Supplementary materials

PET image reconstruction details:

For reconstruction, an ordered subset expectation maximization algorithm (OSEM, matrix
512 x 512, 3 iterations, 21 subsets, gauss-filtering, 8 mm full-width half-maximum) was used
for static and dynamic images. Random, scatter, attenuation and decay corrections were
automatically applied to the emission data. Automatic motion correction was enabled. The
following framesets were used for reconstruction of dynamic images: 1s delay, 12x10 s, 4x30
s, 1x60 s, 1x120s. The last four minutes of acquisition were used for reconstruction of all

images (static and ECG-gated).

Search term used on Pubmed:

(((coronary calcium score) OR (CACS) OR (coronary calcium)) AND (ischemia)) AND
((percentile) OR (quartile))



Supplementary Table S1: Factors associated with relevant ischemia

: Odds 95% confidence
Variable ) . p-value
ratio interval
BMI 1.024 0.988 1.061 0.192
Age 1.046 1.026 1.066 <0.001
Male sex 4.241 2.725 6.601 <0.001
Symptoms
Asymptomatic Ref. Ref. Ref. <0.001
Non-anginal chest pain 1.1 0.528 2.292 0.798
Atypical angina 1.156 0.664 2.015 0.608
Typical angina 3.368 2.014 5.634 <0.001
Dyspnea 0.864 0.444 1.679 0.665
Risk factors
Hypertension 0.788 0.495 1.254 0.314
Hypercholesterolemia 1.004 0.641 1.57 0.988
Diabetes 1.357 0.889 2.072 0.156
Smoking 1.109 0.754 1.631 0.601
Family history 0.835 0.453 1.538 0.563
ECG abnormalities
LBBB 1.568 0.669 3.674 0.301
Q wave 1.829 0.885 3.782 0.103
Repolarization abnormalities 2.34 1.446 3.784 <0.001
CACS Percentile

< 25. Ref. Ref. Ref. <0.001
25. - 50. 5.263 1.453 19.067 0.011
50. - 75. 18.492 5.599 61.081 <0.001
75. - 90. 27.066 8.194 89.403 <0.001
>90. 90.74 27.608 298.234 <0.001

The table indicates the binary logistic regression model to predict relevant ischemia (SDS >7).



Supplementary Table S2: Test characteristics to diagnose and exclude abnormal PET or relevant ischemia

Sensitivity

Specificity

NPV

PPV

LR+

LR-

DOR

<25th percentile
<50th percentile
CACSO
CACS 1-9
CACS 1-99

SSS >4

0.930 (0.898 - 0.952)
0.800 (0.755 - 0.838)
0.975 (0.953 - 0.987)
0.960 (0.933 - 0.976)
0.818 (0.774 - 0.855)

0.387 (0.362 - 0.412)
0.573 (0.547 - 0.598)
0.297 (0.274 - 0.321)
0.154 (0.133 - 0.178)
0.463 (0.433 - 0.494)

0.957 (0.937 - 0.971)
0.921 (0.901 - 0.937)
0.979 (0.961 - 0.989)
0.918 (0.867 - 0.95)
0.881 (0.851 - 0.906)

0.273 (0.248 - 0.298)
0.316 (0.287 - 0.347)
0.255 (0.233 - 0.279)
0.280 (0.255 - 0.306)
0.343 (0.311 - 0.376)

1.516 (1.442 - 1.594)
1.872 (1.730 - 2.027)
1.387 (1.336 - 1.440)
1.135 (1.097 - 1.174)
1.524 (1.413 - 1.644)

0.182 (0.124 - 0.267)
0.349 (0.282 - 0.432)
0.085 (0.045 - 0.163)
0.262 (0.154 - 0.446)
0.393 (0.311 - 0.496)

8.331 (5.472 - 12.681)
5.362 (4.051 - 7.096)
16.253 (8.306 - 31.806)
4.332 (2.471 - 7.594)
3.879 (2.874 - 5.234)

<25th percentile
<50th percentile
CACS 0
CACS 1-9
CACS 1-99

SDS >7

0.982 (0.948 - 0.994)
0.910 (0.856 - 0.944)
1.000 (0.977 - 1.000)
0.976 (0.940 - 0.991)
0.861 (0.801 - 0.906)

