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	Supplementary Table 2. Characteristics of economic evaluation analyses

	r/n
	Economic evaluation analysis
	Cohort analysis
	Outcome measurement
	Cost measurement
	Economic evaluation model

	1
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs,
Direct non-medical costs,
Indirect costs
	Decision tree,
Markov model

	2
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree

	3
	Cost-effectiveness
	Hypothetical
	Risk of death from
myelosuppression
	Direct medical costs
	Decision tree

	4
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Markov model

	5
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Riskofdeathfrom
cervical cancer,
QALYs
	Direct medical costs,
Indirect costs
	Markov model

	6
	Cost-effectiveness
	Hypothetical
	LYs
	Direct medical costs
	Flow chart

	7
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree,
Markov model

	8
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree,
Markov model

	9
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree,
Markov model

	10
	Cost-effectiveness
	Hypothetical
	LYs
	Direct medical costs
	-

	11
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Probabilityof end-stage complications of type 1 diabetes, QALYs
	Direct medical costs,
Indirect costs
	Decision tree,
Markov model

	12
	Cost-effectiveness
	Hypothetical
	LYs
	Direct medical costs
	Decision tree,
Markov model

	13
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Cancer deaths, QALYs
	Direct medical costs
	Discrete event
simulation model

	14
	Cost-effectiveness
	Hypothetical
	Number offebrileneutropenia avoided
	Direct medical costs
	Decision tree

	15
	Cost-utility
	Hypothetical
	Cost saving, QALYs
	Direct medical costs
	Markov model

	16
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Adjuvant chemotherapy, Recurrence,
QALYs
	Direct medical costs,
Direct non-medical costs,
Indirect costs
	Decision tree,
Markov model

	17
	Cost-utility,
Cost-effectiveness
	Retrospective
	Test results, QALYs
	Direct medical costs,
Indirect costs
	Decision tree,
Markov model

	18
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Cervical cancer incidence, Mortality,
QALYs, LYs
	Direct medical costs
	Decision tree,
Markov model

	19
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree,
Markov model

	20
	Cost-utility
	Retrospective
	QALYs
	Direct medical costs
	Decision tree

	21
	Cost-effectiveness
	Hypothetical
	LYs
	Direct medical costs
	Decision tree,
Markov model

	22
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree

	23
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree

	24
	Cost-effectiveness,
Cost-minimization
	Prospective
	Toxicity, Drug-induced death,
Total treatment costs
	Direct medical costs
	Decision tree

	25
	Cost-effectiveness
	Hypothetical
	LYs
	Direct medical costs
	Decision tree,
Markov model

	26
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Breast cancer incidence rate,
Death rate, QALYs
	Direct medical costs
	Discrete event
simulation model

	27
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree

	28
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree,
Markov model

	29
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs,
Indirect costs
	Decision tree,
Markov model

	30
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree,
Markov model

	31
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs,
Direct non-medical costs,
Indirect costs
	Flow chart

	32
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree

	33
	Cost-utility
	Retrospective
	QALYs
	Direct medical costs
	Decision tree

	34
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Cardiovascular event rates,
LYs, QALYs
	Direct medical costs
	Decision tree,
Markov model

	35
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree

	36
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Semi-Markov model

	37
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree

	38
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Seizure-freeyears,
Cutaneous ADR avoided,
LYs, QALYs
	Direct medical costs
	Decision tree,
Markov model

	39
	Cost-utility,
Cost-effectiveness
	Hypothetical
	SJS/TEN incidence,
Death in SJS/TEN cases, QALYs
	Direct medical costs,
Direct non-medical costs
	Decision tree,
Markov model

	40
	Cost-effectiveness
	Hypothetical
	LYs
	Direct medical costs,
Other costs
	Decision tree,
Markov model

	41
	Financial analysis
	Hypothetical
	Total treatment costs
	Direct medical costs
	Decision tree

	42
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Cardiovascular events avoided,
Bleeding events, QALYs
	Direct medical costs
	Flow chart

	43
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs,
Indirect costs
	Decision tree

	44
	Cost-effectiveness
	Hypothetical
	Cost savings/patient,
Total cost/patients, LYs
	Direct medical costs
	Decision tree,
Markov model

	45
	Cost-minimization analysis
	Retrospective
	Total treatment cost
	Direct medical costs
	Flow chart

	46
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Deaths,
Ovarian/Breast cancer cases,
QALYs
	Direct medical costs
	Flow chart

	47
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Nonfatal myocardialinfarction,
Nonfatal stroke, Cardiovasculardeath,
Stentthrombosis,
Majorbleeding, QALYs
	Direct medical costs
	Decision tree,
Markov model

	48
	Cost-utility,
Cost-effectiveness
	Retrospective
	LYs, QALYs
	Direct medical costs
	Decision tree

	49
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree,
Markov model

	50
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYS, QALYs
	Direct medical costs
	Flow chart

	51
	Cost-minimization analysis
	Retrospective
	Total treatment costs
	Direct medical costs
	Decision tree

	52
	Financial analysis
	Retrospective
	Total treatment costs
	Direct medical costs
	-

	53
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree,
Markov model

	54
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree

	55
	Cost-effectiveness
	Hypothetical
	Severeneutropeniacasesavoided, LYs
	Direct medical costs
	Decision tree

	56
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Stroke or systemic embolism,
Transient ischemic attack,
Intracranial hemorrhage, Major bleed,
Nonfatal myocardial infarction, QALYs, LΥs
	Direct medical costs
	Discrete event
simulation model

