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Table S1 | Clinical characteristics of the Italian SANTORINI cohort selected for the simulation.

Baseline characteristics

Italy (N=1344) 
Whole cohort

Italy (N=1234) 
Very-high-risk cohort

Italy (N=110) 
High-risk cohort

N % N % N %

Score, mean (SD) 4.2 3.3 4.7 3.3 3.1 3.0

Very high risk (ESC/EAS guidelines) 1234 91.8% 1234 100% 0 0%

High risk (ESC/EAS guidelines) 110 8.2% 0 0% 110 100%

MI 617 45.9% 617 50.0% 0 0

Unstable angina 153 11.4% 153 12.4% 0 0

CABG 173 12.9% 173 14.0% 0 0

PTCA 760 56.5% 760 61.6% 0 0

CAD 936 69.6% 936 75.9% 0 0

CAD unequivocal imaging 557 41.4% 557 45.1% 0 0

Stroke 61 4.5% 61 4.9% 0 0

TIA 57 4.2% 57 4.6% 0 0

PAD 284 21.1% 284 23% 0 0

PAD unequivocal on imaging 123 9.2% 123 10% 0 0

Cerebrovascular disease 120 8.9% 120 9.7% 0 0

Cerebrovascular disease unequivocal on imaging 50 3.7% 50 4.1% 0 0

Familial hypercholesterolaemia 229 17.0% 181 14.7%% 48 43.6%

SD: standard deviation; ESC/EAS: European Society of Cardiology/European Atherosclerosis Society; CABG: coronary artery bypass graft; 
PTCA: percutaneous transluminal coronary angioplasty; CAD: coronary artery disease; TIA: transient ischemic attack; PAD: peripheral 
artery disease.
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Supplementary figure 1

C Before simulation

55  70       100      130            LDL-C [mg/dL]

27% 50%      81%     92%                                                                                                     100%          

A Before simulation

55  70       100      130            LDL-C [mg/dL]

26% 49%      78%     90%                                                                                                     100%          

B After simulation

55  70       100      130            LDL-C [mg/dL]

57% 73%      89%     95%                                                                                                     100%          

D After simulation

55  70       100      130            LDL-C [mg/dL]

60% 76%      91%     96%                                                                                                     100%          

F After simulation

55  70       100      130            LDL-C [mg/dL]

41% 61%      80%     91%                                                                                                     100%          

E Before simulation

55  70       100      130            LDL-C [mg/dL]

24% 44%      69%     83%                                                                                                     100%          

Figure S1 | LDL-C distribution before and after the simulation in very-high-risk patients (A, B), in the subgroup with no/low-dose statin (C, D) 
and in the subgroup with medium/high-dose statin (E, F).
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C Before simulation

55  70       100      130            LDL-C [mg/dL]

9% 21%      45%     73%                                                                                                      100%          

A Before simulation

55  70       100      130            LDL-C [mg/dL]

11% 24%      48%     73%                                                                                                     100%          

B After simulation

55  70       100      130            LDL-C [mg/dL]

21% 51%      54%     86%                                                                                                     100%          

D After simulation

55  70       100      130            LDL-C [mg/dL]

19% 50%      75%     86%                                                                                                     100%          

F After simulation

55  70       100      130            LDL-C [mg/dL]

27% 53%      70%     85%                                                                                                     100%          

E Before simulation

55  70       100      130            LDL-C [mg/dL]

18% 32%      57%     71%                                                                                                     100%          

Supplementary figure 2

Figure S2 | LDL-C distribution before and after the simulation in high-risk patients (A, B), in the subgroup with no/low-dose statin (C, D) and 
in the subgroup with medium/high-dose statin (E, F).
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SSAANNTTOORRIINNII  ppaattiieennttss
VVeerryy hhiigghh  rriisskk

NN==11223344
MMeeaann  LLDDLL--CC  7799..77  mmgg//ddLL

LDL-C at goal or
having received

PCSK9i/BA?

Receiving 
ezetimibe?

Receiving
statins?

Add ezetimibe

LDL-C at goal?

Add bempedoic acid Add bempedoic acid

No / low
intensity

Medium / high 
intensity

N=672
LDL-C 57,9 mg/dL

yes

no N=562
LDL-C 105,7 mg/dL

no

N=373
LDL-C 103,1 mg/dL

LDL-C 79,5 mg/dL

yes

At goal N=159
LDL-C 56,2 mg/dL

no

N=214
LDL-C 96,8 mg/dL

N=403
LDL-C 103,4 mg/dL

N=69
LDL-C 118,0 mg/dL

N=334
LDL-C 100,4 mg/dL

LDL-C 89,5 mg/dL LDL-C 83,7 mg/dL

LDL-C 84,7 mg/dL

At goal N=166
LDL-C 55,8 mg/dL

At goal N=598
LDL-C 50,7 mg/dL

Cumulative at goal N=757
LDL-C 51,9 mg/dL

Cumulative at goal N=923
LDL-C 52,6 mg/dL

yes N=189
LDL-C 111,0 mg/dL

Not at goal N=237
LDL-C 104,9 mg/dL

Not at goal N=562
LDL-C 105,7 mg/dL

Not at goal N=403
LDL-C 103,5 mg/dL

Not at goal but receiving 
a PCSK9i  N=74

LDL-C 116,1 mg/dL

SSAANNTTOORRIINNII  ppaattiieennttss
HHiigghh  rriisskk
NN==111100

MMeeaann  LLDDLL--CC  110088..66  mmgg//ddLL

LDL-C at goal or
having received

PCSK9i/BA?
Receiving
statins?

Add ezetimibe

LDL-C at goal?

Add bempedoic acid Add bempedoic acid

No / low
intensity

Medium / high 
intensity

N=62
LDL-C 79,0 mg/dL

yes

no N=48
LDL-C 146,8 mg/dL

no

N=29
LDL-C 138,2 mg/dL

LDL-C 106,7 mg/dL

yes

At goal N=15
LDL-C 80,9 mg/dL

no

N=14
LDL-C 135,2 mg/dL

N=33
LDL-C 149,6 mg/dL

N=7
LDL-C 175,0 mg/dL

N=26
LDL-C 142,8 mg/dL

LDL-C 131,9 mg/dL LDL-C 118,6 mg/dL

LDL-C 121,6 mg/dL

At goal N=12
LDL-C 81,0 mg/dL

At goal N=56
LDL-C 70,7 mg/dL

Cumulative at goal N=71
LDL-C 72,9 mg/dL

Cumulative at goal N=83
LDL-C 74,0 mg/dL

yes N=19
LDL-C 160,0 mg/dL

Not at goal N=21
LDL-C 145,3 mg/dL

Not at goal N=48
LDL-C 146,8 mg/dL

Not at goal N=33
LDL-C 149,0 mg/dL

Receiving
ezetimibe?

Not at goal but receiving 
a PCSK9i  N=6

LDL-C 156,7 mg/dL

Figure S3 | Application of the simulation algorithm in the very-high-risk subgroup (N=1234) of the Italian cohort of the SANTORINI study; 
results were obtained using the LDL-C goals currently in place in Italy (<70 mg/dL).

Figure S4 | Application of the simulation algorithm in the high-risk subgroup (N=110) of the Italian cohort of the SANTORINI study; results 
were obtained using the LDL-C goals currently in place in Italy (<100 mg/dL)
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