0.355 (0.333 - 0.379)
0.541 (0.516 - 0.565)
0.268 (0.247 - 0.290)
0.139 (0.121 - 0.160)
0.427 (0.399 - 0.455)

0.995 (0.985 - 0.998)
0.983 (0.973 - 0.99)
1.000 (0.991 - 1.000)
0.976 (0.941 - 0.991)
0.957 (0.936 - 0.971)

0.135 (0.117 - 0.155)
0.168 (0.145 - 0.194)
0.122 (0.106 - 0.141)
0.137 (0.118 - 0.157)
0.173 (0.149 - 0.201)

1.523 (1.461 - 1.588)
1.980 (1.844 - 2.126)
1.366 (1.327 - 1.407)
1.134 (1.097 - 1.172)
1.503 (1.39 - 1.625)

0.051 (0.017 - 0.156)
0.167 (0.103 - 0.271)
NA
0.173 (0.065 - 0.459)
0.325 (0.221 - 0.477)

29.966 (9.522 - 94.305)
11.846 (6.906 - 20.317)
NA
6.565 (2.402 - 17.945)
4.631 (2.938 - 7.300)

Table indicates the test characteristics of different cut-offs (<25 percentile, <50™ percentile, CACS 0, CACS 1-9, CACS 1-99) to diagnose/exclude
abnormal PET (SSS > 4) and relevant ischemia (SDS > 7). The values in brackets correspond to the 95% confidence interval. NPV: negative
predictive value. PPV: positive predictive value. LR+: positive likelihood ratio. LR-: negative likelihood ratio. DOR: diagnostic odds ratio.



Supplementary Table S3: Test characteristics to diagnose and exclude abnormal PET or relevant ischemia in different age groups

Sensitivity

Specificity

NPV

PPV

LR+

LR-

DOR

0.875 (0.529 - 0.978)
0.909 (0.804 - 0.961)
0.956 (0.901 - 0.981)
0.910 (0.846 - 0.949)
0.946 (0.854 - 0.982)

0.701 (0.616 - 0.774)
0.460 (0.408 - 0.513)
0.313 (0.272 - 0.358)
0.323 (0.280 - 0.369)
0.339 (0.258 - 0.431)

0.989 (0.940 - 0.998)
0.969 (0.929 - 0.987)
0.965 (0.921 - 0.985)
0.924 (0.869 - 0.957)
0.927 (0.806 - 0.975)

0.156 (0.077 - 0.288)
0.215 (0.167 - 0.272)
0.263 (0.223 - 0.308)
0.283 (0.241 - 0.33)
0.417 (0.335 - 0.504)

2.924 (2.013 - 4.248)
1.684 (1.480 - 1.916)
1.392 (1.292 - 1.499)
1.344 (1.232 - 1.466)
1.432 (1.237 - 1.659)

0.178 (0.028 - 1.120)
0.198 (0.085 - 0.459)
0.140 (0.059 - 0.334)
0.279 (0.156 - 0.499)
0.158 (0.051 - 0.489)

16.395 (1.949 - 137.882)

8.525 (3.317 - 21.906)
9.935 (3.965 - 24.894)
4.812 (2.505 - 9.244)
9.072 (2.659 - 30.950)

0.875 (0.529 - 0.978)
0.945 (0.851 - 0.981)
0.982 (0.938 - 0.995)
0.975 (0.930 - 0.992)
1.000 (0.936 - 1.000)

0.693 (0.608 - 0.766)
0.431 (0.379 - 0.484)
0.243 (0.206 - 0.285)
0.161 (0.129 - 0.200)
0.161 (0.104 - 0.240)

0.989 (0.939 - 0.998)
0.980 (0.942 - 0.993)
0.982 (0.936 - 0.995)
0.957 (0.881 - 0.985)
1.000 (0.824 - 1.000)

0.152 (0.076 - 0.282)
0.212 (0.166 - 0.268)
0.250 (0.212 - 0.292)
0.255 (0.217 - 0.296)
0.373 (0.300 - 0.453)

2.849 (1.968 - 4.125)
1.661 (1.484 - 1.858)
1.298 (1.225 - 1.376)
1.163 (1.106 - 1.224)
1.191 (1.099 - 1.292)

0.180 (0.029 - 1.133)

0.127 (0.042 - 0.383)

0.072 (0.018 - 0.288)

