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	Table 1.  Baseline Patient Characteristics

	Number of patients
	　
	208

	Up front ARPI
	Apalutamide
	208

	Age, median (IQR)
	
	72 (66–76)

	BMI 
	kg/m²
	23 (21–25)

	PS, n (%)
	0
	162 (78.2)

	
	1
	31 (15.0)

	
	2
	7 (3.4)

	
	≧3
	7 (3.4)

	
	NA
	1

	Clinical T stage, n (%)
	T1
	4 (2.0)

	
	T2
	21 (10.1)

	
	T3
	99 (47.8)

	
	T4
	83 (40.1)

	
	NA
	1

	Gleason score, n (%)
	≦7
	15 (8.4)

	
	8
	35 (19.7)

	
	9
	107 (60.1)

	
	10
	21 (11.8)

	
	NA
	30

	Primary Gleason pattern 5, n (%)
	
	61 (34.3)

	Metastatic site, n (%)
	Bone
	181 (87.0)

	
	Lymph node
	137 (65.9)

	
	Lung
	30 (14.4)

	
	Liver
	1 (0.5)

	EOD score, n (%)
	0
	28 (13.9)

	
	1
	72 (35.8)

	
	2
	40 (19.9)

	
	3
	44 (21.9)

	
	4
	17 (8.5)

	
	NA
	7

	High volume, n (%)
	
	125 (60.1)

	High risk, n (%)
	
	127 (61.1)

	Baseline PSA
	ng/mL  (IQR)
	129 (38–524)

	ADT, n (%)
	GnRH agonist
	121 (58.2)

	
	GnRH antagonist
	74 (35.6)

	
	Castration
	13 (6.3)

	Baseline Hemoglobin
	g/dL (IQR)
	13.4 (11.8–14.6)

	ALP
	U/L (IQR)
	109 (81–252)

	LDH
	U/L (IQR)
	188 (164–226)

	
	
	

	ARPI, androgen receptor pathway inhibitor; BMI, body mass index; PS, performance status; NA, not analyzed; T, tumor; ADT, androgen deprivation therapy; IQR, interquartile range; GnRH, gonadotropin-releasing hormone; ALP, alkaline phosphatase; LDH, lactate dehydrogenase; U/L, international unit per liter.
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	Table 2.  Treatment Exposure and PSA Response

	　
	　
	　
	Apalutamide

	Number of patients
	　
	　
	208

	Initial dose modification
	
	
	126 (60.6)

	Follow-up period (months)
	median (IQR)
	
	24 (14–38)

	Progression to CRPC
	n(%)
	
	59 (28.4)

	Cancer-specific death
	n(%)
	
	28 (13.5)

	All-cause mortality
	n(%)
	
	33 (15.9)

	Severe adverse events (grade 3 or more)
	n(%)
	
	36 (17.3)

	Treatment interruption
	n(%)
	
	94 (45.2)

	Treatment cessation due to toxicity
	n(%)
	
	50 (24.0)

	Dose reduction due to toxicity
	n(%)
	
	33 (15.9)

	Patients requiring second-line therapy within 3 months
	n(%)
	
	9 (4.3)

	Patients who proceeded to second-line therapy
	n(%)
	　
	68 (32.7)

	PSA decline at 3months
	n (%)
	≥90%
	185 (88.9)

	
	
	≥95%
	171 (88.2)

	
	
	≥99%
	116 (55.8)

	　
	　
	PSA <0.2 ng/mL
	143 (68.8)

	Details of second-line treatment
	n(%)
	Enza
	29 (13.9)

	
	
	ABI
	17 (8.2)

	
	
	DOC
	9 (4.3)

	
	
	Bicalutamide
	5 (2.4)

	
	
	Estramustine 
	4 (1.9)

	
	
	Ra-223
	2 (1.0)

	
	
	Ra-223+Enza
	1 (0.5)

	
	
	NIVO+DOC
	1 (0.5)

	　
	　
	CBDCA+VP-16
	1 (0.5)

	
	
	
	

