Supplementary Material 3 – detailed characteristics and imaging parameters of the included studies
	Appendix table 1.a. General characteristics of included studies, ICA group
	
	

	Authors
	Year of Publication
	Participants in the Final Analysis
	Patient Enrollment
	Gamma-camera
	Processing software
	AC
	Radio-tracer
	Acquisition protocol
	Hyperaemic Pharmaceutical
	Injected Activity (MBq)

	
	
	
	
	
	
	
	
	
	
	Scout for positioning
	First injection
	Second injection

	Bai et al. (22)
	2024
	93
	retrospective
	Symbia T16
	MyoFlowQ
	Yes
	[⁹⁹ᵐTc]sestamibi
	1-day (rest first)
	adenosine
	N/A
	555
	1110

	Djaïleb et al. (23)
	2023
	25
	prospective
	Discovery NM530c
	Corridor4DM
	No
	[⁹⁹ᵐTc]sestamibi
	1-day (stress first)
	dipyridamole
	N/A
	291 ± 60
	875 ± 180

	Zhang et al. (24)
	2023
	180
	prospective
	Discovery NM530c
	MyoFlowQ
	Yes
	[⁹⁹ᵐTc]sestamibi
	2-day (rest first)
	adenosine
	37
	370-555
	370-555

	Fang et al. (25)
	2023
	24
	retrospective
	D-SPECT
	QPS, Cedars-Sinai
	No
	[⁹⁹ᵐTc]sestamibi
	both
	adenosine
	N/A
	N/A
	1150

	Kawaguchi et al.(26)
	2022
	41
	retrospective
	Discovery NM530c
	N/A
	No
	[⁹⁹ᵐTc]tetrofosmin
	1-day (stress first)
	adenosine
	0.3/kg
	3/kg
	9/kg

	L. Wang et al.(27)
	2022
	154
	prospective
	Symbia T16 and Symbia T2
	QPS, Cedars-Sinai
	Yes
	[⁹⁹ᵐTc]sestamibi
	1-day (rest first)
	adenosine
	N/A
	370
	1110

	Liu et al.(28)
	2021
	32
	retrospective
	D-SPECT
	Corridor 4DM
	No
	[⁹⁹ᵐTc]sestamibi
	1-day (rest first)
	dipyridamole
	37
	259
	888

	Bailly et al.(29)
	2021
	23
	prospective
	Discovery NM530c
	Corridor 4DM
	No
	[⁹⁹ᵐTc]tetrofosmin
	1-day (stress first)
	regadenoson or dipyridamole
	27
	250
	500

	J. Wang et al.(30)
	2021
	49
	prospective
	Discovery NM530c
	MyoFlowQ
	Yes
	[⁹⁹ᵐTc]sestamibi
	both (rest first when 1-day)
	adenosine
	1-day: 18.5-37
	185-296
	555-888

	
	
	
	
	
	
	
	
	
	
	2-day: 18.5-37
	185-296
	185-296

	Chen et al.(31)
	2020
	82
	prospective
	Intevo Excel
	MyoFlowQ
	Yes
	[⁹⁹ᵐTc]sestamibi
	1-day (rest first)
	dipyridamole
	N/A
	370
	1110

	Li et al.(32)
	2020
	34
	prospective
	D-SPECT
	Corridor 4DM
	No
	[⁹⁹ᵐTc]sestamibi
	1-day (rest first)
	adenosine
	37
	555
	925

	Pang et al.(33)
	2020
	57
	prospective
	Discovery NM530c
	MyoFlowQ
	No
	[⁹⁹ᵐTc]sestamibi
	both (rest first when 1-day)
	adenosine
	1-day: 18.5–37
	185–296
	3x(185–296) 

	
	
	
	
	
	
	
	
	
	
	2-day: 18.5–37
	370–555
	370–555

	Zavadovsky et al.(34)
	2019
	23
	prospective
	Discovery NM/CT 570c
	Corridor 4DM
	Yes
	[⁹⁹ᵐTc]sestamibi
	1-day (rest first)
	adenosine
	N/A
	245.3±42.3 
	736±127

	Acampa et al.(35)
	2019
	91
	prospective
	D-SPECT
	Corridor 4DM
	No
	[⁹⁹ᵐTc]sestamibi
	1-day (rest first)
	dipyridamole
	37
	155
	370

