Supplemental Figures

Supplemental Figure S1: Distribution of Image-Derived Flow Measurements
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Supplemental Fig. S1. Distribution of image-derived flow measurements. Histograms depict the distribution
of stress and rest flow, as well as flow reserve; quantified as the ratio between stress and rest.



Supplemental Figure S2: SHAP Summary Plots for Model 3
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Supplemental Fig. S2. SHAP Summary Plots for Model 3 (age, sex, proteomics) depict the top 15 features
across each model, ranked by their overall impact on model output. Feature importance is visualized by the
magnitude and direction of SHAP values, with color indicating the feature value (high - red or low - blue).
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Supplemental Figure S3: SHAP Summary Plots for Model 4
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Supplemental Fig. S3. SHAP Summary Plots for Model 4 (age, sex, PCs 1-5, proteomics) depict the top 15
features across each model, ranked by their overall impact on model output. Feature importance is visualized
by the magnitude and direction of SHAP values, with color indicating the feature value (high - red or low -
blue).



Supplemental Figure S4: SHAP Summary Plots for Model 8

SHAP Summary Plots: Model 8

(age, sex, PCs, Best PRS, proteomics)

A Elastic Net B XGBoost
: High Hgh
Enroliment_age E 3 BNP PR Y SN R,
CTRC SCORE1_AVG o' St e ...’
KIM1 L 3 ACE2 oo oo o w ’
IL-27 R 3 PTX3 . .........* .
PRSS27 & TNFRSF11A ERY R T
REN - FGF-23 - - o |9
PAR-1 4 PGF s
™ CTRC T e sl
X3 2 . som el .
s ¢ ] BOC . e 3
ADM 4 E THBS2 |“§H- %
RAGE ] & ADAM-TS13 » o afiedbs - &
ADAM-TS13 ’ LEP . e ".""
PGF * L8 |
PRELP ¢ ILIRL2 w o Herh
NP » IL-17D cete ...'....
GH g Enroliment_age Py
MERTK 4 MERTK @ o
PRSSE ¢ BMP-6 . .....*. .
IL1RL2 ] 27 . e eomtbe
- - -2 1 0 o -10 -08 -06 -04 -02 00 02 04 tow
SHAP value (impact on model output) SHAP value (impact on model output)
C Autoencoder D Feedforward Neural Network
. . High ° - High
™ -ﬂoﬂ‘“wp.. BOC B o< L
REN . -w-q-.:*o-. . BNP i
STK4 oo — . Enroliment_age - ...*.. .
cps4 - a ¢ e STK4 R o o
|
ADAM-TS13 s anffPeppins . o SCORE1_AVG B s, o N
VsIG2 ......._*..... PIgR o teipfmes.s
BNP . ...*‘..... . KIM1 oo el
Dkk-1 -.—.“--- e CTRC ...w '
PC5 . -*‘. P ° REN .w_ y
TIE2 oo .*.‘ e 3 L-1ra . oottt - 3
FGF-21 . -...-‘*-..... g GLO1 cocop @il é
PRSS27 .....*‘- oss o & ADAM-TS13 o i il &
L
SCF R . ol xcL1 R
IL-1ra . --*‘-..- - FS -
ADM —-—o*-. PCS e .
BOC . +.. . NEMO m -
CD40-L - ._*..... - PRSS27 el
ANGPT1 . --.."-.. - . CEACAME - *q’.. -
KIM1 o 4 B
THBS2 .+. . ADM B L
| Low -02 -01 00 01 02 tow

-04 -0.2 00 02 04
SHAP value (impact on model output)

0.6

SHAP value (impact on model output)

Supplemental Fig. S4. SHAP Summary Plots for Model 8 (age, sex, PCs 1-5, CMVD Targeted PRS,

proteomics) depict the top 15 features across each model, ranked by their overall impact on model output.
Feature importance is visualized by the magnitude and direction of SHAP values, with color indicating the
feature value (high - red or low - blue).



Supplemental Figure S5: Elbow Plot for Clustering
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Supplemental Fig. S5. Elbow plot for determining optimal number of clusters. The elbow of the curve occurs
at 4, so 4 clusters were determined to be optimal.



