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eTable 1. Inclusion and exclusion criteria
Inclusion Criteria:
1. Newly diagnosed low risk prostate cancer patients, defined according to the presence of all the following criteria:
o diagnosis of adenocarcinoma of the prostate
o prostate cancer clinical stage T1c or T2a
o PSA <=10ng/ml at diagnosis
o adequate biopsy sampling according to prostate volume
o maximum number of positive biopsy cores for prostate adenocarcinoma:
· 2, in case of biopsy with random sampling and less than 20 samples
· 3, in case of biopsy with random sampling and 20-26 samples
· 4, in case of biopsy with random sampling and more than 26 samples
· If a multi-parametric MRI of the prostate was performed at the time of diagnosis and multiple samples were taken from each target lesion, two or more positive samples from the same target lesion (regardless of the percentage of disease present in the samples) must also be considered as one positive core for the purpose of calculating the total number of positive cores. The number of positive biopsy cores will therefore be calculated as the sum of the positive target lesions + any positive random samples; the total number of samples will be calculated as the sum of the number of random samples and the number of biopsied target lesions.
o Gleason grade 3+3 (in patients aged>70 Gleason 3+4)
2. Residence in Piemonte or Valle D'Aosta regions;
3. Patients suitable for radical treatment (surgery or radiotherapy/HIFU);
4. Age at diagnosis <= 75 years or >75 years if frailty assessment (measured with the G8 score)> = 14;
5. Patients’ suitability for expressing a valid consent to participate in the study.

Exclusion Criteria:
1. Patients previously treated for prostate cancer
2. Patients not willing to undergo radical treatments
3. Patients unable to give valid informed consent 
4. 

eTable 2. Calendar of Controls During the First 5 Years of Patient Follow-Up (adapted from PRIAS). (For patients undergoing radical treatments, the monitoring schedule is indicative, but must be adhered to at least at six-monthly intervals during the first 5 years)
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	1
	2
	3
	4
	5

	Month
	0*
	3
	6
	9
	12
	15
	18
	21
	24
	30
	36
	42
	48
	54
	60

	PSA test
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	DRE
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Biopsy**
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Clinical examination
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	QoL questionnaires
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	



· Diagnosis
**	For patients in active surveillance only: a biopsy could be repeated at 7 and 10 years, and every 5 years thereafter.
If PSA doubling time <=10 anni: repeat biopsy (if not performed within the last year); as an alternative to biopsy, multi-parametric MRI of the prostate, possibly followed by targeted biopsy of suspicious lesions



eTable 3. Criteria for Continuation of AS in the START Study (adapted from PRIAS)
The following criteria are a useful guide to re-evaluate the decision with the patient in AS during follow-up. For patients that are no more suitable for radical treatments (for age, comorbidity, or other reasons) consider and discuss the possibility of a de-escalation of the follow-up schedule towards a watchful waiting regimen.


1) Clinical:
· Clinical stage < = T2a (reassess the patient's overall risk if clinical stage = T2b o T2c) 
2) Istological (Gleason Score according to ISUP 2005): 
· Gleason-score 3+3=6 or less (Gleason score 3+4 allowed for patients aged >=70 years)
· No more than one or two positive biopsy cores (considering specimens from the same mpMRI target lesion as a single core)
3) Biochemical:
· A single altered PSA value should be repeated after a few weeks of treatment of possible infectious diseases or other non-neoplastic causes
· PSA doubling time (PSA DT) > 10 years
· If PSA DT <=10 years: repeat biopsy (if not performed within the last year); as an alternative to biopsy, multi-parametric MRI of the prostate, possibly followed by targeted biopsy of suspicious lesions 
· If PSA > 20 ng/ml: perform a bone scintigraphy.
4) Personal:
· Patient satisfied to continue AS




eTable 4. Patient-Reported Outcome Measure Domains and Instruments.