0.152 (0.049 - 0.476)
NA

15.795 (1.879 - 132.771)
13.112 (4.015 - 42.820)
18.000 (4.373 - 74.092)

7.637 (2.358 - 24.735)
NA

0.875 (0.529 - 0.978)
0.909 (0.804 - 0.961)
0.956 (0.901 - 0.981)
0.975 (0.930 - 0.992)
1.000 (0.936 - 1.000)

0.094 (0.055 - 0.158)
0.153 (0.119 - 0.196)
0.083 (0.061 - 0.113)
0.108 (0.082 - 0.142)
0.089 (0.049 - 0.157)

0.923 (0.667 - 0.986)
0.912 (0.811 - 0.962)
0.881 (0.750 - 0.948)
0.938 (0.832 - 0.979)
1.000 (0.722 - 1.000)

0.057 (0.028 - 0.114)
0.148 (0.114 - 0.19)
0.211 (0.178 - 0.249)
0.243 (0.207 - 0.283)
0.354 (0.284 - 0.432)

0.966 (0.739 - 1.263)
1.074 (0.976 - 1.181)
1.043 (0.994 - 1.095)
1.094 (1.047 - 1.143)
1.098 (1.036 - 1.164)

1.323 (0.196 - 8.941)
0.593 (0.248 - 1.418)
0.526 (0.212 - 1.309)
0.227 (0.072 - 0.717)

0.730 (0.083 - 6.449)
1.812 (0.690 - 4.759)
1.982 (0.761 - 5.163)
4.824 (1.472 - 15.807)

1.000 (0.610 - 1.000)
0.964 (0.823 - 0.994)
1.000 (0.926 - 1.000)
0.967 (0.888 - 0.991)
1.000 (0.857 - 1.000)

0.698 (0.614 - 0.77)
0.437 (0.387 - 0.488)
0.282 (0.245 - 0.323)
0.300 (0.261 - 0.343)
0.283 (0.216 - 0.361)

1.000 (0.959 - 1.000)
0.994 (0.966 - 0.999)
1.000 (0.974 - 1.000)
0.986 (0.951 - 0.996)
1.000 (0.914 - 1.000)

0.133 (0.063 - 0.262)
0.116 (0.081 - 0.163)
0.116 (0.089 - 0.150)
0.151 (0.119 - 0.189)
0.181 (0.124 - 0.257)

3.308 (2.545 - 4.299)
1.713 (1.527 - 1.922)
1.393 (1.320 - 1.471)
1.383 (1.283 - 1.490)
1.394 (1.259 - 1.544)

NA
0.082 (0.012 - 0.562)
NA
0.109 (0.028 - 0.429)
NA

NA

20.971 (2.819 - 155.979)

NA

12.668 (3.054 - 52.554)

NA

1.000 (0.610 - 1.000)
1.000 (0.879 - 1.000)
1.000 (0.926 - 1.000)
1.000 (0.941 - 1.000)
1.000 (0.857 - 1.000)

0.690 (0.606 - 0.763)
0.407 (0.358 - 0.458)
0.216 (0.182 - 0.253)
0.147 (0.118 - 0.182)
0.124 (0.080 - 0.188)

1.000 (0.959 - 1.000)
1.000 (0.975 - 1.000)
1.000 (0.966 - 1.000)
1.000 (0.948 - 1.000)
1.000 (0.824 - 1.000)

0.130 (0.061 - 0.257)
0.114 (0.080 - 0.16)
0.107 (0.082 - 0.139)
0.131 (0.103 - 0.164)
0.153 (0.104 - 0.22)

3.225 (2.493 - 4.172)
1.687 (1.549 - 1.836)
1.275 (1.218 - 1.334)
1.172 (1.129 - 1.217)
1.142 (1.074 - 1.214)

NA
NA
NA
NA
NA

NA
NA
NA
NA
NA

Endpoint  Cut-off  Age category
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0.833 (0.436 - 0.970)
0.929 (0.774 - 0.980)
0.979 (0.891 - 0.996)
1.000 (0.941 - 1.000)
1.000 (0.857 - 1.000)

0.093 (0.054 - 0.156)
0.150 (0.117 - 0.191)
0.080 (0.060 - 0.107)
0.101 (0.077 - 0.131)
0.069 (0.038 - 0.122)

