                                                             SUPPLEMEMENTAL DATA 
                                                                      TABLES
Table 1. Examples of how different pre-specified single sample concentrations may be tested as rule out algorithm for NSTEMI using a novel high sensitive troponin assay. Percentage of patients ruled out for NSTEMI are calculated for each concentration (first column) and each diagnosis (first row). The LOD is rounded to the nearest whole number. The concentration yielding the lowest percentage of ruled out NSTEMI patients and the highest percentage of ruled out non-cardiac chest pain patients will be the most favourable.
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Table 2A.The table shows currently suggested single sample and two sample (i.e. 1 and 3 hour) rule out algorithms for AMI, acute coronary syndrome and 30-day MACE. Validation cohort*
	Rule-out method
	Assay
	Criteria
	Sensitivity, %
	NPV, %
	Primary outcome
	Study
	Ref.

	cTn0h / cTn3h 

	Abbott

Roche
	TnI0-3 <26 ng/L

TnT0-3 <14 g/L
	Not given
	98-100


	Rule out ACS
	2015 ESC Guidelines
	[1]

	cTn0h / cTn3h 
	Abbott

Roche
	TnI0-3 < 26 ng/L

TnT0-3  < 14 ng/L
	93.2

94.8

	99

99

	Rule out AMI 
	ADAPT/
ADP/
EDACS/
RING
	[2]

	cTn0h / cTn3h 

	Abbot
	Time from symptom onset > 2 h and 
TnI0 <5 ng/L and TnI∆0-3 <3 ng/L


	99.7
	99,5
	Rule out AMI and 30- day
MACE
	High-STEACS
	 [3]


	cTn0h / cTn1h 

	Abbot


Roche
	Time from symptom onset > 3 h and 
TnI0 <2 ng/L or TnI0 <5 ng/L and TnI∆0-1 <2 ng/L

Time from symptom onset > 3 h 
TnT0 <5 ng/L or TnT0 <12 ng/L  and TnT∆0-1 <3 ng/L
	98.8



97.1
	99.8



99.5
	Rule out AMI
	ADAPT/
ADP/
EDACS/
RING

	[4]

	[bookmark: OLE_LINK7][bookmark: OLE_LINK8]cTn0h / cTn1h 

	Abbot
	TnI0 <5 ng/L and  TnI∆0-1 <2ng/L

TnI0 <3 ng/L and TnI∆0-1 <5 ng/L
	98,8

97.8-100
	99,6

98.8-100
	Rule out AMI
	APACE *

	[5]



	cTn0h / cTn1h 
	Siemens
	TnI0 <5 ng/L and TnT∆0-1 <2ng/L 
	100
	100
	Rule out AMI
	APACE*
	[6]

	cTn0h / cTn1h 


	Abbott
	Time from symptom onset > 3 h and 
TnI0 <2  ng/L   
Or
TnI0 <5ng/L and TnI∆0-1 <2ng/L
	98.4


98.4
	99.5


99.5
	Rule out AMI
	APACE
	[7]

	cTn0h 








cTn0h 

	 Abbott








Roche

	TnI0 <4 ng/L  and glucose <6.6mmol/L

TnI0 <5 ng/l and glucose <6.6 mmol/L

TnI0 <5 ng/l and glucose <6.6 mmol/L
And  HbA1c >6,5%

TnI0 <5 ng/L

TnT0 <24 ng/L and glucose <5.6 mmol/L.

TnT0 <24 ng/L and glucose <5.6 mmol/L and HbA1c <6.5%

TnT0 <14 ng/L 

TnT0 <14ng/L and glucose <5.6mmol/L
	100

99.2

99.2


97.0

99.2

99.2


92.5

100
	100

99.7

99.7


99.2

99.6

98.3


98.3

100
	Rule out AMI  within 7 days of presentation
	ROMI-3

	[8]


	cTn0h 
	Roche
	TnT0 <3 ng/L

TnT0 <5 ng/L
  
TnT0 <14 ng/L
	97,4

97,4

89,5
	96,9

96,9

96,5
	Rule out AMI
	Meta
analysis
	[9]

	cTn0h 
	Abbot
	TnI0 <5 ng/L

	98
	99.5
	Index Myocardial Infarction or Cardiac Death at 30 Days
	Meta
Analysis
	 [10]

	cTn0h 

	Abbot
	TnI0 <LOD (2ng/L)

TnI0 <5 ng/L

	100

97.1
	100

99.1
	Rule out AMI
	APACE
	[7]

	cTn0h 

	Abbott

	TnI0 <LoD (1,9ng/L)

TnI0 <LoD (1,9ng/L) + normal ECG

High-STEACS <(5ng/L)

High-STEACS < (5ng/l) + normal ECG
	98,8

99,4

94,7

99,5
	99,6

99,6

98,9

98,8
	Rule out AMI
30- day
MACE
	UTROPIA/ High-STEACS 

	[11]









Table 2B. The table includes currently suggested rule out algorithms combining biomarkers and clinical risk scores for AMI, 30 days MACE and acute coronary syndrome.   
	Rule-
out method
	Assay
	Criteria
	Sensitivity, %
	NPV, %
	Primary
outcome
	Study
	Ref.