	CRPC, Castration-resistant prostate cancer; IQR, Interquartile range; PSA, prostate-specific antigen; Enza, Enzalutamide; ABI, Abiraterone acetate; DOC, Docetaxel; Ra-223, Radium-223 dichloride; NIVO, Nivolumab; CBDCA,Carboplatin; VP-16, Etoposide

	
	

	
	





	Table 3   Adverse events

	　
	Any grade, n (%)
	Grade ≥3, n (%)

	Patients with any adverse event
	123 (59.1)
	36 (17.3)

	Skin reaction
	102 (49.0)
	27 (13.0)

	Fatigue
	10 (4.8)
	

	Liver dysfunction
	7 (3.4)
	2 (1.0)

	Appetite loss
	6 (2.9)
	

	Hot flush
	6 (2.9)
	

	Pneumonitis
	5 (2.4)
	1 (0.5)

	Respiratory discomfort
	3 (1.4)
	1 (0.5)

	Itching 
	3 (1.4)
	

	Cramp
	2 (1.0)
	1 (0.5)

	Diarrhea
	2 (1.0)
	1 (0.5)

	Hypertension
	2 (1.0)
	1 (0.5)

	Edema
	2 (1.0)
	

	Dizziness
	2 (1.0)
	

	Constipation
	2 (1.0)
	

	Other adverse events
	5 (2.4)
	2 (1.0)

	
	
	





	Table 4.  Univariable and Multivariable Cox Regression Analyses for Overall Survival

	　
	Univariate analysis
	　
	Multivariable analysis

	
	HR
	95% CI
	p
	
	HR
	95% CI
	p

	　
	
	lower limit
	upper limit
	
	　
	
	lower limit
	upper limit
	

	High volume
	3.530
	1.362
	9.146
	0.009
	
	
	
	
	

	High risk
	2.376
	1.031
	5.478
	0.043
	
	
	
	
	

	AE Grade 3 or more
	1.895
	0.851
	4.217
	0.117
	
	
	
	
	

	ALP ≥103 U/L
	2.414
	1.122
	5.196
	0.024
	
	
	
	
	

	Bone metastasis
	1.411
	0.491
	4.051
	0.523
	
	
	
	
	

	cT3 or more
	-
	-
	-
	0.997
	
	
	
	
	

	EOD ≥2
	3.086
	1.386
	6.870
	0.006
	
	3.888
	1.353
	11.170
	0.012

	Hb ≥16.2 g/dL
	0.978
	0.133
	7.178
	0.983
	
	
	
	
	

	LDH ≥216 U/L
	2.466
	1.240
	4.904
	0.010
	
	3.949
	1.681
	9.279
	0.002

	LN metastasis
	1.497
	0.649
	3.453
	0.344
	
	
	
	
	

	Isolated LN metastasis
	0.938
	0.327
	2.688
	0.904
	
	
	
	
	

	Lung metastasis
	1.471
	0.663
	3.266
	0.343
	
	
	
	
	

	Primary Gleason pattern 5
	4.081
	1.815
	9.177
	0.001
	
	4.322
	1.845
	10.130
	0.001

	PS ≥2
	1.583
	0.482
	5.206
	0.449
	
	
	
	
	

	PSA ≥132 ng/mL
	2.092
	0.995
	4.400
	0.052
	　
	　
	　
	　
	　

	
	
	
	
	
	
	
	
	
	

	mCSPC, metastatic castration sensitive prostate cancer; AE, adverse event; ALP, alkaline phosphatase; T, tumor; EOD, extent of disease; Hb, hemoglobin; LDH, lactate dehydrogenase; LN, lymph node; PS, performance status; PSA, prostate specific antigen; HR, hazard ratio; CI, confidence interval

	
	

	
	





	Table 5.  Comparison of Prognostic Model Performance

	　
	HR
	95% CI
	p value
	c-index

	　
	
	lower
	upper
	
	

	LATITUDE
	1.945
	0.776
	4.873
	0.156
	0.593

	CHAARTED
	2.661
	0.998
	7.096
	0.051
	0.615

	HARPICS (Current model)
	6.828
	2.726
	17.100
	< 0.001
	0.762

	
	
	
	
	
	

	HR, hazard ratio; CI, confidence interval




