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(21X FH 7278 FH iR B L o#f (mutation-negative clinically diagnosed FH [CDFH] 199 %) | &
BT 7 b=ad— b (Control 847 fil) & L THAEED PRSLoL-c DA, & DITITEBIRA B OAHTRIC
DUNTE IR L7,



11 &8
xRl BEAEER

Mutation negative

Monogenic FH Controls
CDFH

N 177 199 847
Age, years, mean + SD 40.5+18 50.7£18 62.5+11
Male sex, n (%) 76 (43) 80 (40) 390 (46)
Hypertension, n (%) 34 (19) 55 (28) 311(37)
Diabetes mellitus, n (%) 9(5) 20(10) 75(9)
Current smoking, n (%) 38(21) 54 (27) 149 (18)
Use of lipid-lowering agents, n (%) 21(12) 25(13) 98 (12)
Xanthomas, n (%) 75 (42) 55 (27) N/A
Family history of FH and/or premature CAD, n (%) 128 (72) 79 (40) N/A
Presence of CAD, n (%) 49 (28) 46 (23) 37 (4)
Total cholesterol, mg/dL, median [IQR] 310 [281-352] 294 [266-325] 212 [190-234]
Triglyceride, mg/dL, median [IQR] 103 [70-150] 127 [86-191] 102 [74-144]
HDL cholesterol, mg/dL, median [IQR] 53 [45-63] 54 [45-65] 62 [52-75]
LDL cholesterol, mg/dL, median [IQR] 227 [206-273] 204 [183-236] 124 [102-144]
Adjusted LDL cholesterol, mg/dL, median [IQR] 234 [210-276]) 210 [189-240] 127 [108-150]

Abbreviations: CAD, coronary artery disease; CDFH, clinically-diagnosed familial
hypercholesterolemia; FH, familial hypercholesterolemia; HDL, high-density lipoprotein; IQR,
interquartile range; LDL, low-density lipoprotein; N/A, not applicable; SD standard deviation.
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Monogenic FH Mutation negative CDFH Controls
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P value to Controls

P values adjusted by age and sex. *: P value < 0.05.
Abbreviations: CDFH, clinically-diagnosed familial hypercholesterolemia; FH, familial
hypercholesterolemia; IQR, interquartile range; LDL-C, low-density lipoprotein cholesterol; PRS,

polygenic risk score.
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Monogenic FH Mutation negative CDFH Controls
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Ql Q2 Q3 Q4 Q5 Q 02 Q3 Q4 Q5 Ql Q2 Q3 Q4 Q5
PRS pLc QUINTILE
PRSuoic quintile
ai a2 a3 Qs a5 s
Monogenic FH 229 [214-265] 248 (217-299] 225 (202-274] 245 (209-291) 230[201-262]  0.42
LDL-C Mutation negative CDFH 216 [106-251] 201 [186-230] 205[101-235) 210[189-236] 210[189-244]  0.44
Controls 118 [101-140] 126 [104-144] 131[108-150] 128 [106-148] 137 [116-170] 6.6 x 107"

P-trend calculated using PRSLDLC continuous values by linear regression adjusted by age and sex. *: P
value < 0.05.

Abbreviations: Refer to Figure 1.
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Monogenic FH Mutation negative CDFH Controls

P-trend = 0.68 P-trend = 0.64 P-trend = 0.80
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PRS_p.c QUINTILE

PRSLoLc quintile

a1 Qaz Qa3 Q4 as P-trend
Monogenic FH 81.4% 20.0% 31.4% 28.6% 38.5% 0.68
CAD Mutation negative COFH ~ 22.5% 37.5% 10.3% 20.0% 25.0% 0.64
Centrols 5.3% 4.1% 41% 5.9% 24% 0.80

P trend calculated using PRSLDLC continuous values by logistic regression adjusted by age and sex.

Abbreviations: Refer to Figure 1. CAD, coronary artery disease.
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