	Shiraishi et al.(36)
	2019
	125
	retrospective
	Discovery NM530c
	AZE VirtualPlace Hayabusa
	No
	201Tl
	1-day (stress first)
	adenosine
	N/A
	50-60
	50-60

	de Souza et al.(57)
	2019
	41
	prospective
	Discovery NM530c
	Corridor4DM
	No
	[⁹⁹ᵐTc]sestamibi
	1-day (rest first)
	dipyridamole
	37
	370
	1110

	Iguchi et al.(37)
	2018
	37
	prospective
	D-SPECT
	Corridor4DM
	No
	[⁹⁹ᵐTc]sestamibi
	1-day (rest first)
	adenosine
	N/A
	208±23 (3,7/kg) 
	762±53 (11.1/kg)

	Han et al.(38)
	2018
	34
	prospective
	Discovery NM530c
	Corridor4DM
	No
	stress: 201Tl, 
rest: [⁹⁹ᵐTc]tetrofosmin
	1-day (rest first)
	adenosine
	N/A
	50.3±6.3 (201Tl) 
	261.2±41.7 (99mTc)

	Agostini et al. (21)
	2018
	30
	prospective
	D-SPECT
	Corridor4DM
	No
	[⁹⁹ᵐTc]sestamibi
	1-day (rest first)
	regadenoson
	37
	3/kg
	9/kg

	Bouallegue et al. (7)
	2015
	23
	prospective
	Discovery NM530c
	N/A
	No
	[⁹⁹ᵐTc]tetrofosmin
	1-day (rest first)
	dipyridamole
	35-60
	185-220
	645+730



	Appendix table 1.b. Results of the included studies, ICA group

	Authors
	Reference Variable
	Optimal MFR cut-off (global)
	AUC value
	Sensitivity (%)
	Specificity (%)
	Optimal MFR cut-off (regional)
	AUC value
	Sensitivity (%)
	Specificity (%)

	Bai et al.(22)
	≥50% or ≥75% stenosis
	≥50%: 2.0  ≥75%: 1.68
	≥50%: 0.939 ≥75%: 0.932
	≥50%: 87.23 ≥75%: 100
	≥50%: 89.13 ≥75%: 72.73
	≥50%: 1.95 ≥75%: 1.26
	≥50%: 0.933 ≥75%: 0.933
	≥50%: 95.15% ≥75%: 86.36%
	≥50%: 78.41% ≥75%: 85.6%

	Djaïleb et al.(23)
	positive composite criterion on ICA: CFR: ≤2, IMR: ≥25
	N/A
	N/A
	N/A
	N/A
	1.8
	0.844
	87
	92

	Zhang et al. (24)
	≥50% or ≥70% stenosis
	≥50%: 1.96 ≥70%: 1.75
	≥50%: 0.91 ≥70%: 0.91
	≥50%: 80 ≥70%: 75
	≥50%: 84-90 ≥70%: 87-91
	≥50%: 1.7 ≥70%: 1.6
	≥50%: 0.81 ≥70%: 0.80
	≥50%: 74 ≥70%: 71
	≥50%: 85 ≥70%: 70-74

	Fang et al. (25)
	≥50% or ≥75% stenosis
	N/A
	N/A
	N/A
	N/A
	≥50%: 2.16 ≥75%: 2.08
	≥50%: 0.731 ≥75%: 0.730
	≥50%: 61.8 ≥75%: 68.8
	≥50%: 86.8 ≥75%: 76.8

	Kawaguchi et al.(26)
	FFR≤0.8 or ≥70% stenosis (both counted as significant CAD)
	N/A
	N/A
	N/A
	N/A
	1.31
	0.81
	77
	75

	L. Wang et al.(27)
	≥50% stenosis
	1.95
	0.77
	72.4
	79.5
	1.95
	0.756
	75.9
	67.3

	Liu et al.(28)
	≥50% stenosis 
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A

	Bailly et al.(29)
	≥50% stenosis
	2.28
	0.94
	88.9
	80
	1.92
	0.79
	84.4
	56.76

	J. Wang et al.(30)
	≥ 50% or ≥ 75% stenosis
	≥50%: 1.61  ≥75%: 1.15
	≥50%: 0.82  ≥75%: 0.75
	≥50%: 84.4 ≥75%: 78.9
	≥50%: 88.2 ≥75%: 63.3
	N/A
	N/A
	N/A
	N/A

	Chen et al.(31)
	≥50% or ≥70% stenosis
	2
	N/A
	≥50%: 70  ≥70%: 73
	≥50%: 63  ≥70%: 61
	N/A
	N/A
	N/A
	N/A