	Domain and instruments
	Measures
	Range
	Meaning 

	Domain A: Health-related quality of life§
	
	
	Higher scores indicating higher functioning

	Cancer-related quality of life: EORTC QLQ-C30.
	- Global health status (mean) 
- Physical functioning (mean)
- Role functioning (mean)  
- Emotional functioning (mean)
- Social functioning (mean)
- Cognitive functioning (mean)
	0 to 100
	

	Domain B: Anxiety and Depression°
	
	
	Higher scores indicating worse conditions

	Hospital Anxiety and Depression Scale (HADS). 
	- Anxiety scores (mean)
- Depression scores (mean)
	0 to 21
	

	Domain C: Sexual function§
	
	
	Higher scores indicating higher functioning

	Prostate cancer specific HRQoL - EORTC PR25. 
	- Sexual Functioning (mean) 
- Sexual Activity (mean)
	0 to 100
	

	International Index of Erectile Function (IIEF-5)
	- Erectile Function (mean)
	0 to 25
	

	Domain D: Urinary, prostatic and bowel symptoms 
	
	
	Presence of symptoms indicating worse conditions

	Prostate cancer specific HRQoL EORTC PR25 
	Presence of:
- Use of incontinent Aid (%) 
- Bowel symptoms (%)

	0/1
	

	International Prostatic Symptoms Score (IPSS)
	- Severe prostatic symptoms (%) 
	0/1
	



HRQoL: Health-related quality of life; °: higher scores indicating worse symptoms; §: higher scores indicating higher functioning


eTable 5. Results of sensitivity analysis comparing  Active Surveillance versus local treatments (radical prostatectomy or radiotherapy) in relation to different domains of HRQoL measures in the 14 centres with the best response rate (higher than the median). 

	Domain A: General Health-related quality of life (HRQOL) §
	 
	95%CI
	p

	EORTC QLQ-C30: Global health status
	3.09
	0.81; 5.87
	0.008

	EORTC QLQ-C30: Physical Functioning
	-1.10
	-3.12; 0. 92
	0.285

	EORTC QLQ-C30: Role Functioning
	-1.96 
	-3.93;0.01
	0.051

	EORTC QLQ-C30: Emotional Functioning
	-2.81 
	-4.76;-0.86
	0.005

	EORTC QLQ-C30: Social Functioning
	 0.80
	-1.06;2.65
	0.399

	EORTC QLQ-C30: Cognitive Functioning
	-0.92
	-2.33; 0.49
	0.200

	Domain B: Anxiety and depression§
	
	
	

	HADS: Anxiety score
	0.40
	0.13; 0.66
	0.003

	HADS: Depression score
	0.82 
	0.63; 1.01
	<0.001

	Domain C: Sexual function§
	
	
	

	PR25: Sexual functioning
	10.85
	8.57; 13.13
	<0.001

	PR25: Sexual activity
	10. 49
	4.92; 16.06
	0.0002

	IIEF: Erectile function 
	5.65
	4.55; 6.76
	<0.001

	Domain D: Urinary, prostatic and bowel symptoms°
	OR
	95%CI
	p

	PR25-Use of incontinence aids
	0.09
	0.04; 0.23
	<0.001

	IPSS- Presence of moderate/severe prostatic symptoms
	8.52
	3.39; 21.71
	<0.001

	PR25- Presence of bowel symptoms
	1.26
	0.46; 3.46
	0.652



§: Regression coefficients ()
°: Logistic regression odds ratios (OR) 
[bookmark: IDX3]All models are adjusted for age, education, presence of partner, PSA, Gleason score, tumor stage, Charlson comorbidity index and PROM values at baseline. 





eFigure 1. Patient flow and number of compiled questionnaires (Q)

[image: Immagine che contiene testo, schermata, Carattere, design

Descrizione generata automaticamente]

eFigure 2A. EORTC QLQ-C30: Physical Functioning
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eFigure 2B. EORTC QLQ-C30: Role Functioning
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eFigure 2C. EORTC QLQ-C30: Emotional Functioning
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eFigure 2D. EORTC QLQ-C30: Social Functioning
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eFigure 2E. EORTC QLQ-C30: Cognitive Functioning
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