	57
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs,
Indirect costs
	Markov model

	58
	Cost-effectiveness
	Hypothetical
	Cases of hypersensitivity reactions avoided
	Direct medical costs,
Direct non-medical costs
	Decision tree

	59
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree,
Modified Markov model

	60
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Confirmed and unconfirmed severe
systemic hypersensitivity reaction, QALYs
	Direct medical costs
	CEPAC model

	61
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree

	62
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree,
Markov model

	63
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree

	64
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Totaltreatmentcost/patient,
Clinically diagnosed hypersensitivity reaction/patient,
Mean life expectancy (years), QALYs
	Direct medical costs,
Direct non-medical costs
	Decision tree,
Discrete event
simulation model

	65
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Markov model

	66
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Cases of spinal muscular atrophy cases,
Procedure-related miscarriages,
Pregnancy terminations,QALYs
	Direct medical costs,
Indirect costs
	Decision tree

	67
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Neutropenia events, QALYs
	Direct medical costs
	Decision tree

	68
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs, Lifetime costs
	Direct medical costs,
Direct non-medical costs,
Indirect costs
	Decision tree,
Markov model

	69
	Cost-utility
	Prospective
	QALYs
	Direct medical costs
	Flow chart

	70
	Cost-effectiveness
	Hypothetical
	LYs
	Direct medical costs
	Markov model

	71
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree

	72
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Bleeding,
Thromboembolic events,
Deaths, QALYs
	Direct medical costs
	Decision tree,
Markov model

	73
	Financial analysis
	Retrospective
	Total treatment costs
	Direct medical costs,
Other costs
	Flow chart

	74
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Bleeding,
Thromboembolic events, QALYs
	Direct medical costs
	Markov model

	75
	Cost-utility,
Cost-effectiveness
	Hypothetical
	Bleeding,
Thromboembolic events,
Deaths, QALYs
	Direct medical costs
	Decision tree,
Markov model

	76
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree,
Markov model

	77
	Cost-utility
	Retrospective
	QALYs
	Direct medical costs
	Decision tree

	78
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs,
Direct non-medical costs,
Indirect costs
	Markov model

	79
	Financial analysis
	Retrospective
	Costs
	Direct medical costs
	Decision tree

	80
	Cost-effectiveness
	Retrospective
	Treatment effectiveness, Costs
	Direct medical costs
	Decision tree

	81
	Cost-effectiveness
	Hypothetical
	LYs, Patients without end-stage renal disease
	Direct medical costs
	Decision tree,
Markov model

	82
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs,
Direct non-medical costs,
Indirect costs
	Decision tree,
Markov model

	83
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree

	84
	Financial analysis
	Retrospective
	Total treatment costs
	Direct medical costs
	-

	85
	Financial analysis
	Hypothetical
	Total treatment costs
	Direct medical costs
	-

	86
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs,
Indirect costs
	Decision tree

	87
	Financial analysis
	Hypothetical
	Total treatment costs
	Direct medical costs
	Markov model

	88
	Financial analysis
	Retrospective
	Total treatment costs
	Direct medical costs
	-

	89
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Decision tree

	90
	Cost-utility,
Cost-effectiveness
	Hypothetical
	LYs, QALYs
	Direct medical costs
	Decision tree,
Markov model

	91
	Cost-utility,
Cost-effectiveness
	Hypothetical
	QALYs, Reduction of colorectal cancer incidence, Reduction of endometrial cancer incidence, LYs
	Direct medical costs
	Discrete event
simulation model

	92
	Financial analysis
	Prospective
	Total costsof non-invasive prenatal diagnosis,Total costsof invasive prenatal diagnosis
	Direct medical costs
	Decision tree

