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[bookmark: _Ref168042273]Table 1. Unit costs.
	Appointments and emergency visits
	Unit cost (€)
	Data Source

	Primary care
	31.00
	Portaria n.º 207/2017,
Artigo 15º

	Medical oncology appointment
	31.00
	

	Surgery appointment 
	31.00
	

	Anesthesia appointment
	31.00
	

	Other medical specialties appointment 
	31.00
	

	Multidisciplinary appointment for therapeutic decision
	31.00
	

	Radiotherapy appointment 
	31.00
	

	Pain appointment 
	31.00
	

	Palliative care appointment 
	31.00
	

	Emergency visit without hospitalization/Non-scheduled appointment (IPO)
	94.41
	Portaria n.º 207/2017, Artigo 16º e Despacho n.º 13427/2015, Annex

	Post-surgery physical therapy
	743.25
	

	Daily activities training (x15 sessions)
	324.00
	Portaria n.º 207/2017,
Anexo IV, código 61087

	Corrective postural kinesitherapy (x15 sessions)
	111.00
	Portaria n.º 207/2017,
Anexo IV, Código 60380

	Manual muscular strengthening/ Manual joint mobilization (x15 sessions)
	72.75
	Portaria n.º 207/2017,
Anexo IV, média dos códigos 61102 e 60290

	Massage with special techniques (x15 sessions)
	127.50
	Portaria n.º 207/2017,
Anexo IV, código 60267

	Kinesitherapy with special techniques (x15 sessions)
	108.00
	Portaria n.º 207/2017,
Anexo IV, código 60377

	Disease-related hospitalization costs
	Unit cost (€)
	Data Source

	BC patient’ hospitalization costs (code ICD-10 C50 in main diagnosis) in active treatment 
	1 907.09
	HMDB 2018

	BC patient´ hospitalization costs (code ICD-10 C50 in principal diagnosis) in active treatment; metastatic disease
	1 505.50
	

	BC patient´ hospitalization costs (code ICD-10 C50 in principal diagnosis) with fatal outcome
	496.30
	

	BC patient´ hospitalization costs (code ICD-10 C50 in principal diagnosis) in symptomatic support
	1 505.15
	

	BC patient´ hospitalization costs (code ICD-10 C50 in principal diagnosis and surgical procedure) 
	2 021.27
	

	CDE

	Blood tests
	Unit cost (€)
	Data Source: Portaria n.º 254/2018 GDH

	Leukocyte formula blood count
	4.70
	24209

	Biochemical evaluation 
	16.80
	

	Glucose, dosage, s/u/l
	1.10
	22076

	Alanine aminotransferase (ALT), s
	1.30
	21217

	Aspartate aminotransferase (AST), s
	1.30
	21220

	Urea, s/u
	1.30
	22949

	Creatinine, s/u
	1.20
	21620

	Ionogram (Na, K, Cl), s/u
	1.50
	22271

	Alkaline phosphatase, s
	1.30
	21935

	Bilirubin (total), s
	1.40
	21340

	Magnesium, s/u
	1.60
	22357

	Calcium (total), s/u
	1.30
	21396

	Phosphate, s/u
	1.10
	21976

	Albumin, s 
	1.10
	21140

	Proteins (total), s/u/l 
	1.30
	22679

	Tumor markers
	17.00
	

	Carcinoembryonic antigen (CEA), s 
	7.20
	21258

	CA 15-3
	9.80
	21369

	Coagulation study
	5.90
	

	Activated partial thromboplastin time (aPTT) (cefaline-activator time), s 
	3.00
	24359