	Li et al.(32)
	FFR<0,8
	N/A
	N/A
	N/A
	N/A
	1.73
	0.864
	88.9
	83.3

	Pang et al.(33)
	≥ 50% or ≥ 75% stenosis
	N/A
	N/A
	N/A
	N/A
	≥50%: 1.77 ≥75%: 1.76
	≥50%: 0.772 ≥75%: 0.770
	≥50%: 85.7 ≥75%: 90.9
	≥50%: 58.6 ≥75%: 53.5

	Zavadovsky et al.(34)
	FFR ≤0.8
	N/A
	N/A
	N/A
	N/A
	1.48
	0.86
	69.2
	93.3

	Acampa et al.(35)
	≥70% stenosis
	2.6
	0.7
	86
	50
	2.1
	0.76
	65
	83

	Shiraishi et al.(36)
	≥50% (LM) or ≥70% (LAD, LCX, RCA) or ≤0.8 FFR (any vessel)
	2.66
	0.75
	77
	66
	N/A
	N/A
	N/A
	N/A

	de Souza et al.(57)
	≥70% stenosis in any major coronary artery or ≥50% in LM
	2.08
	0.755
	66.7
	84.6
	2.2
	N/A
	63.2
	74.1

	Iguchi et al.(37)
	Gensini score
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A

	Han et al.(38)
	FFR ≤0.8
	N/A
	N/A
	N/A
	N/A
	2
	0.79
	67
	83

	Agostini et al.(21)
	FFR ≤0.8
	N/A
	N/A
	N/A
	N/A
	2.1
	N/A
	53.3
	84.6

	Bouallegue et al.(7)
	≥50% stenosis or FFR ≤0.8
	N/A
	N/A
	N/A
	N/A
	2
	≥50%: 0.85
≤0.8 FFR: 0.97
	≥50%: 80 
≤0.8 FFR: 89
	≥50%: 85 
≤0.8 FFR: 82

	MFR = myocardial flow reserve, AUC = area under the curve, ICA = invasive coronary angiography, CFR = coronary flow reserve, IMR = index of microvasculatory resistance, FFR = fractonal flow reserve, LM = left main, LAD = left anterior descending, RCA = right coronary artery, LCX = left circumflex




	
	
	Appendix table 2.a. General Characteristics of included studies, PET-MPI group

	
	
	

	Studies included in the systematic review
	Studies included in the meta-analysis
	First Author
	Year of Publication
	Number of Participants
	Patient Enrollment
	Gamma-camera
	Processing software
	AC for SPECT
	PET radio-tracer
	SPECT radio-tracer
	Injected Activity (MBq)
	Acquisition protocol
	Hyperaemic Pharmaceutical

	
	
	
	
	
	
	
	
	
	
	
	Scout injection
	First injection
	Second Injection
	
	

	
	
	Yamamoto et al. (41)
	2022
	14
	prospective
	D-SPECT
	Corridor4DM
	no
	[¹³N]ammonia
	[⁹⁹ᵐTc]sestamibi
	30
	155
	555
	1 day (rest first)
	adenosine

	
	
	Acampa et al.(42)
	2020
	25
	prospective
	D-SPECT
	QGS/QPS, Cedars-Sinai
	no
	[⁸²Rb]rubidium chloride
	[⁹⁹ᵐTc]sestamibi
	37
	155
	370
	1 day (rest first)
	dipyridamole

	
	
	Giubbini et al.(43)
	2019
	54
	prospective
	Discovery NM530c
	Corridor4DM
	yes and no
	[¹³N]ammonia
	[⁹⁹ᵐTc]tetrofosmin
	10-15
	185
	370
	1 day (stress first)
	regadenoson

	
	
	Agostini et al.(21)
	2018
	30
	prospective
	D-SPECT
	Corridor4DM
	no
	[¹⁵O]water
	[⁹⁹ᵐTc]sestamibi
	37
	294
	780
	1 day (rest first)
	regadenoson

	
	
	Wells et al.(9)
	2017
	29
	prospective
	Discovery NM530c
	FlowQuant
	yes and no
	[⁸²Rb]rubidium chloride and [¹³N]ammonia
	[⁹⁹ᵐTc]tetrofosmin
	N/A
	316±71
	1,122±
170
	1 day (rest first)
	dipyridamole

	
	
	Nkoulou et al.(4)
	2016
	28
	prospective
	Discovery NM570c
	Myovation for Alcyone
	yes
	[¹³N]ammonia
	[⁹⁹ᵐTc]tetrofosmin
	N/A
	330±33
	990±
99
	1 day (stress first)
	adenosine