	93
	Cost-utility
	Hypothetical
	QALYs
	Direct medical costs
	Markov model

	94
	Cost-effectiveness
	Hypothetical
	LYs
	Direct medical costs
	Markov model

	95
	Cost-effectiveness
	Hypothetical
	LYs
	Direct medical costs,Direct non-medical costs,Indirect costs
	Decision tree

	96
	Cost-effectiveness
	Hypothetical
	Cystic fibrosis infants/ 100,000 births
	Direct medical costs
	Decision tree




	Supplementary Table 3. Characteristics of individualized interventions

	r/n
	Disease
	ICD
	Gene/Genomic test
	Country

	1
	Familial hypercholesterolemia
	Ε78.9
	LDLR, APOB
	USA

	2
	Advanced adenocarcinoma
of the lung
	C34.9
	EGFR
	Singapore

	3
	Acute lymphoblastic leukemia
	C91.0
	TPMT
	Canada

	4
	Colorectal cancer
	C18.9
	KRAS
	Japan

	5
	Cervical cancer
	C53.9
	HPV DNA
	South Africa

	6
	Cystic fibrosis
	Ε84.9
	CFTR
	The Netherlands

	7
	Acute coronary syndrome
	Ι25.9
	CYP2C19
	USA

	8
	Breast cancer
	C50.9
	MammaPrint®, Oncotype DX®
	Spain

	9
	Long-QT syndrome
	I45.8
	KCNQ1, HERG, SCN5A, ANK2, KCNE1
	USA

	10
	Familial hypercholesterolemia
	Ε78.9
	LDLR
	Spain

	11
	Neonatal diabetes
	P70.2
	KCNJ11, ABCC8
	USA

	12
	Hypertrophic cardiomyopathy
	I42.1
	MYH7, MYBPC3, TNNT2, TNNI3
	United Kingdom

	13
	Breast cancer
	C50.9
	FGFR2, TOX3, MAP3K1,
rs13387042, rs13281615,
FGF10, LSP1-H19
	USA

	14
	Drug-induced neutropenia
	C18.9
	UGT1A1*28
	France

	15
	Atrial fibrillation
	I48
	4q25chromosome
	USA

	16
	Breast cancer
	C50.9
	Oncotype DX®
	Japan

	17
	Rheumatoid arthritis
	Μ05
	-
	The Netherlands

	18
	Cervical cancer
	C53.9
	HPV-16/18 DNA
	USA

	19
	Familial hypercholesterolemia
	E78.9
	LDLR, APOB
	Australia

	20
	Epilepsy
	G40.9
	HLA-B*15:02
	China

	21
	Colorectal cancer
	C18.9
	KRAS, BRAF
	USA

	22
	Epilepsy
	G40.9
	HLA-B*15:02
	Singapore

	23
	Gout
	Μ10
	HLA-B*58:01
	Singapore

	24
	Colorectal cancer,
Breast cancer, 
Gastroesophageal cancer
	C18.9, C50.9, C15.9
	DPYD*2A
	The Netherlands

	25
	Colorectal cancer (Lynch syndrome)
	C18.9
	MLH1, MSH2, MSH6, PMS2, BRAF
	Germany

	26
	Breast cancer
	C50.9
	BREVAGenTM®
	USA

	27
	Idiopathic pulmonary fibrosis
	J84.1
	TPMT
	USA

	28
	Hypertrophic cardiomyopathy
	I42.1
	HCM genes
	Australia

	29
	Papillary thyroid cancer
	C73
	BRAF
	USA

	30
	Non-small cell lung cancer
	C34.9
	EGFR
	Japan

	31
	Non-small cell lung cancer
	C34.9
	EGFR, ALK
	USA

	32
	Acquired immune deficiency syndrome (AIDS)
	B24
	UGT1A1*28
	USA

	33
	Acute coronary syndrome
	Ι25.9
	CYP2C19
	New Zealand

	34
	Acute coronary syndrome
	Ι25.9
	KIF6
	USA

	35
	Acute coronary syndrome
	Ι25.9
	CYP2C19
	USA

	36
	Breast cancer, Ovarian cancer
	C50.9
	BRCA1/2
	USA

	37
	Venous thromboembolism
	I82.9
	Factor V Leiden, factor II (prothrombin)
	Italy

	38
	Epilepsy
	G40.9
	HLA-A*31:01
	United Kingdom

	39
	Gout
	Μ10
	HLA-B*58:01
	Thailand

	40
	Colorectal cancer (Lynch syndrome)
	C18.9
	MLH1, MSH2, MSH6, PMS2, BRAF
	China

	41
	Obstructive coronary artery disease
	Ι25.9
	Corus CAD®
	USA

	42
	Myocardial infarction, Stroke, Gastrointestinal bleeding events
	I21.9, I63.9, R58, K92.2
	LPA
	USA

	43
	Cowden syndrome
	Q85.8
	PTEN
	USA

	44
	Colorectal cancer
	C18.9
	KRAS
	USA, Germany

	45
	Epilepsy
	G40.9
	HLA-B*15:02
	Thailand

	46
	Ovarian cancer
	C56
	BRCA1/2
	United Kingdom

	47
	Acute coronary syndrome
	I25.9
	CYP2C19
	China

	48
	Gout
	M10
	HLA-B*58:01
	China (Taiwan)

	49
	Breast cancer, Ovarian cancer
	C50.9
	BRCA1/2, PALB2, TP53, CDH1, STK11, PTEN
	USA

	50
	Colorectal cancer (Lynch syndrome)
	C18.9
	MLH1, MSH2, MSH6, PMS2, BRAF
	USA

	51
	Breast cancer
	C50.9
	189-gene signature
	France

	52
	Colorectal cancer
	C18.9
	KRAS
	Austria

	53
	Breast cancer
	C50.9
	MammaPrint®, Oncotype DX®
	USA

	54
	Colorectal cancer
	C18.9
	UGT1A1*28
	USA

	55
	Colorectal cancer
	C18.9
	UGT1A1*28
	USA