	Prothrombin time (PT, Quick, INR)
	2.90
	24347

	Hepatitis B and C virus antibodies
	83.24
	

	Anti HBc IgG or total
	12.94
	26010

	Anti HBc IMG
	13.94
	26012

	Anti Hbe
	14.78
	26013

	Anti Hbs
	12.53
	26025

	Anti HCV
	15.11
	26031

	Anti HCV IgM
	13.94
	26032

	HIV-1 and HIV-2 antibodies
	18.10
	26028

	Imaging
	Unit cost (€)
	Data Source: Portaria n.º 254/2018 GDH

	Bilateral mammogram, 2x incidences per breast
	20.50
	13100

	Unilateral mammogram, 2x incidences
	20.90
	13105

	Mammary ecography
	14.50
	17105

	Soft tissue ecography
	9.29
	17185

	Mammary MRI 
	127.90
	18100

	Superior abdomen ecography
	20.12
	17130

	Skull CT 
	67.00
	16010

	Abdomen-pelvis-torax CT 
	
	

	Torax CT 
	74.70
	16060

	Superior abdomen CT 
	84.50
	16070

	Pelvic CT 
	61.59
	16080

	CT, intravenous contrast supplement
	12.00
	16325

	CT, oral contrast
	1.30
	16330

	Cervical spine CT 
	72.40
	16041

	PET – full body study with 18F-FDG
	1 032.80
	58527

	Skull MRI 
	127.90
	18010

	Torax radiography
	9.00
	10406

	Lymphoscintigraphy for sentinel lymph node detection
	242.80
	58493

	Procedures
	Unit cost (€)
	Data Source: Portaria n.º 254/2018 GDH

	Image-guided FNA
	105.70
	

	Image-guided FNA, with conventional smear and citology exam (imaging control included)
	69.30
	30598

	Technical assistance with FNA
	5.10
	30615

	Processing and cytologic exam of FNA
	31.30
	30630

	Palpation-guided FNA
	76.90
	

	Palpation-guided FNA, with conventional smear and citology exam 
	40.50
	30597

	Technical assistance with FNA
	5.10
	30615

	Processing and cytologic exam of FNA
	31.30
	30630

	Palpation-guided microbiopsy
	287.10
	

	Palpation-guided microbiopsy collection
	45.60
	31241

	Histologic exam of biopsy product, using needle, tweezer or similar
	48.40
	31016

	Laboratorial processing for immunohistochemistry, each antibody
	26.30
	31566

	Microbiopsy through imaging
	316.50
	

	Imaging Microbiopsy collection (imaging control included)
	75.00
	31242

	Histologic exam of biopsy product, using needle, tweezer or similar
	48.40
	31016

	Laboratorial processing for immunohistochemistry, each antibody
	26.30
	31566

	Other resources
	Unit cost (€)
	Data Source: Portaria n.º 254/2018 GDH

	Radiotherapy
	104.53
	45157

	12-lead electrocardiogram (ECG)
	6.50
	40301

	Döppler echocardiogram
	53.20
	40550

	Radionuclide angiography
	149.60
	58000

	Bone scintigraphy
	90.00
	58150

	Bone densitometry
	22.90
	10955

	Next Generation Sequencing (NGS)
	950.00
	Info CHULN, 23/02/2023

	Medical bra
	99.00
	Amoena PT, 02/02/2023

	Breast Cancer Family Study
	Unit cost (€)
	Data Source: Portaria n.º 254/2018 GDH

	BRCA mutation
	1 367.93
	It is considered the cost of three large researches of large deletions in BRCA1/BRCA2 genes (family study) and one index case

	Family study
	243.98
	It is considered the triple of average unit cost of family studies

	Research of large deletions in BRCA1/BRCA2 genes
	116.70
	36060

	Research of mutations in BRCA1 gene
	73.40
	34544

	Research of founder mutation in BRCA2 gene
	61.80
	36062

	Research of mutations in BRCA2 gene
	73.40
	34548

	Index case
	1 017.83
	It is considered the triple of average unit cost of index cases

