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Appendix 5. Prognostic and Diagnostic Stratification for Patients With Suspected or Confirmed PAH/Secondary PH
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Appendix 6. Prognostic and Diagnostic Stratification for Patients With COPD or ILD

VE/ Vco2 slope Peak Voza PETCOz

Ventilatory class Il Weber class B
VE/Vco, slope 30.0-35.9 Peak Vo, = 16.0-20.0 mL O ekg ™ 'emin~"

Standard ET variables
Haemodynamics ECG

Flat systolic BP response Altered rhythm, ectopic foci, and or ST segment
during ET changes during ET and/or in recovery: did not lead to
test termination

Interpretation

o All variables in green: excellent prognosis in next 1-4 years.
— Maintain medical management and retest in 4 years.

e Greater number of CPX and standard exercise test variables in red/yellow/orange indicative of progressively worse prognosis.
— All CPX variables in red: risk for major adverse event extremely high in next 1-4

e Greater number of CPX and standard ET variables in red/yellow/orange indicative of increasing interstitial lung disease severity.
— As VE/Vco, slope and PgrCO, progress to red, likelihood of secondary PH increases.

o Greater number of CPX and standard ET variables in red/yellow/orange warrants strong consideration of more aggressive medical management and
surgical options.

VE/Vco,, minute ventilation/CO, production; Vo,, oxygen Consumption; PerCO,: partial pressure of end-tidal CO,; BP, blood pressure; COPD, chronic obstructive pulmonary
disease; CPX, cardiopulmonary exercise test; ECG, electrocardiogram; ET, exercise test; HRR, heart rate recovery; ILD, interstitial lung disease; PH, pulmonary hypertension; RER,
respiratory exchange ratio; SpO,, saturation of peripheral O,

?Peak Vo, valid if peak RER is at least 1.00 or test terminated secondary to abnormal haemodynamic or ECG exercise response.
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Appendix 7. Diagnostic Stratification for Patients With Suspected Myocardial Ischemia

Primary CPX variables

O, pulse trajectory® Per cent-predicted peak Vo,” AVo AW trajectory®

Early and sustained plateau 75-99% predicted Early and sustained plateau

Standard exercise test variables

Haemodynamics ECG

Flat systolic BP response during ET Altered rhythm, ectopic foci, and or ST segment changes during ET|
and/or in recovery: did not lead to test termination

Patient reason for test termination

Angina

Interpretation

e Progression of per cent-predicted peak Vo, from green to red indicative of progressively higher level of ischaemia and functional decline.

e O, pulse and AV /AW trajectory progressing to red indicative of myocardial ischaemia in appropriately screened patients (i.e. baseline signs/
symptoms/risk factors suggesting increased coronary artery disease risk).

e Haemodynamic and ECG responses in yellow and red indicative of abnormal exercise response and further support myocardial ischemia in
appropriately screened patients (i.e. baseline signs/symptoms/risk factors suggesting increased CHD risk).

O, pulse, oxygen pulse; Vo,, oxygen consumption; AV, /AW, change in oxygen consumption/change in Watts; BP, blood pressure; COPD, chronic obstructive pulmonary disease;
CPX, cardiopulmonary exercise test; ECG, electrocardiogram; ET, exercise test; ILD, interstitial lung disease; PH, pulmonary hypertension; RER, respiratory exchange ratio.
?Per cent-predicted peak Vo, valid if peak RER is at least 1.00 or test terminated secondary to abnormal hemodynamic or ECG exercise response. Per cent-predicted values
derived from formulas proposed by Wasserman

PRequires O, pulse and AVo /AW plot from initiation to end of exercise test. If these variables required for assessment, electronically braked cycle ergometer should be used for

testing.
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Appendix 8. Diagnostic Stratification for Patients With Suspected Mitochondrial Myopathy
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Primary CPX variables

AQI/AVo, Per cent-predicted peak Vo,* Peak VE/Vo,

75-99% predicted

Standard ET variables

Haemodynamics

Flat systolic BP response during ET Altered rhythm, ectopic foci, and or ST segment changes during ET and/or
in recovery: did not lead to test termination

Interpretation

e Progression of per cent-predicted peak Vo, from green to red indicative of progressively higher level of mitochondrial dysfunction.
o AQ/AVo, and peak VE/Vo, in red indicative of mitochondrial myopathy; consider muscle biopsy to obtain definitive diagnosis.

o Although not diagnostic for mitochondrial myopathy, haemodynamic and ECG responses in yellow and red universally indicative of abnormal ET
response.

AQ/AVo,, change in cardiac output/change in O, consumption; measurement requires additional equipment of assess Q response to ET through non-invasive rebreathing
technique; Vo,, O, consumption; VE/Vo,, minute ventilation/O, consumption; BP, blood pressure; CPX, cardiopulmonary exercise test; ECG, electrocardiogram; ET, exercise test;
RER, respiratory exchange ratio.

“Per cent-predicted peak Vo, valid if peak RER is at least 1.00 or ET terminated secondary to abnormal haemodynamic or ECG exercise response. Per cent-predicted values
derived from formulas proposed by Wasserman.
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