	56
	Atrial fibrillation
	I48
	VKORC1, CYP2C9
	United Kingdom

	57
	Amnestic mild cognitive impairment
	G31.84
	APOE
	Canada

	58
	Acquired immune deficiency syndrome (AIDS)
	B24
	HLA-B*57:01
	Spain

	59
	Breast cancer
	C50.9
	Oncotype DX®
	United Kingdom

	60
	Acquired immune deficiency syndrome (AIDS)
	B24
	HLA-B*57:01
	USA

	61
	Venous thromboembolism
	I82.9
	Thrombo inCode®
	Spain, France

	62
	Colorectal cancer
	C18.9
	KRAS, BRAF
	Switzerland

	63
	Non–small cell lung cancer
	C34.9
	EGFR
	USA

	64
	Acquired immune deficiency syndrome (AIDS)
	B24
	HLA-B*57:01
	USA

	65
	Colorectal cancer (Familial adenomatous polyposis)
	D12.6
	APC
	Spain

	66
	Spinal muscular atrophy
	G12.9
	SMN1
	USA

	67
	Inflammatory bowel disease
	K50, K51, K52
	TPMT
	New Zealand

	68
	Epilepsy
	G40.9
	HLA-B*15:02
	Thailand

	69
	Inflammatory disease
	K50, K51, K52, M05, K20.9
	TPMT
	United Kingdom

	70
	Colorectal cancer (Lynch syndrome)
	C18.9
	MMR genes
	Singapore

	71
	Colorectal cancer, Polyposis syndrome
	C18.9
	BMPR1A, SMAD4, APC, MUTYH,
TP53, CDH1, STK11, PTEN,
MLH1, MSH2, MSH6, PMS2
	USA

	72
	Atrial fibrillation
	I48
	VKORC1, CYP2C9
	USA

	73
	Breast cancer,
Ovarian cancer
	C50.9, C56.9
	BRCA1/2
	United Kingdom

	74
	Atrial fibrillation
	I48
	VKORC1, CYP2C9
	United Kingdom, Sweden

	75
	Atrial fibrillation
	I48
	VKORC1, CYP2C9
	The Netherlands

	76
	Atrial fibrillation
	I48
	VKORC1, CYP2C9
	The Netherlands

	77
	Atrial fibrillation
	I48
	VKORC1, CYP2C9
	Croatia

	78
	Neovascular macular degeneration
	H35.3
	CFH, ARMS2/HTRA1, C3, C2, CFB
	USA

	79
	Myocardial infarction
	I21.9
	CYP2C19
	Serbia

	80
	Rheumatoid arthritis
	Μ05
	MTHFR
	South Korea

	81
	Chronic nephropathies
	I51.6, N19
	ACE
	Switzerland

	82
	Colorectal cancer (MAP syndrome)
	C18.9
	MUTYH
	The Netherlands

	83
	Breast cancer,
Ovarian cancer
	C50.9, C56.9
	BRCA1/2
	United Kingdom

	84
	Coeliac disease
	K90.0
	HLA-DQ2,5, HLA-DQ8
	The Netherlands

	85
	Acute coronary syndrome
	I25.9
	CYP2C19
	USA

	86
	Adenocarcinoma of the lung
	C34.9
	EGFR
	USA

	87
	Neurofibromatosis type 1
	Q85.01
	SPRED1, NF1
	USA

	88
	Schizophrenia
	F20
	CYP2D6, CYP2C19
	Denmark

	89
	Diabetes type 2
	E11
	HNF1A, HNF4A, GCK
	USA

	90
	Atrial fibrillation
	I48
	VKORC1, CYP2C9
	USA

	91
	Colorectal cancer (Lynch syndrome)
	C18.9
	MLH1, MSH2, MSH6, PMS2
	USA

	92
	Cystic fibrosis
	Ε84.9
	CFTR
	United Kingdom

	93
	Breast cancer
	C50.9
	HER-2
	Switzerland

	94
	Breast cancer (Lynch syndrome)
	C18.9
	MLH1, MSH2, MSH6, PMS2, BRAF
	USA

	95
	X-linked hemophilia
	D66
	Factor VIII (F8), factor IX (F9)
	China (Taiwan)

	96
	Cystic fibrosis
	Ε84.9
	CFTR
	Australia





	Supplementary Table 4. Cost of genomic testing and economic evaluation of interventions
	

	r/n
	Gene/Genomic test
	Cost of PGx
	Cost of intervention w/o PGx
	Cost of intervention w PGx
	ICER
	ICUR
	Monetary value (year)
	

	1
	LDLR, APOB
	$3,480
	$10,396
	$15,594
	
	$519,813/QALY
	2013
	

	2
	EGFR
	SG$380
	SG$47,100
	SG$44,700
	
	Dominant
	2010
	

	3
	TPMT
	Can$459.63
	Can$654
	Can$1,090
	Not calculated
	Not calculated
	2008
	

	4
	KRAS
	¥20,000 ($220)
	¥3,160,000
($35,000)
	¥2,600,000
($29,000)
	Dominant
	Dominant
	2010
	

	5
	HPV DNA
	R200 ($30)
	R91,767
	R92,557
	
	R25,414/QALY
	2006
	

	6
	CFTR
	€166a
	€30,077,000
	€30,349,000
	€29,200/LY
	
	2009
	

	
	
	€417b
	
	
	
	
	
	

	7
	CYP2C19
	$500
	$15,800
	$14,900
	
	Dominant
	2010
	

	8
	MammaPrint®
	€2,675
	€15,904
	€16,989
	€1,257/LY
	€1,457/QALY
	2013
	

	
	Oncotype DX®
	€3,200
	
	€17,869
	Dominant
	Dominant
	
	

	9
	KCNQ1, HERG, SCN5A, ANK2, KCNE1
	$5,400c,
$900d
	$16,048
	$25,467
	Dominated
	$67,400/QALY
	2008
	

	10
	LDLR
	€425
	€4,298
	€8,891
	€3,423/LY
	
	2005
	

	11
	KCNJ11
	$705
	$71,784
	$59,256
	
	Dominant
	2008
	

	
	ABCC8
	$2,110
	
	
	
	
	
	