0.923 (0.667 - 0.986)
0.965 (0.881 - 0.990)
0.976 (0.877 - 0.996)
1.000 (0.926 - 1.000)
1.000 (0.722 - 1.000)

0.041 (0.018 - 0.092)
0.077 (0.053 - 0.111)
0.091 (0.069 - 0.119)
0.125 (0.098 - 0.157)
0.146 (0.099 - 0.209)

0.919 (0.640 - 1.32)
1.093 (0.978 - 1.222)
1.065 (1.014 - 1.118)
1.112 (1.079 - 1.146)
1.074 (1.028 - 1.123)

1.792 (0.277 -
11.608)

0.475 (0.122 - 1.847)
0.259 (0.036 - 1.843)
NA
NA

0.513 (0.055 - 4.758)
2.299 (0.530 - 9.964)
4.109 (0.553 - 30.55)
NA
NA

Table indicates the test characteristics of different cut-offs (<25™ percentile, CACS 0, CACS 1-9) to diagnose/exclude abnormal PET (SSS >4) and
relevant ischemia (SDS >7). The values in brackets correspond to the 95% confidence interval.
NPV: negative predictive value. PPV: positive predictive value. LR+: positive likelihood ratio. LR-: negative likelihood ratio. DOR: diagnostic odds

ratio.



Supplementary Table S4: Test characteristics for abnormal PET or relevant ischemia depending on sex

Sex

Sensitivity

Specificity

NPV

PPV

LR+

LR-

DOR

Male

Female

0.918 (0.879 - 0.945)
0.965 (0.902 - 0.988)

0.348 (0.315 - 0.383)
0.430 (0.394 - 0.468)

0.923 (0.887 - 0.949)
0.990 (0.970 - 0.997)

0.332 (0.300 - 0.367)
0.177 (0.145 - 0.215)

1.409 (1.323 - 1.500)
1.695 (1.569 - 1.830)

0.235 (0.156 - 0.355)
0.081 (0.027 - 0.247)

5.998 (3.783 - 9.510)
20.912 (6.543 - 66.832)

Male

Female

0.978 (0.952 - 0.990)
0.965 (0.902 - 0.988)

0.204 (0.177 - 0.234)
0.402 (0.366 - 0.440)

0.963 (0.921 - 0.983)
0.989 (0.968 - 0.996)

0.303 (0.273 - 0.334)
0.170 (0.140 - 0.206)

1.228 (1.179 - 1.278)
1.615 (1.500 - 1.739)

0.110 (0.049 - 0.245)
0.087 (0.028 - 0.265)

11.211 (4.897 - 25.666)
18.627 (5.827 - 59.542)

Male

Female

0.959 (0.928 - 0.977)
0.965 (0.902 - 0.988)

0.108 (0.088 - 0.132)
0.109 (0.088 - 0.135)

0.882 (0.801 - 0.933)
0.961 (0.892 - 0.987)

0.275 (0.248 - 0.305)
0.121 (0.099 - 0.148)

1.075 (1.038 - 1.113)
1.084 (1.033 - 1.137)

0.379 (0.205 - 0.701)
0.319 (0.103 - 0.989)

2.833 (1.485 - 5.401)
3.401 (1.048 - 11.033)

Male

Female

0.977 (0.934 - 0.992)
1.000 (0.904 - 1.000)

0.316 (0.286 - 0.347)
0.405 (0.370 - 0.441)

0.990 (0.970 - 0.996)
1.000 (0.987 - 1.000)

0.171 (0.146 - 0.2)
0.077 (0.056 - 0.105)

1.427 (1.355 - 1.503)
1.681 (1.583 - 1.784)

0.073 (0.024 - 0.225)
NA

19.517 (6.158 - 61.854)
NA

Male

Female

1.000 (0.971 - 1.000)
1.000 (0.904 - 1.000)

0.179 (0.155 - 0.205)
0.379 (0.344 - 0.415)

1.000 (0.977 - 1.000)
1.000 (0.986 - 1.000)

0.150 (0.127 - 0.175)
0.074 (0.054 - 0.101)

1.218 (1.181 - 1.256)
1.610 (1.521 - 1.704)

NA
NA

NA
NA

Endpoint Cut-off
Percentile
<25th
Abnormal
PET CACSO0
(SSS >4)
CACS 1-9
Percentile
<25th
Relevant
ischemia CACSO0
(SDS >7)
CACS 1-9