	cTn<LOD
and  TIMI score at 0 hours
	Roche





Abbot


	TnT0 ≤ LoD (<5 ng/L) and TIMI score=0

TnT0 ≤ LoD (<5 ng/L) and TIMI≤1

TnT0 ≤ LoD (<5 ng/L) and TIMI≤2 

TnI0 ≤ LoD (2 ng/L) and TIMI score=0

TnI0 ≤ LoD (2 ng/L) and TIMI≤1

TnI0 ≤ LoD (2ng/L) and TIMI≤2
	98.7

98.4

97.4

98.5

98.2

97.7
	99.6

99.5

99.3

99.5

99.6

99.4
	30-day 
MACE
	ADAPT/
IMPACT/
ADAPT-ADP/
EDACS-ADP/
TRUST
	[12]


	cTn0h
combined with five different risk scores 

	Roche
	Hs-TnT0 ≤14 ng/L (99 percentile)

m-Goldman Score 0 and hs-TnT0 ≤14 ng/L

m-Goldman Score≤1 and hs-TnT0 ≤14 ng/L

TIMI score 0 and hs-TnT0 ≤14 ng/L

TIMI score ≤1 and hs-TnT0 ≤14 ng/L

GRACE score <60(Incorporates hs-TnT)

GRACE score <80(Incorporates hs-TnT)

HEART score ≤2(Incorporates hs-TnT)

HEART score ≤3(Incorporates hs-TnT)

Vancouver Chest Pain Rule (Incorporates hs-TnT)
	83.5

98.7

98.7

100

94.9

100

92.3

98.7

93.7

100
	98.3

99.0

99.7

100

99.2

100

98.0

99.2

98.3

100
	AMI within 30 days

	Post hoc analysis of TRUST
	[13]


	cTn0h
combined with five different risk scores 


	Abbot
	hs-TnI0 ≤26.2 ng/L (99 percentile)

m-Goldman Score 0 and hs-TnI0 ≤26.2 ng/L

m-Goldman Score ≤1 and hs-TnI0 ≤26.2 ng/L

TIMI score 0 and hs-TnI0 ≤26.2 ng/L

TIMI score ≤1 and hs-TnI0 ≤26.2 ng/L

GRACE score <60 (Incorporates hs-TnI)

GRACE score <80(Incorporates hs-TnI)

HEART score ≤2 (Incorporates hs-TnI)

HEART score ≤3(Incorporates hs-TnI)

Vancouver Chest Pain Rule (Incorporates hs-TnT)
	62.1

98.5

92.8

95.5

87.9

98.5

89.4

98.5

97.0

100
	96.9

99

98.7

99.0

98.3

98.9

97.5

99.1

99.3

100
	AMI within 30 days

	Post hoc analysis of 
TRUST
	[13]


	cTn0h / cTn2h 
combined with different risk scores 










	Abbot
	ADAPT Pathway
cTnI0-2h ≤18 ng/L
No new ischemia on ECG
TIMI Score ≤1

EDACS Pathway
cTnI0-2h ≤18 ng/L
No new ischemia on ECG
EDACS Score <16

HEART Pathway
cTnI0-2  ≤18 ng/L
HEART Score 0-3

Vancouver Chest Pain Rule

NOT rule 
cTnI0-2h ≤18 ng/L
No new ischemia on ECG
NOT Score =0
	92.8




92.1




95.0



98.6

99.3
	99.1




99.0




99.2



99.6

99.8

	30 day 
ACS
	ADAPT
IMPACT
	[14]

	cTn0h / cTn2h 
combined with different risk scores 

	Abbot
	ADAPT Pathway
cTnI0-2h ≤18 ng/L
No new ischemia on ECG
TIMI Score ≤1


EDACS Pathway
cTnI0-2h  ≤18 ng/L
No new ischemia on ECG
EDACS Score <16 

HEART Pathway
cTnI0-2h   ≤18 ng/L
HEART Score 0-3

Vancouver Chest Pain Rule

NOT rule 
cTnI0-2h ≤18 ng/L
No new ischemia on ECG
NOT Score =0
	96.9





97.9




97.9



100

100
	99.7





99.8




99.8



100

100

	30 day acute MI
	ADAPT
IMPACT
	[14]



Table 2C. The table includes currently suggested single sample and two sample (i.e. 1 and 3 hour samples) rule in algorithms for AMI, 30 days and all-cause mortality. NC: not calculable. URL: Upper reference limit. Validation Cohort*. 


	Rule-
in method
	Assay
	Criteria
	Specificty , %
	PPV, %
	Primary
outcome
	Study
	Ref.

	cTn0h / cTn2h 
	Roche
	TnT0/2 >53 ng/L or  TnT∆0-2 >10 ng/L
	99
	85
	30 days all-cause mortality
	APACE*
	[15]

	cTn0h / cTn1h 
	Siemens 
	TnI0 >107 ng/L and  TnI∆0-1 >19 ng/L
	95.6
	70.4
	Rule in AMI
	APACE*
	[6]

	cTn0h / cTn1h 

	Abbot

Roche
	TnI0 >52 ng/L or  TnI∆0-1 >6 ng/L

TnT0>52 ng/L or   TnT∆0-1 >5 ng/L
	NC

NC
	75-80

75-80
	Rule in AMI
	ESC guide
lines
	[1]

	cTn0h / cTn1h 

	Roche
	TnT0>52 ng/L  or TnT∆0-1 >5 ng/L
	96.1
	77.2
	Rule in AMI
	TRAPID-AMI
	[16]

	cTn0h
	Abbot





Roche
	TnI0 >64 ng/L

TnI0 >99 ng/L

TnI0 >82 ng/L and glucose >11 mmol/L

TnT0 >206 ng/L

TnT0 >206 ng/L and glucose >11 mmol/L

TnT0  >52 ng/L
	97.5

99

99.9

99.5

100

92.5
	72.8

85.3

93.8

80.8

100

46.8
	Rule in AMI within  7 days
	ROMI-3

	[8]
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