	12
	MYH7, MYBPC3, TNNT2, TNNI3
	€552e,
€225f
	€14,872g
	€19,459g
	€14,397/LYg
	
	2007
	

	
	
	
	€7,326h
	€9,867h
	€16,185/LYh
	
	
	

	13
	FGFR2, TOX3, MAP3K1, rs13387042, rs13281615,FGF10, LSP1-H19
	$945
	$629,297,039
	$870,639,365
	
	$634,133/QALY
	2012
	

	14
	UGT1A1*28
	€71
	€1,284.60
	€1,383.70
	€942,8-€1,090.1/febrile neutropenia avoided
	
	2006
	

	15
	4q25 chromosome
	$50 - $200
	NA
	NA
	
	$47,148/QALY - Dominant
(according to adherence rate)
	2005
	

	16
	Oncotype DX®
	¥35,0000
($3,500)
	¥1,237,698
	¥1,391,263
	
	¥636,752 ($6,368)/QALY
	2013
	

	17
	SNPs for RA
	€750
	€16,784
	€17,611
	
	€57,606/QALY
	2014
	

	18
	HPV-16/18 DNA
	$48.24
	$1,230
	$1,389
	
	$6,910/QALY
	2013
	

	19
	LDLR, APOB
	Α$1,512
	A$704,745
	A$80,8377
	A$4,154/YoLS
	A$3,565/QALY
	2013
	

	20
	HLA-B*15:02
	$192.20
	$164
	$205
	
	$85,697/QALY
	ΝΑ
	

	21
	KRAS
	$224
	$34,291
	$57,348
	$2,814,338/YoLS
	
	2010
	

	
	KRAS+BRAF
	$303
	
	$56,324
	$648,396/YoLS
	
	
	

	22
	HLA-B*15:02
	$270
	$4,110
	$4,680
	
	$29,750/QALY
	2010
	

	23
	HLA-B*58:01
	$270
	$4,194
	$4,419
	
	Dominated
	2012
	

	24
	DPYD*2A
	€75
	€2,817 [$3,828]
	€2,772 [$3,767]
	
	
	2014
	

	25
	MLH1, MSH2, MSH6, PMS2, BRAF
	€109,305 (MLH1/PMS2 or MSH2/MSH6), €3,400 (BRAF)
	€218,581,280
	€242,028,209
	€77,268/LY
	
	2012
	

	26
	BREVAGenTM®
	$945
	
	NA
	$105,000/YoLS
	$51,000/QALY
	2012
	

	27
	TPMT
	$300
	$9,691
	$15,818
	
	$49,156/QALY
	2007
	

	28
	HCM genes
	Α$2,000
	
	NA
	A$12,720/LY
	A$785/QALY
	NA
	

	29
	BRAF
	$97.45
	$2,7084.48
	$28,213.49
	
	$33,96/QALY
	2010
	

	30
	EGFR
	¥21,000 [$201,9]
	¥5,130,000 [$49,400]
	¥5,470,000 [$52,600]
	
	¥3,380,000 [$32500000]/QALY
	2012
	

	31
	EGFR, ALK
	$201 (EGFR), $136
(ALK ICH),$489
(ALK FISH)
	$82,762
	$83,413
	$102,000/LY
	$136,000/QALY
	2013
	

	32
	UGT1A1*28
	$107
	$475,800
	$475,910
	
	$2,058,200/QALY
	2009
	

	33
	CYP2C19
	NZ$175
	NZ$85,342 (prasugrel)
	NZ$84,646
	
	Dominant
	2009
	

	
	
	
	NZ$84,171 (clopidogrel)
	
	
	NZ$24,617/QALY
	
	

	34
	KIF6
	$100
	$31,674
	$37,085
	$177,927/event avoided
	$45,017/QALY
	2010, 2012
	

	
	
	
	
	
	$40,687/YoLS
	
	
	

	35
	CYP2C19
	$300
	$19,147
	$19,231
	
	$4,200/QALY
	2011
	

	36
	BRCA1/2
	$2,542
	$117,000
	$118,000
	
	$9,000/QALY
	2006
	

	37
	Factor V Leiden, Factor II
	€100,50
	€32,823
	€111,159
	
	€171,584.3/QALY
	2009
	

	38
	HLA-A*31:01
	£90.40
	£10,508
	£10,808
	Dominated
	£12,808/QALY
	2010,2011
	

	39
	HLA-B*58:01
	THB1,000,000
	THB228,806,808.89
	THB229,730,727.91
	
	THB156,937.04/QALY
	2013
	

	40
	MLH1, MSH2, MSH6, PMS2, BRAF
	$999.6
(MLH1, MSH2, MSH6, PMS2),
$99.96 (BRAF)
	$4,032
	$5,735
	$6,025/LY
	
	2012
	

	41
	Corus CAD®
	$1,245
	$0
	$3,240,000
	
	
	2012
	

	42
	LPA
	$150
	NA
	$3,076,521
	$30,846/
CVD event prevented
	$24,942/QALY
	2009
	

	43
	PTEN
	$11,425
(per mutation)
	$0
	NA
	
	$58,884-$107,390/QALY (male)
	2014
	

	
	
	
	
	
	
	$50,569-$155,367/QALY (female)
	
	

	44
	KRAS
	$243
	$48,576 
	$35,075
	
	Less costly,
same effectiveness
	2009
	

	
	
	€280 (Germany)
	€35,852
	€26,292
	
	
	
	