Male

Female

0.977 (0.934 - 0.992)
0.972 (0.858 - 0.995)

0.100 (0.082 - 0.121)
0.105 (0.084 - 0.129)

0.968 (0.909 - 0.989)
0.987 (0.930 - 0.998)

0.136 (0.115 - 0.159)
0.051 (0.037 - 0.070)

1.085 (1.049 - 1.123)
1.086 (1.022 - 1.154)

0.231 (0.074 - 0.718)
0.265 (0.038 - 1.854)

4.704 (1.467 - 15.086)
4.092 (0.553 - 30.296)

Table indicates the test characteristics of different cut-offs (<25 percentile, CACS 0, CACS 1-9) to diagnose/exclude abnormal PET (SSS >4) and
relevant ischemia (SDS >7) depending on sex. The values in brackets correspond to the 95% confidence interval.
NPV: negative predictive value. PPV: positive predictive value. LR+: positive likelihood ratio. LR-: negative likelihood ratio. DOR: diagnostic odds

ratio.



Supplementary Table S5: Sensitivity analysis of the different cut-offs for small ischemia SDS >2

Cut-off Sensitivity  Specificity NPV PPV LR+ LR- DOR
Overall
<25th percentile 0.929 0.387 0.957 0.272 1.515 0.183 8.296
<50th percentile 0.788 0.570 0.916 0.311 1.831 0.372 4.922
CACSO0 0.977 0.298 0.982 0.255 1.392 0.076 18.328
CACS 1-9 0.960 0.108 0.918 0.210 1.077 0.365 2.955
CACS 1-99 0.797 0.622 0.926 0.342 2.110 0.327 6.456
Age group

<50 0.875 0.701 0.989 0.156 2.924 0.178 16.395
50-59 0.918 0.455 0.975 0.193 1.685 0.179 9.395
Percentile <25% 60-69 0.948 0.312 0.958 0.263 1.377 0.167 8.220
70-79 0.907 0.326 0.917 0.298 1.346 0.285 4.715
>80 0.962 0.339 0.951 0.402 1.456 0.111 13.086
<50 0.875 0.693 0.989 0.152 2.849 0.180 15.795
50-59 0.959 0.426 0.987 0.192 1.671 0.096 17.447
CACSO0 60-69 0.983 0.244 0.982 0.252 1.299 0.071 18.215
70-79 0.977 0.164 0.957 0.270 1.169 0.142 8.252

>80 1.000 0.157 1.000 0.353 1.186 NA NA
<50 0.875 0.094 0.923 0.057 0.966 1.323 0.730
50-59 0.918 0.154 0.930 0.134 1.085 0.531 2.042
CACS 1-9 60-69 0.948 0.081 0.857 0.211 1.032 0.642 1.607
70-79 0.977 0.110 0.938 0.258 1.098 0.211 5.207

>80 1.000 0.087 1.000 0.335 1.095 NA NA

Sex

Percentile <25th Male 0.925 0.349 0.930 0.331 1.422 0.215 6.608
Female 0.943 0.429 0.983 0.177 1.651 0.133 12.461
CACS 0 Male 0.985 0.205 0.975 0.301 1.240 0.073 16.942
Female 0.965 0.402 0.989 0.170 1.615 0.087 18.627
CACS 1-9 Male 0.959 0.107 0.882 0.272 1.074 0.385 2.787
Female 0.966 0.110 0.961 0.124 1.085 0.311 3.494

Table indicates the test characteristics of different cut-offs to diagnose/exclude small ischemia (SDS >2) in different subgroups. A table including
the 95% confidence intervals is displayed in the Supplemental Table S6.

NPV: negative predictive value. PPV: positive predictive value. LR+: positive likelihood ratio. LR-: negative likelihood ratio. DOR: diagnostic odds
ratio.