	Research of large deletions in BRCA1/BRCA2 genes
	131.40
	36059

	Research of mutations in BRCA1 gene
	518.90
	34543

	Research of founder mutation in BRCA2 gene
	61.80
	36062

	Research of mutations in BRCA2 gene
	645.00
	34547

	Systemic treatment

	Radiotherapy
	Cost/episode (€)
	Data Source

	Radiotherapy
	4 694.70
	HMDB 2018

	Chemotherapy
	Cost/cycle (€)
	Data Source

	Intravenous chemotherapy
	496.30
	HMDB 2018

	Oral capecitabine therapy
	36.10
	NSW Government/
eviQ, 2021

	Oral vinorelbine therapy
	182.45
	NHS 2014

	Oral metronomic cyclophosphamide
	0.93
	50mg/day, 5 days a week

	
	PVH without VAT (€)
	

	Cyclophosphamide [50mg; capsule/tablet]
	0.19
	SPMS catalog, 25/01/2023

	Other antineoplastic agents
	Cost/cycle (€)
	Data Source

	Olaparib therapy
	4 500.92
	RCM Lynparza®

	Talazoparib therapy
	3 680.52
	RCM Talzenna®

	Other antineoplastic agents
	Cost/year (€)
	Data Source

	Sacituzumab govitecan therapy
	2 525 766.47
	IQVIA data on sales volume

	Others
	Cost/day (€)
	Data Source

	Dexamethasone 12mg/day
	0.62
	SPMS catalog, 15/11/2022.
4mg tablet 0,2053€

	Non-opioid analgesics
	0.28
	Daily cost of therapeutic classes - Evigrade; 2023

	Opioid analgesics
	2.99
	

	Anticonvulsants
	0.42
	

	Corticosteroids
	0.23
	

	Benzodiazepines
	0.07
	

	Antidepressants
	0.23
	

	Proton-pump inhibitor
	0.09
	

	Social support
	Cost/patient (€)
	Data Source

	Palliative care unit
	109.42
	Portaria n.º 45/2021, Artigo 4º

	Palliative care appointments
	31.00
	Portaria n.º 254/2018, Artigo 15º

	Transportation
	Cost/patient (€)
	Data Source

	Transport (pick up and drop)
	12.02
	Barros et al. (2015)

	Breast Cancer screening
	Cost/patient (€)
	Data Source

	Breast cancer screening
	19.40
	DGS – Avaliação e Monitorização dos rastreios Oncológicos organizados de base populacional de Portugal Continental - 2015


[bookmark: _Hlk153803855]HMDB: Hospital Morbidity Data Base; CDE: Complementary diagnostic resources and therapies (“Métodos complementares de diagnóstico e tratamento”); CHULN: Northern Lisbon University Hospital Centre (“Centro Hospitalar Universitário Lisboa Norte”); CT: Computed tomography; DGS: Directorate-General of Health (“Direção-Geral da Saúde”); ECG: electrocardiogram; FDG: Fluorodeoxyglucose; FNA: Fine-needle aspiration; GDH: Homogeneous diagnostic group; HIV: Human immunodeficiency virus; ICD-10: International Classification of Diseases 10th revision; MRI: Magnetic resonance imaging; NGS: Next Generation Sequencing; NSW: New South Wales; PET: Positron emission tomography; PVH: Hospital acquisition price; RCM: Summary of Product Characteristics (“Resumo das Características do Medicamento”); SPMS: Shared Services of the Ministry of Health (“Serviços Partilhados do Ministério da Saúde”); VAT: Value added tax (“IVA”). 

 Table 2. Healthcare resource utilization (diagnosis, recurrence, stage I-III treatment, follow-up during the first 10 years).
	Healthcare resource utilization
	Average number of events per patient

	
	Diagnosis
	Recurrence
	Stage I-III
	FUYear 1
	FUYear 2
	FUYear 3-5
	FUYear 6-10

	Appointments and emergency visits

	Primary care
	1,15
	
	
	
	
	
	

	Medical oncology appointment
	0,33
	0,5
	1,06
	3,25
	3,00
	1,75
	0,45

	Surgery appointment 
	1,39
	
	1,75
	1,13
	1,13
	0,60
	0,13

	Other medical specialties appointment 
	0,38
	0,38
	0,07
	
	
	