	45
	HLA-B*15:02
	THB3,000
	THB398,549.94
	THB300,000
	
	
	NA
	

	46
	BRCA1/2
	£306
	£96,833,471
	£99,894,892
	
	£4,339/QALY
	2014-2015
	

	47
	CYP2C19
	$200
	$76,906
	$76,450
	
	Dominant
	2016
	

	48
	HLA-B*58:01
	NT$2,648
	NT$39,419
	NT$42,040
	
	NT$234,610.94/QALY
	2015
	

	49
	BRCA1/2, 
	$2,178
	$23,954 (BRCA1/2)
	$24,231 (7-gene)
	
	$48,328/QALY
	2015
	

	
	7-gene
(PALB2, TP53, CDH1, STK11, PTEN, BRCA1/2)
	$2,418
	
	
	
	
	
	

	50
	MLH1, MSH2, MSH6, PMS2, BRAF
	$808 (MLH1), $683 (MSH2), $983 (MSH6), $983 (PMS2),
$62 (BRAF)
	ΝΑ
	$23,026,000
	$22,552/LY
	
	2007
	

	51
	GEN test
	€2,549
	€12,688
	€10,183
	
	
	ΝΑ
	

	52
	KRAS
	€321
	ΝΑ
	ΝΑ
	
	
	NA
	

	53
	MammaPrint®
	$4,200
	$21,598 (MammaPrint®)
	$27,882
(Oncotype DX®)
	
	Dominant
	2009
	

	
	Oncotype DX®
	$3,975
	
	
	
	
	
	

	54
	UGT1A1*28
	$102.83
	$13,058
	$12,786
	
	Dominant
	2007
	

	55
	UGT1A1*28
	$375
	ΝΑ
	NA
	Dominant(Caucasian, African)
	
	2006
	

	
	
	
	
	
	$95,455/severe neutropenia avoided (Asian)
	
	
	

	
	
	
	
	
	$6,818,203/LY (Asian)
	
	
	

	56
	VKORC1, CYP2C9
	£20.00
	£5,880
	£5,921
	
	£13,226/QALY
	2011
	

	57
	APOE (ε4 allele)
	Can$325
	Can$131,090
	Can$132,105
	
	Can$38,016/QALY
	2009
	

	58
	HLA-B*57:01
	€29–€183
	€1,322
	€1,344
	€630.16/hypersensitivity reaction avoided
	
	2008
	

	59
	Oncotype DX®
	£2,576
	£22,270
	£23,130
	
	£5,529/QALY
	2011
	

	60
	HLA-B*57:01
	$68
	$472,210
	$472,320
	
	$36,700/QALY
	2006
	

	61
	Thrombo inCode®
	€180
	€2795.61i
	€832.58i
	
	Dominant
	2013
	

	
	
	
	€1366.30j
	€848.38j
	
	
	
	

	62
	KRAS, BRAF
	€394
	€3,983
	€34,771
	
	€62,653/QALY
	2010
	

	63
	EGFR
	$320
	$57,238
	$66,447
	$78,367/LY
	$162,018/QALY
	2006
	

	64
	HLA-B*57:01
	$87.92
	$3,067.43
	$3,084.73
	$328.32/hypersensitivity reaction avoided
	
	2007
	

	65
	APC
	€1,164.90
	€13,928.82
	€8,038.93
	
	Dominant
	2005
	

	66
	SMN1
	$425
	$4,714,165
	$44,295,289
	$4,985,028/spinal muscular atrophy avoided
	$4,889,675/QALY
	2009
	

	67
	TPMT
	NZ$120,000 ($78,000)
	ΝΑ
	NA
	
	
	2004
	

	68
	HLA-B*15:02
	THB1,000
	THB42,000k
	THB50,000k
	
	THB222,000/QALYk
	2011
	

	
	
	
	ΤΗΒ19,000l
	THB23,000l
	
	THB130,000/QALYl
	
	

	69
	TPMT
	£20
	£1,966.78
	£1,683.40
	
	
	2009-2010
	

	70
	MMR genes
	SG$1,446
	SG$33,625
	SG$20,037
	Dominant
	
	2010
	

	71
	BMPR1A , SMAD4, APC, MUTYH, TP53, CDH1, STK11, PTEN, MLH1, MSH2, MSH6, PMS2
(NGS panel)
	$2,700
	NA
	NA
	$122,316/LY
	$144,235/QALY
	2014
	

	72
	VKORC1, CYP2C9
	$175
	$46,808
	$46,970
	
	$60,750/QALY
	2007
	

	73
	BRCA1/2
	£540
	£960.59
	£1,630.96
	
	
	2013
	

	74
	VKORC1, CYP2C9
	£35.03
	£8,614
	£8,640
	
	£6,702/QALY
	2014
	

	
	
	440 SEK
	88,072 SEK
	88,453 SEK
	
	253,848SEK/QALY
	
	

	75
	VKORC1, CYP2C9
	€40
	€7,934.01
	€7,949.16
	
	€2,658/QALY
	2011
	

	76
	VKORC1, CYP2C9
	€40
	€9,644m
	€9,677m
	
	€28,349/QALYm
	2012
	

	
	
	
	€9,616n
	€9,649n
	
	€24,427/QALYn
	
	