Supplementary Table S6: Sensitivity analysis of the different cut-offs for small ischemia SDS >2 with 95%-confidence intervals

Sensitivity Specificity NPV PPV LR+ LR- DOR
Overall
<25th percentile 0.929 (0.898 t0 0.952) 0.387 (0.362 t0 0.412) 0.957 (0.937t0 0.971)  0.272 (0.247 t0 0.297) 1.515 (1.441 to 1.000.593) 0.183 (0.124 to 0.268) 8.296 (5.449 to 1.0002.629)
<50th percentile 0.788 (0.743t0 0.827) 0.570 (0.544 t0 0.595) 0.916 (0.896 t0 0.933)  0.311 (0.281t0 0.342)  1.831 (1.69 to 1.000.984) 0.372 (0.303 to 0.457) 4.922 (3.737 t0 6.483)
CACS 0 0.977 (0.956 t0 0.989) 0.298 (0.275t0 0.322)  0.982 (0.964 t0 0.991)  0.255(0.233t0 0.279) 1.392 (1.341 to 1.000.444) 0.076 (0.038 to 0.151) 18.328 (9.011 to 37.277)
CACS 1-9 0.960 (0.935t0 0.976) 0.108 (0.093 t0 0.126)  0.918 (0.867 to 0.95) 0.210 (0.191 t0 0.23)  1.077 (1.048 to 1.000.108) 0.365 (0.214 to 0.622) 2.955 (1.688 t0 5.172)
CACS 1-99 0.797 (0.752 t0 0.835)  0.622 (0.597 t0 0.647)  0.926 (0.907 to 0.94) 0.342 (0.31 t0 0.375) 2.110 (1.938 to 2.296) 0.327 (0.265 to 0.403) 6.456 (4.88 to 8.541)
Age group
<50 0.875(0.5291t00.978) 0.701(0.616t00.774) 0.989 (0.94t0 0.998)  0.156 (0.077 to 0.288) 2.924 (2.013 to 4.248) 0.178 (0.028 t0 1.000.12) 16.395 (1.949 to 1.00037.882)
50-59 0.918 (0.808 to 0.968) 0.455 (0.403 to 0.508)  0.975(0.9381t00.99)  0.193 (0.148 t0 0.249) 1.685 (1.483 to 1.000.915) 0.179 (0.07 to 0.462) 9.395 (3.306 to 26.696)
Percentile <25%  60-69  0.948 (0.891t0 0.976) 0.312 (0.27 t0 0.356)  0.958 (0.912 t0 0.981)  0.263 (0.223 t0 0.308) 1.377 (1.276 to 1.000.485) 0.167 (0.076 to 0.369) 8.220 (3.527 to0 1.0009.157)
70-79  0.907 (0.844 t0 0.946) 0.326 (0.282t0 0.373)  0.917 (0.861 t0 0.952)  0.298 (0.255 t0 0.346) 1.346 (1.233 to 1.000.468) 0.285 (0.164 to 0.498) 4.715 (2.514 to 8.846)
>80 0.962 (0.872t00.99)  0.339(0.2591t0 0.43)  0.951 (0.839t0 0.987)  0.402 (0.3210 0.489)  1.456 (1.264 to 1.000.677) 0.111 (0.028 to 0.444) 13.086 (3.025 to 56.606)
<50  0.875(0.529t0 0.978) 0.693 (0.608 to 0.766) 0.989 (0.939t0 0.998)  0.152 (0.076 to 0.282) 2.849 (1.968 to 4.125) 0.180 (0.029 to 1.000.133) 15.795 (1.879 to 1.00032.771)
50-59  0.959 (0.863 to 0.989) 0.426 (0.375t0 0.479) 0.987 (0.952 t0 0.996)  0.192 (0.147 t0 0.246) 1.671 (1.501 to 1.000.861) 0.096 (0.025 to 0.374) 17.447 (4.171 to 72.985)
CACSO0 60-69  0.983(0.939 to 0.995) 0.244 (0.206 to 0.286)  0.982 (0.936 t0 0.995)  0.252 (0.214 t0 0.294) 1.299 (1.226 to 1.000.377) 0.071 (0.018 to 0.285) 18.215 (4.426 to 74.969)
70-79  0.977 (0.934t0 0.992) 0.164 (0.131t0 0.203)  0.957 (0.881 t0 0.985)  0.270 (0.232t0 0.312) 1.169 (1.111 to 1.000.229) 0.142 (0.045 to 0.443) 8.252 (2.5510 26.71)
>80  1.000 (0.932 to 1.000) 0.157 (0.101to 0.234) 1.000 (0.824 to 1.000) 0.353 (0.281t0 0.433) 1.186 (1.096 to 1.000.283) NA NA
