pneumonia
	44
	16
	1.11
	0.621
	1.98



Table S4. Drug-drug interaction analysis
	Pair
	Event_definition
	n111
	Ω
	Ω025
	Additive
	Multiplicative
	CRR

	Darolutamide × Docetaxel
	ILD
	41
	2.46
	2.02
	0.0544
	5.84
	5.83

	Darolutamide × Docetaxel
	Core_ILD
	68
	1.47
	1.13
	0.0702
	2.04
	2.92

	Darolutamide × Docetaxel
	Broad_ILD_like_PT
	75
	1.01
	0.688
	0.061
	1.95
	2.04

	Darolutamide × Docetaxel
	Neutropenia
	26
	-0.028
	-0.577
	2.49e-06
	1.55
	0.98

	Enzalutamide × Docetaxel
	ILD
	7
	-1.83
	-2.86
	-0.0235
	0.468
	0.268

	Enzalutamide × Docetaxel
	Core_ILD
	8
	-2.44
	-3.41
	-0.0472
	0.32
	0.175

	Enzalutamide × Docetaxel
	Broad_ILD_like_PT
	13
	-2.3
	-3.07
	-0.0666
	0.303
	0.198

	Enzalutamide × Docetaxel
	Neutropenia
	23
	-0.432
	-1.02
	-0.00957
	1.22
	0.737

	Abiraterone × Docetaxel
	ILD
	9
	-1.46
	-2.38
	-0.0239
	0.392
	0.351

	Abiraterone × Docetaxel
	Core_ILD
	18
	-1.26
	-1.92
	-0.0377
	0.367
	0.416

	Abiraterone × Docetaxel
	Broad_ILD_like_PT
	23
	-1.45
	-2.03
	-0.0595
	0.292
	0.371

	Abiraterone × Docetaxel
	Neutropenia
	24
	-0.344
	-0.915
	-0.00964
	0.756
	0.787



Table S5A. Age subgroup definition and counts
	Section
	Group
	N_reports
	N_age_known
	N_age_missing
	Median_age_rule
	N_older
	N_younger

	Age split
	Darolutamide + Docetaxel
	555
	409
	146
	71
	202
	207

	Age split
	Enzalutamide + Docetaxel
	519
	397
	122
	71
	217
	180

	Age split
	Abiraterone + Docetaxel
	421
	306
	115
	71
	155
	151



Table S5B. Time-to-onset summary
	Section
	Group
	Category
	Category_type
	N_with_TTO
	Pct_with_TTO
	Median_TTO_days
	Q1_TTO_days
	Q3_TTO_days

	TTO
	Darolutamide + Docetaxel
	All adverse events
	All
	214
	38.6
	27
	6.25
	70

	TTO
	Darolutamide + Docetaxel
	skin and subcutaneous tissue disorders
	SOC
	37
	50.7
	9
	1
	28

	TTO
	Darolutamide + Docetaxel
	respiratory, thoracic and mediastinal disorders
	SOC
	64
	53.3
	41
	4
	72

	TTO
	Darolutamide + Docetaxel
	general disorders and administration site conditions
	SOC
	72
	40.9
	20.5
	6.75
	72

	TTO
	Darolutamide + Docetaxel
	cardiac disorders
	SOC
	18
	60
	40
	14.2
	98

	TTO
	Enzalutamide + Docetaxel
	All adverse events
	All
	188
	36.2
	20
	8
	68.2

	TTO
	Enzalutamide + Docetaxel
	skin and subcutaneous tissue disorders
	SOC
	11
	31.4
	3
	1
	21.5

	TTO
	Enzalutamide + Docetaxel
	respiratory, thoracic and mediastinal disorders
	SOC
	17
	39.5
	17
	6
	54

	TTO
	Enzalutamide + Docetaxel
	general disorders and administration site conditions
	SOC
	60
	26.5
	16
	3
	50.2

	TTO
	Enzalutamide + Docetaxel
	cardiac disorders
	SOC
	19
	35.2
	33
	15
	48

	TTO
	Abiraterone + Docetaxel
	All adverse events
	All
	145
	34.4
	13
	6
	42

	TTO
	Abiraterone + Docetaxel
	skin and subcutaneous tissue disorders
	SOC
	4
	21.1
	20
	1
	39

	TTO
	Abiraterone + Docetaxel
	respiratory, thoracic and mediastinal disorders
	SOC
	17
	50
	21
	6
	36

	TTO
	Abiraterone + Docetaxel
	general disorders and administration site conditions
	SOC
	40
	24.8
	10
	8
	23.5