	77
	VKORC1, CYP2C9
	€140,25
	€219.70
	€538.70
	
	€31,225/QALY
	NA
	

	78
	CFH, ARMS2/HTRA1, C3, C2, CFB
	$1,461
	NA
	NA
	
	Dominant
	2012
	

	79
	CYP2C19
	€63
	NA
	€2,547 (CYP2C19*1/*1)
	
	
	NA
	

	
	
	
	
	€2,799 (CYP2C19*1/*2,CYP2C19*2/*2)
	
	
	
	

	80
	MTHFR
	Won60,000($50)
	Won851,415 ($710)
	Won788,664($658)
	
	
	NA
	

	81
	ACE
	€49
	€43,905
	€42,837
	Dominant
	
	2005
	

	82
	MUTYH
	€645
	ΝΑ
	NA
	€42,000/LY
	€25,000/QALY
	2006
	

	83
	BRCA1/2
	£50
	£1,741
	£1,677
	£2,079/LY
	
	2010
	

	84
	HLA-DQ2,5,
HLA-DQ8
	€18,357o
	€20,073
	€35,875
	
	
	2013
	

	85
	CYP2C19
	$315
	$8,866,274
	$8,421,422
	
	
	2012
	

	86
	EGFR
	$243
	$29,987
	$36,460
	
	$110,658/QALY
	2009
	

	87
	SPRED1, NF1
	$600 (SPRED1), $1,200 (NF1)
	$5,774
	$5,821
	
	
	2011
	

	88
	CYP2D6, CYP2C19
	DKK1,195 (US$214)
	DKK153,536 (US$27,350)
	DKK 131,141 (US$23,361)
	
	
	2010
	

	89
	HNF1A, HNF4A, GCK
	$2,580
	$44,400
	$46,800
	
	$205,000/QALY
	2011
	

	90
	VKORC1, CYP2C9
	$500-$650
	NA
	NA
	
	<$50,000/QALY
	2007
	

	91
	MLH1, MSH2, MSH6, PMS2
	$3,495
(All genes),
$860 (MLH1),
$771 (MSH2),
$933 (MSH6),
$884 (PMS2)
	NA
	NA
	
	$26,000/QALY
	2009
	

	92
	CFTR
	£786
	£48,160
	£57,185
	
	
	2012-2013
	

	93
	ERBB2 (HER-2)
	€53 (IHC),
€686 (FISH)
	€32,258
	€38,215
	
	€12,245/QALY
	2009
	

	94
	MLH1, MSH2, MSH6, PMS2, BRAF
	$880(per MMR gene),
$110(BRAF testing),
$280(IHC BRAF),
$490(MSI BRAF)
	$11,242
	$23,642
	$117,000/LY
	
	2010
	

	95
	Factor VIII (F8), factor XI (F9)
	NT$4,500-NT$25,000
	NT$414,433,180p (hemophilia care)
	NT$85,918,250q (genetic testing) + ΝΤ$211,445,500p (hemophilia care)
	NT$1,219,473/LY
	
	2009
	

	96
	CFTR
	A$116.77
	A$11,500,000
	A$9,000,000
	Dominant
	
	2010
	



a: Cost of test including immunoreactive trypsinogen (IRT) and DNA testing, b: Cost of DNA sequencing, c: Genetic testing for a 10-year-old, first-degree family member of an index case (proband), d: Genetic testing for first-degree relatives, if a mutation in the index case was found, e: Genetic diagnostic test of proband, f: Genetic diagnostic test of siblings, g: Whole family scenario, h: One child scenario, i: S. PAU case-study population,  j: MARTHA case-study population, k: Epilepsy treatment model, l: Neuropathic pain model, m: Intervention including phenprocoumon treatment, n: Intervention including acenocoumarol treatment, o: Including testing for 110 children, p: Total hemophilia care costs, q: Total genetic testing costs

	
Supplementary Table 5A. Incremental cost-utility ratios (ICUR) of “cost-effective” individualized interventions

	Disease
	Gene/
Genomic Test
	ICUR
	Suggested willingness to pay-threshold
	Country
	Reference

	Breast cancer
	MammaPrint®
	€1,457/QALY
	€30,000/QALY
	Spain
	[8]

	
	Oncotype DX®
	¥636,752/QALY
	¥6,000,000/QALY
	Japan
	[16]

	
	Oncotype DX®
	£5,529/QALY
	£20,000-£30,000/QALY
	UK
	[59]

	
	BRCA1/2
	£4,339/QALY
	£20,000/QALY
	UK
	[46]

	
	BRCA1/2
	$9,000/QALY
	$50,000/QALY
	USA
	[36]

	
	PALB2,TP53,CDH1,STK11,PTEN,BRCA1/2
	$48,328/QALY+
	$100,000/QALY
	USA
	[49]

	Non-small cell lung cancer
	EGFR
	¥3,380,000/QALY
	¥5,000,000-¥6,000,000/QALY
	Japan
	[30]

	
	EGFR, ALK
	$136,000/QALY
	$200,000/QALY
	USA
	[31]

	Familial hypercholesterolemia
	LDLR, APOB
	A$3,565/QALY
	A$6,000/QALY
	Australia
	[19]

	Hypertrophic cardiomyopathy
	HCMgenes
	A$785/QALY
	A$50,000/QALY
	
	[28]

	Epilepsy
	HLA-B*15:02
	$29,750/QALY
	$50,000/QALY
	Singapore*
	[22]

	
	HLA-A*31:01
	£12,808/QALY
	£20,000-£30,000/QALY
	UK
	[38]