	

	Multidisciplinary appointment for therapeutic decision
	1,13
	1,25
	
	
	
	
	

	Private hospital appointment
	0,15
	
	
	
	
	
	

	Anesthesia appointment
	
	
	1,0
	
	
	
	

	Radiotherapy appointment 
	
	
	
	0,58
	0,35
	0,23
	0,00

	Post-surgery physical therapy
	
	
	0,71
	
	
	
	

	Blood tests
	

	Leukocyte formula blood count
	1,08
	
	1,59
	2,55
	2,48
	1,40
	0,33

	Biochemical evaluation 
	1,08
	
	1,23
	2,55
	2,48
	1,40
	0,33

	Tumor markers
	0,83
	
	0,31
	2,30
	2,23
	1,28
	0,33

	Hepatitis B and C virus antibodies
	0,25
	
	
	
	
	
	

	Imaging
	

	Bilateral mammogram, 2x incidences per breast
	1,13
	
	0,06
	0,65
	0,65
	0,65
	0,23

	Unilateral mammogram, 2x incidences
	1,13
	
	0,01
	0,18
	0,18
	0,18
	0,10

	Mammary and soft tissue ecography
	
	
	0,10
	0,75
	0,75
	0,75
	0,25

	Mammary MRI 
	0,86
	
	0,13
	0,48
	0,36
	0,35
	0,30

	Superior abdomen ecography
	0,28
	
	0,01
	0,05
	0,05
	0,03
	0,00

	Torax CT 
	0,58
	
	0,02
	0,38
	0,35
	0,18
	0,00

	Superior abdomen CT 
	0,58
	
	0,02
	0,38
	0,35
	0,18
	0,00

	Pelvic CT 
	0,58
	
	0,02
	0,38
	0,35
	0,18
	0,00

	Echocardiogram
	
	
	0,07
	
	
	
	

	PET – full body study with 18F-FDG
	0,19
	
	0,02
	0,13
	0,13
	0,05
	0,00

	Bone scintigraphy
	0,54
	0,38
	0,01
	
	
	
	

	Skull CT
	0,15
	
	0,00
	0,04
	0,04
	0,01
	0,00

	Skull MRI 
	0,16
	
	0,01
	0,05
	0,05
	0,01
	0,00

	Torax radiography
	0,75
	0,30
	0,10
	
	
	
	

	Lymphoscintigraphy for sentinel lymph node detection
	
	
	0,78
	
	
	
	

	Cervical spine CT
	
	
	
	0,10
	0,10
	0,10
	0,00

	Procedures
	

	Image-guided FNA
	0,01
	0,03
	
	
	
	
	

	Microbiopsy through imaging
	1,30
	0,98
	
	
	
	
	

	Palpation-guided FNA
	0,00
	0,00
	
	
	
	
	

	Palpation-guided microbiopsy
	0,00
	0,03
	
	
	
	
	

	Other resources
	

	12-lead electrocardiogram (ECG)
	0,69
	0,49
	
	
	
	
	

	Döppler echocardiogram
	0,58
	0,63
	
	
	
	
	

	Radionuclide angiography
	0,15
	0,05
	
	
	
	
	

	Next Generation Sequencing (NGS)
	0,21
	0,18
	
	
	
	
	

	Medicine bra
	
	
	0,69
	
	
	
	

	Breast Cancer Family Study
	

	Research of large deletions in BRCA1/BRCA2 genes
	0,50
	0,01
	
	
	
	
	

	Research of mutations in BRCA1 gene
	0,55
	0,01
	
	
	
	
	

	Research of founder mutation in BRCA2 gene
	0,70
	0,01
	
	
	
	
	

	Research of mutations in BRCA2 gene
	0,55
	0,01
	
	
	
	
	













[bookmark: _Ref177657754]Table 3. Healthcare resource utilization (Stage IV treatment).
	Healthcare resources utilization
	Average number of events per patient