	TTO
	Abiraterone + Docetaxel
	cardiac disorders
	SOC
	19
	48.7
	13
	7
	25



Table S6A. Top candidate hub genes
	Gene Symbol
	Mechanism Score
	Evidence Flags
	In Darolutamide Targets
	In Docetaxel Targets
	In ILD Targets
	PPI Degree
	Transcriptome Significant Dataset Count

	CHEK2
	10
	PF disease target; PPI top-20% hub; transcriptome validated; enriched pathway member
	True
	True
	True
	14
	2

	CTNNB1
	9
	PF disease target; PPI top-20% hub; transcriptome validated; enriched pathway member
	True
	True
	True
	53
	1

	BRCA1
	9
	PF disease target; PPI top-20% hub; transcriptome validated; enriched pathway member
	True
	True
	True
	49
	1

	KRAS
	9
	PF disease target; PPI top-20% hub; transcriptome validated; enriched pathway member
	True
	True
	True
	48
	1

	EGFR
	9
	PF disease target; PPI top-20% hub; transcriptome validated; enriched pathway member
	True
	True
	True
	47
	1

	AKT1
	9
	PF disease target; PPI top-20% hub; transcriptome validated; enriched pathway member
	True
	True
	True
	44
	1

	PIK3CA
	9
	PF disease target; PPI top-20% hub; transcriptome validated; enriched pathway member
	True
	True
	True
	44
	1

	ERBB2
	9
	PF disease target; PPI top-20% hub; transcriptome validated; enriched pathway member
	True
	True
	True
	42
	1

	ATM
	9
	PF disease target; PPI top-20% hub; transcriptome validated; enriched pathway member
	True
	True
	True
	35
	1

	CCND1
	9
	PF disease target; PPI top-20% hub; transcriptome validated; enriched pathway member
	True
	True
	True
	34
	1



Table S6B. Top enriched pathways for drug-target/ILD intersection genes
	GO
	Category
	Description
	Count
	Log10(P)
	Log10(q)

	hsa05200
	KEGG Pathway
	Pathways in cancer
	54
	-61.9
	-57.5

	R-HSA-5663202
	Reactome Gene Sets
	Diseases of signal transduction by growth factor receptors and second messengers
	36
	-36.2
	-32.3

	GO:0048732
	GO Biological Processes
	gland development
	30
	-28.3
	-25.1

	GO:0009314
	GO Biological Processes
	response to radiation
	27
	-23.7
	-20.7

	hsa05207
	KEGG Pathway
	Chemical carcinogenesis - receptor activation
	21
	-22.7
	-19.8

	GO:0007346
	GO Biological Processes
	regulation of mitotic cell cycle
	28
	-22.6
	-19.7

	GO:0007507
	GO Biological Processes
	heart development
	28
	-21.9
	-19.1

	GO:0040008
	GO Biological Processes
	regulation of growth
	28
	-21.2
	-18.4

	GO:0008134
	GO Molecular Functions
	transcription factor binding
	27
	-20.4
	-17.7

	GO:0051054
	GO Biological Processes
	positive regulation of DNA metabolic process
	21
	-20.2
	-17.5



Table S6C. Molecular docking energy matrix
	Ligand
	MYC
	TP53
	KRAS
	ATM
	CTNNB1
	CDKN2A
	PIK3CA
	PTEN
	CCND1
	BRCA1

	Darolutamide
	-6.15
	-8.43
	-8.13
	-8.85
	-7.09
	-6.94
	-8.68
	-8.47
	-7.62
	-7.52

	Docetaxel
	-6.17
	-7.3
	-6.94
	-9.51
	-7.04
	-7.48
	-9.26
	-8.38
	-8.02
	-8.16



Table S7. DDI formulas and notation
	Ω shrinkage model
	Expected_n111 = (n11_total * n01_total) / N. Ω = log2(n111 / Expected_n111). Ω025 is the lower 95% credibility bound of Ω. Positive signal: Ω025 > 0.

	Additive model
	Additive = p11 - p10 - p01 + p00. Positive signal: Additive > 0.

	Multiplicative model
	Multiplicative = (p11 * p00) / (p10 * p01), with 0.5 continuity correction for zero cells. Positive signal: Multiplicative > 1.

	CRR model
	CRR = combination PRR / expected PRR under the single-drug backgrounds. Positive signal: n111 >= 3, combination PRR > 2, combination chi-square > 4, and CRR > 2.