	Idiopathic pulmonary fibrosis
	TPMT
	$49,156/QALY
	$50,000/QALY
	USA
	[27]

	Papillary thyroid cancer
	BRAF
	$33.96/QALY
	$50,000/QALY
	USA
	[29]

	Acute coronary syndrome
	KIF6
	$45,017/QALY
	$50,000-$100,000/QALY
	USA
	[34]

	
	CYP2C19
	$4,200/QALY
	$100,000/QALY
	USA
	[35]

	
	CYP2C19
	NZ$24,617/QALY
	NZ$50,000/QALY
	New Zealand
	[33]

	Gout
	HLA-B*58:01
	THB156,937.04/QALY
	THB160,000/QALY
	Thailand
	[39]

	Cardiovascular disease
	LPA
	$24,942/QALY
	$50,000/QALY
	USA
	[42]

	Atrial fibrillation
	VKORC1, CYP2C9
	£13,226/QALY
	£20,000-£30,000/QALY
	UK
	[56]

	
	
	£6,702/QALY
	£20,000-£30,000/QALY
	UK
	[74]

	
	
	253,848SEK/QALY
	500,000 SEK/QALY
	
	[74]

	
	
	€2,658/QALY
	€20,000/QALY
	The Netherlands
	[75]

	
	
	€31,225/QALY
	€30,000-€40,000/QALY
	Croatia
	[77]

	
	4q25chromosome
	$47,148/QALY
	$50,000/QALY
	USA
	[15]

	HIV
	HLA-B*57:01
	$36,700/QALY
	$50,000-$100,000/QALY
	USA
	[60]

	MAP syndrome
	MUTYH
	€25,000/QALY
	€80,000/QALY
	The Netherlands
	[82]

	Colorectal cancer
	MLH1, MSH2,
MSH6, PMS2
	$26,000/QALY
	$50,000/QALY
	USA
	[91]

	Amnestic mild cognitive impairment
	(APOE) ε4allele
	Can$38,016/QALY
	Can$20,000-Can$50,000-Can$100,000/QALY
	Canada
	[57]


+In comparison with testing only for BRCA1 and BRCA2 genes.









	Supplementary Table 5B. Incremental cost-utility ratios (ICUR) of “non-cost-effective” individualized interventions

	Disease
	Gene/
Genomic Test
	ICUR
	Suggested willingness to pay-threshold
	Country
	Reference

	Familial hypercholesterolemia
	LDLR,APOB
	$519,813/QALY
	$150,000/QALY
	USA
	[01]

	Long-QT syndrome
	KCNQ1, HERG,
SCN5A, ANK2,
KCNE1
	$67,400/QALY
	$50,000/QALY
	USA
	[09]

	Breast cancer
	FGFR2,TOX3,MAP3K1, rs13387042, rs13281615,FGF10, LSP1-H19
	$634,133/QALY
	$50,000/QALY
	USA
	[13]

	
	BREVAGenTM®
	$51,000/QALY
	$50,000/QALY+
	USA
	[26]

	Rheumatoid arthritis
	SNPs
	€57,606/QALY
	€20,000/QALY
	The Netherlands
	[17]

	Epilepsy
	HLA-B*1502
	$85,697/QALY
	$50,000/QALY
	China*
	[20]

	
	
	THB222,000/QALY
	THB120,000/QALY
	Thailand
	[68]

	Neuropathic pain
	
	THB130,000/QALY
	
	
	[68]

	HIV
	UGT1A1*28
	$2,058,200/QALY
	$100,000/QALY
	USA
	[32]

	Venous Thromboembolism
	Factor V Leiden, Factor II
	€171,584.3/QALY
	€40,000-€50,000/QALY
	Italy
	[37]

	Cowden syndrome
	PTEN
	$58,884-$107,390/QALY (male)
	$100,000/QALY++
	USA
	[43]

	
	
	$50,569-$155,367/QALY (female)
	
	
	[43]

	Non–small cell lung cancer
	EGFR
	$162,018/QALY
	$150,000/QALY
	USA
	[63]

	Adenocarcinoma of the lung
	EGFR
	$110,658/QALY
	$100,000/QALY
	USA
	[86]

	Spinal muscular atrophy
	SMN1
	$4,889,675/QALY
	$50,000-$100,000/QALY
	USA
	[66]

	Colorectal cancer
	BMPR1A,SMAD4, APC,MUTYH, TP53,CDH1, STK11,PTEN, MLH1,MSH2, MSH6,PMS2
	$144,235/QALY
	$100,000/QALY
	USA
	[71]

	Atrial fibrillation
	VKORC1, CYP2C9
	$60,750/QALY
	$50,000/QALY
	USA
	[72]

	
	
	€28,349/QALY (Phenprocoumon)
	€20,000/QALY
	The Netherlands
	[76]

	
	
	€24,427/QALY (Acenocoumarol)
	
	
	[76]

	Type 2 diabetes
	HNF1A, HNF4A,
GCK
	$205,000/QALY
	$50,000/QALY
	USA
	[bookmark: _GoBack][89]


*The currency used is different from the currency of the country in which the corresponding economic evaluation study was carried out. Researchers chose US willingness to pay thresholds, expressing costs in US $ ($).
++Incremental cost-utility ratio varies depending upon age and gender. As a result, using the $100000/QALY threshold, testing strategy may be cost-effective under specific circumstances.