	
	1L Treatment Stage IV
	2L Treatment Stage IV
	3L Treatment Stage IV
	4L Treatment Stage IV

	Other resources

	Döppler echocardiogram
	0,11
	0,03
	0,01
	0,03

	Radionuclide angiography
	0,05
	0,00
	0,00
	0,01

	Chemotherapy

	Intravenous chemotherapy
	5,36
	1,30
	1,01
	1,00

	Oral capecitabine therapy
	1,51
	1,75
	0,44
	0,58

	Oral vinorelbine therapy
	0,21
	0,77
	0,33
	0,85

	Oral metronomic cyclophosphamide
	0,10
	
	0,18
	0,49

	Cyclophosphamide [50mg; capsule/tablet]
	0,05
	
	
	

	Other antineoplastic agentes

	Olaparib therapy
	
	0,35
	0,30
	0,16

	Talazoparib therapy
	
	0,17
	0,20
	0,10

	Other antineoplastic agentes

	Sacituzumab govitecan therapy
	
	1,35
	2,58
	0,99





















[bookmark: _Ref177657755]Table 4. Healthcare resource utilization (Stage IV follow-up, additional treatment and symptomatic support follow-up).
	Healthcare resource utilization
	Average number of events per patient

	
	FU Stage IV
	Additional treatment
	FU Symptomatic

	Average time on symptomatic support
	
	
	3 months

	Appointments and emergency visits

	Medical oncology appointment
	1,00
	
	1,47

	Disease-related hospitalization
	0,10
	
	0,62

	Other medical specialties appointment 
	0,25
	
	

	Pain appointment 
	0,30
	
	0,50

	Palliative care appointment 
	
	
	1,08

	Emergency visit without hospitalization/Non-scheduled appointment (IPO)
	0,22
	
	0,47

	Blood tests

	Leukocyte formula blood count
	1,08
	
	1,70

	Tumor markers
	1,08
	
	

	Biochemical evaluation 
	0,76
	
	1,70

	Imaging

	Bilateral mammogram, 2x incidences per breast
	0,02
	
	

	Unilateral mammogram, 2x incidences
	0,01
	
	

	Mammary and soft tissue ecography
	0,03
	
	

	Mammary MRI 
	0,01
	
	

	Superior abdomen ecography
	0,02
	
	

	Torax CT 
	0,16
	
	

	Superior abdomen CT 
	0,16
	
	

	Pelvic CT 
	0,16
	
	

	Echocardiogram
	0,00
	
	

	PET – full body study with 18F-FDG
	0,08
	
	

	Bone scintigraphy
	0,09
	
	

	Skull CT
	0,03
	
	

	Skull MRI
	0,06
	
	

	Torax radiography
	0,03
	
	

	Radiotherapy

	Adjuvant radiotherapy
	6,29
	
	

	Palliative radiotherapy
	5,36
	
	

	Others

	Dexamethasone
	
	26,38
	

	Bone densitometry
	
	0,05
	

	Non-opioid analgesics
	
	
	65%

	Opioid analgesics
	
	
	70%

	Anticonvulsants
	
	
	40%

	Corticosteroids
	
	
	50%

	Benzodiazepines
	
	
	50%

	Antidepressants
	
	
	71%

	Proton-pump inhibitor
	
	
	69%

	Bone modeling agents (Bisphosphonates, denosumab, etc.)
	
	219,09
	

	Transport

	Transport to treatment
	
	
	0,65

	Transport to the appointment
	
	
	0,48



[bookmark: _Ref177657761]Table 5. Abandonment of job market.
	Average number of patients (%)

	Temporary abandonment of job market
	First year
	Following years

	Patient on stage I-III
	6,60
	2,51

	Patient on stage IV
	10,80
	11,55

	Permanent abandonment of job market
	First year
	Following years

	Patient on stage I-III
	0,08
	0,20

	Patient on stage IV
	0,54
	0,81







