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Background
1. Ischemia without obstructive CAD - common
2. Invasive diagnostic tests are available

3. Practice guideline recommendations for
therapy  (ESC 2013)

4. No randomized trials
5. No adoption in the clinic
6. Patient outcomes sub-optimal.
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Interventional Diagnostic Procedure (IDP)

IV adenosine - IC Acetylcholine

Fractional Flow | | Epicardial | | Acetylcholine
Reserve (FFR) Artery (ACh) Bolus
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Coronary Flow | Microcirculatory ACh infusion
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Invasive Diagnosis with Stratified Medicine

+ 8 Microvascular Angina
: 4 * Guideline directed therapy — e.g. Betablocker & Lifestyle

"N Non-Cardiac (Normal Function)

» Cease antianginal therapy +/- non-cardiac Ix
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Hypothesis

Stratified medicine guided by an
Interventional Diagnostic Procedure (IDP)
improves angina in patients without

obstructive CAD

% tct2018



Eligibility Criteria

* Age 218 years
* Angina (Rose questionnaire)
— Definite or Probable

* Clinically-indicated invasive coronary
angiography

* Written, informed consent
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CorMicA Trial Design
Primary Endpoint = Angina Severity (SAQSS)
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Primary Endpoint (6 months vs. baseline)

* Seattle Angina Questionnaire — Summary Score
(SAQSS)

= Between group difference

= Regression model, adjust for the baseline score
* Blinded outcome assessment
* Blinded statistical analysis
* Independent Clinical Trials Unit
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Sample Size

» Effect size of 9 units in SAQ Summary Score
* 80% power

 Standard deviation, 19 units

* 140 randomized patients
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Baseline Characteristics

Control Intervention
n=76 n=75
Definite Angina 42 (55%) 55 (73%)
Probable Angina 34 (45%) 20 (27%)
Non-Anginal 0 0
SAQ Summary Score 49.0 (17.2) 52.6 (18.9)
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Baseline Characteristics

Control (N=76) Intervention (N=75)
Age 60 [53, 68] 62 [54, 69]
Female 58 (76%) 53 (71%)
BMI [Q1, Q3] 30 [26, 34] 30 [26, 35]
Current Smoker 14 (18%) 13 (17%)
Diabetes Mellitus 15 (20%) 14 (19%)
Predicted 10-year CHD risk* 18% [10, 28] 19% [12, 39]
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Primary Endpoint — 6 month SAQ Change

Between-Group Difference

11.7 Units 14.5 Units 9.3 Units
95% CI, 5.0 to 18.4 95% CI, 7.3 to 21.7 (95% Cl, 0.5 to 18.1)
P=0.001 P<0.001 P=0.040

15

RN
o

m Control
O Intervention

(@)

SAQ Units

, N -

—
Summary Score Physical Limitation Angina Frequency

N B
& tct2o1 R Gordiorescuir




Secondary Endpoints — Health Status

Intervention
Effect 95% ClI P-Value
Quality of Life (EQ5D-5L):
Index Score 0.1 0.01-0.18 0.024
VAS score 14.54 7.77 —21.31 <0.001
Treatment satisfaction:
Effectiveness 10.73 2.37-19.09 0.013
Convenience 14.34 7.30 — 21.37 <0.001
Global satisfaction 16.47 7.28 — 25.66 0.001
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Secondary Endpoints — Post
Randomization Diagnostic/Clinical Utility

100%

80%
60%
40% All,

-~ . P<0.001
. L ._

Diagnostic Change angina

Igzizg::g:ids Certainty D:\:I::ggis therapy to treat
(MVA/VSA) MVA/VSA
m Control 0% 18% 36% 30%
Olintervention 52% 83% 3% 87%
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Safety

No Procedural SAE MACCE at 6 months

* Self-limiting AF (5%), * 2 (2.6%), both groups
sinus at discharge
* 4 /151 (2.6%)

* Bradycardia during ACh
expected physiological
response
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Conclusions
1. CorMicA - the first randomised, sham-controlled trial of
diagnostic strategy in angina and no obstructive CAD
2. Adjunctive IDP is routinely safe & feasible
3. Physician diagnosis changed, half of patients

4. Stratified medicine guided by the IDP improves health
status at 6 months

¥ angina and 7 quality of life.
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