<50  0.875(0.529t0 0.978) 0.094 (0.055t0 0.158) 0.923 (0.667 to 0.986)  0.057 (0.028 to 0.114) 0.966 (0.739 to 1.000.263) 1.323 (0.196 to 8.941) 0.730 (0.083 to 6.449)
50-59 0.918 (0.808 to 0.968) 0.154 (0.119 to 0.195) 0.930 (0.833t0 0.972)  0.134 (0.101 t0 0.174) 1.085 (0.987 to 1.000.193) 0.531 (0.201 to 1.000.404) 2.042 (0.705 to 5.915)
CACS 1-9 60-69 0.948 (0.891t0 0.976) 0.081 (0.059 to 0.11)  0.857 (0.722t0 0.933) 0.211 (0.178t0 0.249) 1.032 (0.98 to 1.000.086) 0.642 (0.277 to 1.000.487) 1.607 (0.66 to 3.912)
70-79  0.977 (0.934 t0 0.992) 0.110 (0.083 t0 0.144)  0.938 (0.832t0 0.979)  0.258 (0.221 t0 0.298) 1.098 (1.051 to 1.000.146) 0.211 (0.067 to 0.667) 5.207 (1.59 to 1.0007.049)
>80  1.000 (0.932 to 1.000) 0.087 (0.048 to 0.153) 1.000 (0.722 to 1.000) 0.335(0.267 to 0.412) 1.095 (1.035 to 1.000.159) NA NA
Sex
Percentile <25th Male  0.925(0.887 t0o 0.951) 0.349 (0.316t0 0.384) 0.930 (0.895t0 0.954)  0.331 (0.298 t0 0.366) 1.422 (1.336 to 1.000.513) 0.215 (0.14 t0 0.332) 6.608 (4.091 to 1.0000.672)
Female 0.943 (0.874t0 0.975) 0.429 (0.392t0 0.466)  0.983 (0.961 t0 0.993)  0.177 (0.145t0 0.215) 1.651 (1.519 to0 1.000.794) 0.133 (0.056 t0 0.312) 12.461 (4.989 to 31.122)
CACS 0 Male  0.985(0.962 t0 0.994) 0.205 (0.1781t0 0.236)  0.975(0.938t0 0.99)  0.301 (0.272 t0 0.333) 1.240 (1.192 to 1.000.289) 0.073 (0.027 to 0.195) 16.942 (6.214 to 46.186)
Female 0.965 (0.902 to 0.988)  0.402 (0.366 to 0.44)  0.989 (0.968 t0 0.996)  0.170 (0.14 to 0.206) 1.615 (1.5 to 1.000.739) 0.087 (0.028 to 0.265) 18.627 (5.827 to 59.542)
CACS 1-9 Male  0.959 (0.927 to 0.977) 0.107 (0.087 to 0.131) 0.882(0.801t0 0.933)  0.272 (0.24510 0.302) 1.074 (1.037 to 1.000.112) 0.385 (0.209 to 0.712) 2.787 (1.462 to 5.316)
Female 0.966 (0.905 to 0.988) 0.110 (0.088 to 0.136)  0.961 (0.892 t0 0.987)  0.124 (0.101 t0 0.151) 1.085 (1.035 to 1.000.138) 0.311 (0.1 to 0.964) 3.494 (1.078 to 1.0001.332)

Table indicates the test characteristics of different cut-offs to diagnose/exclude small ischemia (SDS >2) in different subgroups. The values in
brackets correspond to the lower and upper 95% confidence interval.
NPV: negative predictive value. PPV: positive predictive value. LR+: positive likelihood ratio. LR-: negative likelihood ratio. DOR: diagnostic odds

ratio.



Supplementary Figure 1: Test performance of CACS percentile, CACS category and CACS
for small ischemia (SDS >2)

Q ]
©
a
©
a
2
=
‘D
c
)
n
<
S
o AUC: 0.737 (0.710-0.764)
o | AUC: 0.790 (0.765-0.814)
8 ] === CACS percentile === CACS categories CACS
[ I I I [ [
1.0 0.8 0.6 04 0.2 0.0
Specificity

Receiver operator curves (ROC) indicate the test performance of the three tested variables
(CACS percentile, CACS category and CACS) for small ischemia (SDS >2). CACS had a
significantly higher AUC compared to the other variables. All differences were statistically

significant (p<0.001).



