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Safety and efficacy of [177Lu]Lu-SibuDAB in patients with progressive metastatic castration-resistant prostate cancer
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EXTENDED MATERIALS AND METHODS
A. Inclusion criteria
Patients diagnosed with metastatic, castration-resistant prostate adenocarcinoma who met following criteria were enrolled in the study:
· Evidence of metastatic disease confirmed by PET/CT with [18F]fluorine prostate specific membrane antigen (PSMA)-1007;
· Rising level of prostate-specific antigen according to the Prostate Cancer Working Group 3 criteria [1]: 2 consecutive elevations above a reference level of 2 ng/mL despite having testosterone less than 20 ng/mL;
· No remaining approved treatment options according to protocol and cannot receive other treatments, either due to contraindications, lack of access or availability or (including economic limitations);
· Signed informed consent;
· Biochemical parameters (haematological, liver and kidney values) appropriate for treatment;
· Leukocyte count ≥ 2.5 x 109/L;
· Platelet count ≥ 75 x 109/L;
· Haemoglobin: > 9 g/dL in the absence of red blood cell transfusions at least 2 weeks prior to Day 1 of Cycle 1 of the treatment. Patients who have been transfused must have a safety examination prior to treatment. Use of erythropoietin was allowed up to 4 weeks prior to Day 1 of Cycle 1;
· Creatinine clearance ≥ 30 mL/min/1.73 m2 or creatinine value not greater than 2 times the upper reference value;
· Liver enzymes at a value no greater than 5 times the upper limit of normality;
· Performance status score Eastern cooperative oncology group (ECOG) [2]: 0‒3;
· Survival estimate: > 6 months;
· Consent to use at least one barrier method if they had sexual intercourse.
 
B. Exclusion criteria
Potential patients who met any of the following criteria were excluded from participating in the study:
· Not signing the informed consent form;
· Not meeting the inclusion criteria;
· Risk of spinal cord compression;
· Risk of imminent pathological fracture.
Supplemental Table S1. Detailed patient characteristics at baseline
	 Patient
	Previous Therapy
	BASELINE [18F]PSMA-1007 PET/CT

	Patient 
	Age, years
	PSA ng/ml
	Initial Treatment
	ADT
	ARAT
	Docetaxel (Cycle)
	Cabacitaxel
	other
	Bone
	Lymph 
	Visceral 
	Prostate bed 
	SUV max
	Total Tumor Volume (TTV)
	Total   Lesion PSMA (TLP)

	Lu-001
	83
	3.57
	RP
	1
	ENZA; ABI
	──
	──
	──
	──
	──
	Yes
	──
	19.5
	50.0
	718

	Lu-002
	74
	4.42
	RP
	1
	ABI
	1
	──
	──
	Yes
	──
	──
	──
	24.6
	13.4
	98.7

	Lu-003
	77
	76
	BRT
	1
	ABI
	1
	1
	──
	Yes
	Yes
	──
	Yes
	26.6
	220.0
	1416.0

	Lu-004
	74
	49.2
	ADT
	1
	──
	1
	──
	──
	Yes
	Yes
	Yes
	Yes
	22.5
	156.0
	1000.0

	Lu-005
	70
	57
	RP
	1
	ENZA
	1
	──
	──
	Yes
	Yes
	──
	──
	59.5
	362.0
	4444.0

	Lu-006
	69
	87.9
	ADT
	1
	ABI
	1
	──
	──
	Yes
	──
	──
	Yes
	39
	1546.0
	10902.0

	Lu-007
	73
	1.58
	BRT - RT
	1
	ABI
	──
	──
	[177Lu]Lu-PSMA 617*
	Yes
	──
	──
	Yes
	23.8
	12.7
	65.1

	Lu-008
	73
	4.81
	RP
	1
	──
	2
	1
	──
	Yes
	──
	──
	──
	36.6
	2319.0
	21034.0

	Lu-009
	64
	144.1
	ADT
	1
	ABI; ENZA
	2
	1
	──
	Yes
	Yes
	Yes
	Yes
	42.8
	1420.0
	12598.0

	Lu-010
	71
	91
	ADT
	1
	ABI
	2
	1
	Apalutamide 
	Yes
	Yes
	──
	Yes
	38.7
	371.0
	2752.0

	Lu-011
	67
	24
	RT
	1
	ENZA; ABI
	1
	──
	──
	Yes
	Yes
	──
	Yes
	154.6
	473.0
	11125.0

	Lu-012
	67
	76.1
	ADT
	1
	ENZA
	1
	──
	SAL-RT; PEM
	Yes
	Yes
	──
	Yes
	56.5
	1174.0
	11640.0

	Lu-013
	63
	145.1
	ADT
	1
	──
	1
	──
	SAL-RT
	Yes
	Yes
	Yes
	──
	19.3
	133.0
	841.00

	Lu-014
	70
	16
	ADT
	1
	──
	──
	1
	──
	Yes
	Yes
	Yes
	──
	30.3
	40.5
	280.0

	Lu-015
	73
	0.84
	ADT
	1
	──
	──
	──
	──
	Yes
	──
	──
	Yes
	18.7
	16.7
	89.1

	Lu-016
	75
	42.76
	ADT
	1
	──
	1
	──
	──
	Yes
	Yes
	Yes
	Yes
	56.9
	231.0
	2882

	Mean
	71.4
	51.4
	
	41.9
	533.6
	5117.8

	SD
	5.0
	48.5
	
	33.1
	695.1
	6325.3

	ADT = gonadotropin-releasing hormone analogs or antagonists; ARAT = Androgen receptor axis-targeted;  

	RP= Radical Prostatectomy RT= Radiotherapy; RT Ad = Adjuvant Radiotherapy; BRT: Brachytherapy; 

	SAL-RAD = Salvage Radiotherapy; [177Lu]Lu-PSMA-617*4 Cycles; ABI: Abiraterone; ENZA:Enzalutamide; PEM = Pembrolizumab;

	SUVm= Standardized Uptake Value maximum; TLP = Total Lesion PSMA; TTV = Total Tumor Volume.