	Notation
	n111 = reports with both target ARPI and docetaxel plus the event; n110 = both drugs without the event; n101 = target ARPI plus event without docetaxel; n100 = target ARPI without docetaxel and without the event; n011 = docetaxel plus event without target ARPI; n010 = docetaxel without target ARPI and without the event; n001 = event without either drug; n000 = neither drug nor event. p11, p10, p01, and p00 are event proportions in the corresponding exposure strata.
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Abiraterone

+

Docetaxel

metabolism

and

nutrition

disorders

42

2.06(1.50-2.83)

0.96(0.47)

1.95(1.42)

Abiraterone

+

Docetaxel

cardiac

disorders

39

1.70(1.23-2.37)

0.71(0.21)

1.64(1.18)

Abiraterone

+

Docetaxel

vascular

disorders

35

1.55(1.09-2.18)

0.59(0.06)

1.50(1.06)

Abiraterone

+

Docetaxel

general

disorders

and

administration

site

conditions

161

1.10(0.91-1.34)

0.09(-0.18)

1.06(0.87)

Table

S

2

.

Key

PT-level

disproportionality

signals

Group

PT

N

ROR

(95%

CI)

IC(IC025)

EBGM(EBGM05)

Darolutamide

+

Docetaxel

neuropathy

peripheral

54

24.04(18.15-31.83)

4.45(3.57)

21.78(16.45)

Darolutamide

+

Docetaxel

neutrophil

count

decreased

46

47.04(34.78-63.63)

5.43(4.07)

43.18(31.93)

Darolutamide

+

Docetaxel

myelosuppression

40

53.06(38.45-73.21)

5.62(4.03)

49.24(35.69)

Darolutamide

+

Docetaxel

interstitial

lung

disease

37

31.30(22.42-43.70)

4.87(3.58)

29.26(20.96)

Darolutamide

+

Docetaxel

dyspnoea

30

2.06(1.42-2.97)

1.00(0.42)

2.00(1.38)

Darolutamide

+

Docetaxel

neutropenia

26

7.57(5.11-11.23)

2.86(1.99)

7.26(4.90)

Darolutamide

+

Docetaxel

fatigue

25

1.23(0.82-1.83)

0.28(-0.31)

1.22(0.82)

Darolutamide

+

Docetaxel

anaemia

25

5.08(3.40-7.59)

2.29(1.51)

4.90(3.28)

Darolutamide

+

Docetaxel

alopecia

23

4.59(3.03-6.97)

2.15(1.35)

4.45(2.93)

Darolutamide

+

Docetaxel

febrile

neutropenia

22

13.10(8.55-20.07)

3.66(2.45)

12.62(8.24)

Darolutamide

+

Docetaxel

pneumonitis

20

29.29(18.74-45.78)

4.82(2.98)

28.25(18.07)

Darolutamide

+

Docetaxel

pneumonia

16

1.90(1.16-3.13)

0.91(0.12)

1.88(1.14)

Enzalutamide

+

Docetaxel

fatigue

41

2.23(1.62-3.07)

1.09(0.59)

2.14(1.55)

Enzalutamide

+

Docetaxel

neuropathy

peripheral

28

12.71(8.69-18.61)

3.59(2.57)

12.08(8.25)

Enzalutamide

+

Docetaxel

anaemia

27

5.91(4.01-8.71)

2.50(1.72)

5.66(3.84)

Enzalutamide

+

Docetaxel

febrile

neutropenia

22

14.05(9.16-21.53)

3.75(2.51)

13.49(8.80)

Enzalutamide

+

Docetaxel

neutropenia

18

5.54(3.46-8.86)

2.43(1.45)

5.38(3.36)

Enzalutamide

+

Docetaxel

pneumonia

15

1.91(1.14-3.19)

0.91(0.10)

1.88(1.12)

Enzalutamide

+

Docetaxel

dyspnoea

10

0.71(0.38-1.32)

-0.49(-1.33)

0.71(0.38)

Enzalutamide

+

Docetaxel

alopecia

10

2.09(1.12-3.90)

1.05(0.03)

2.07(1.11)

Enzalutamide

+

Docetaxel

neutrophil

count

decreased

8

8.14(4.05-16.37)

3.01(1.20)

8.03(3.99)

Enzalutamide

+

Docetaxel

interstitial

lung

disease

4

3.40(1.27-9.10)

1.76(-0.10)

3.38(1.26)

Enzalutamide

+

Docetaxel

respiratory

failure

2

1.09(0.27-4.38)

0.13(-1.59)

1.09(0.27)