	
	
	de Souza et al.(40)
	2022
	34
	prospective
	D-SPECT
	Corridor4DM
	no
	[¹³N]ammonia
	[⁹⁹ᵐTc]sestamibi
	37
	222
	814
	1 day (rest first)
	regadenoson

	
	
	Nose et al.(5)
	2016
	9
	prospective
	Millennium VG
	N/A
	no
	[¹⁵O]water
	[⁹⁹ᵐTc]sestamibi
	N/A
	370
	740
	1 day (rest first)
	adenosine

	
	
	Shrestha et al.(6)
	2015
	16
	prospective
	Infinia Hawkeye 4
	N/A
	yes
	[¹³N]ammonia
	[⁹⁹ᵐTc]tetrofosmin
	N/A
	370
	925
	1 day (rest first)
	regadenoson










	
	
	Appendix table 2.b. Results of the included studies, PET-MPI group

	Studies included in the systematic review
	Studies included in the meta-analysis
	First Author
	Year of Publication
	Reference Variable
	MFR cut-off (global)
	AUC value
	Sensitivity (%)
	Specificity (%)
	MFR cut-off (regional)
	AUC value
	Sensitivity (%)
	Specificity (%)

	
	
	Yamamoto et al.(41)
	2022
	PET MFR <2.0
	N/A
	N/A
	N/A
	N/A
	1.6
	0.75
	68
	91

	
	
	Acampa et al.(42)
	2020
	PET MFR <2.0 for global
	2.5
	0.85
	86
	73
	N/A
	N/A
	N/A
	N/A

	
	
	Giubbini et al.(43)
	2019
	PET MFR <2.0
	N/A
	N/A
	N/A
	N/A
	NAC: 1.94; AC: 1.96
	NAC: 0.767 ; AC: 0.748
	NAC: 81; AC: 84
	NAC: 64; AC: 63

	
	
	Agostini et al.(21)
	2018
	PET MFR <2.0
	2.1
	0.96
	83.3
	100
	N/A
	N/A
	N/A
	N/A

	
	
	Wells et al.(9)
	2017
	PET MFR <2.0
	2.15-1.53 (resulting in best AUC: 1.53)
	0.866-0.975
	78-100 (resulting in best AUC: 89)
	70-100
(resulting in best AUC: 100)
	1.64-2.26 (resulting in best AUC: 1.79)
	0.770-0.866
	65-91 (resulting in best AUC: 78)
	66-86 (resulting in best AUC: 80)

	
	
	Nkoulou et al.(4)
	2016
	PET MFR <2.0
	1.26
	N/A
	70
	78
	N/A
	N/A
	N/A
	N/A

	
	
	de Souza et al.(40)
	2022
	PET MFR
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A

	
	
	Nose et al.(5)
	2016
	PET MFR
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A

	
	
	Shrestha et al.(6)
	2015
	PET MFR
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A

	MFR = myocardial flow reserve, AUC = area under the curve, NAC= non-attenuation corrected, AC = attenuation corrected








	Appendix table 3. General characteristics of included studies, FU group

	Authors
	Year of Publication
	Number of Participants
	Patient Enrollment
	Gamma-camera
	Image processing software
	AC 
	SPECT Radio-tracer
	Acquisition protocol
	Hyperaemic Pharmaceutical
	Injected Activity (MBq)

	
	
	
	
	
	
	
	
	
	
	Scout injection
	First injection
	Second injection

	Li et al.(44)
	2023
	303
	retrospective
	Discovery NM530c, GE Healthcare
	MyoflowQ
	yes
	[⁹⁹ᵐTc]sestamibi
	1 day (rest first)
	adenosine or ATP
	18,5-37
	185-296
	555-888

	Sun et al.(46)
	2023
	119
	prospective
	Symbia T16, Siemens
	MyoFlowQ
	yes
	[⁹⁹ᵐTc]sestamibi
	N/A
	ATP
	N/A
	N/A
	N/A

	Zhang et al.(45)
	2023
	118
	retrospective
	D-SPECT, Spectrum Dynamics
	Corridor 4DM
	no
	[⁹⁹ᵐTc]sestamibi
	1 day (rest first)
	adenosine
	37
	370
	925

	Daniele et al.(8)
	2011
	99
	prospective
	E.CAM,
Siemens Medical Systems
	N/A
	no
	[⁹⁹ᵐTc]sestamibi
	2 day
	dypiridamole
	N/A
	555
	555

	AC = attenuation correction, ATP = adenosine triphosphate
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