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Appendix Table A. Type of sequence variants identified and frequency of therare allelein 11
reverse cholesterol transport (RCT) genes of 95 subjects. (Bold : rare allele frequency > 3%.)

GENE Rare allele frequency (%)
Exon | Base position® | Variant®
ABCA1
Promotor -1426 | C-T 35
-1283 | G-A 9
-1263| T-C 2
-1248| C-T 8
-1126 | G-T 13
-964 | T-G 46
-654 | G-A 15
del-ins 36
-588 | C-T a7
-431 | G-C 33
-326 | C-T 5
-302 | G-C 32
-256 | ins ACCCC 5
-123|G-C 37
-107 | G-C 1
-38|C-T5f 38
1 11| C-G5 UTR 1
+92 | T-C3'f 37
2 16| Gins5 UTR 14
76| G-C5 UTR 13
+68 | G-A 3 f 7
3 -50| T-C5'f 13
+26 | G-A 3'f 2
4 No variant
5 -83|A-G5'f 1
+76 | T-G3'f 3
6 53| G-Anc 30
7 113| G-Anc 29
8 No variant
9 -14|Ains5' f 5
123 | C-T nc 14
135|G-A nc 9
10 No variant
11 -105|A-G5'f 9
-62|Gins5' f 34
-39-(-37) | TCCdel 5 f 9
-13|C-T5'f 4
12-13 No variant
14 +24 | T-A3'f 32
15 59| C-T5 f 3
148 | C-A nc 14
+32|G-T3f 2
16 120 | G-T nc 1
196 | G-A Va-Met 7
210 C-Gnc 1
+55|G-C3 f 1
+95|T-A3 f 17
17 136 | G-A nc 3
18 107 | A-G lle-Met 11
+75|G-A3 f 1
19 -715|G-A3f 3
-68| G-C5 f 4
20 No variant
21 -104|C-T5 f 1




22 +118| T-G3' f 32
23 +102|A-G3' f 6
24 -65|G-A5' f 1
54| G-Cnc 5
25 b.7| C-T Ser-Phe 1
b.98 | A-G nc 1
+23|G-A3 f 6
26 No variant
27 +74|C-A3 f 1
28 98| G-A nc 1
29 -34|C-T5 f 1
30 No variant
31 7|G-Anc 13
32 72| G-Tnc 1
+30|T-G3'f 7
34 -144|C-T5 f 1
-132[CTinsb5 f 22
-26| G-C5 f 10
35 62| G-A Arg-Lys 23
36-37 No variant
38 -61|T-C5 f 1
47| T-C5' f 1
39 139 | C-T nc 1
40 No variant
41 -25|C-T5 f 1
42 -119|C-T5 f 2
43 No variant
44 +18|T-C3 f 15
45 +68|T-C3 f 15
46 -62|insdel 5 f 1
114 | C-T nc 1
47 -39|Tdd 5 f 1
-34|C-TH f 1
48 +13|A-G3 f 5
49 +55|G-C3 f 13
50 483 | G-T 3 UTR 1
834|C-T3 UTR 28
863 | T-C3 UTR 1
1014-1015 | CG del 3 UTR 1
2037 |A-G3 UTR 14
2064 | A-C 3 UTR 2
2452 | A-G3 UTR 21
2658 | T-G3 UTR 6
2691 | T-G3 UTR 1
3038 | G-A 3 UTR 5
APOA1
1 +41|C-T 3'f 36
2 -14|C-T5'f 1
+33|C-T3f 14
3 75| C-T Thr-lle 1
APOE
1 +69 | G-C3'f 32
2 +64 | C-T 3'f 1
+78| G-A 3'f 5
3 -106 |G-T5'f 3
4 152 | T-C Cys-Arg 8
290 | C-T Arg-Cys 15
415|C-T n.c. 1
CETP
1] -11 [GC5'f 36



66 |G-A5 UTR 1
174 | C-G Ala-Gly 1
+95 |[C-A3'f 4

2 No variant
3 -48 |C-A5'f 1

4 No variant
5 +64 |C-T3f 1
6 -56 |G-AG5'f 45
7 |G-Anc. 1
7 -70 |C-T5'f 1
+8 |C-T3f 45
8 +77 |G-A3f 3
9 -203 |C-T5'f 1
51 |T-C5f 5
54 | G-Tnc. 1
111 |C-Tnc. 6
+24 |T-G3'f 15
+29 |A-G3'f 17
+65 |[C-T3f 1

10-11 No variant
12 7 |G-AVva-Met 1
22 | G-CAlaPro 2
+198 | 12bpINS3 fl. 13

(CTGCCAGGAAGA)
13 -14 |C-T5f 31
14 16 |A-GlleVvad 31
15 82 | G-A Arg-GIn 5
16 -30 |A-G5'f 36
159 |G-A3'UTR 22
EL

1 229 |T-GTrp-Gly (5 UTR) 40
315 |[C-Tn.c. 1
+51 |C-T3f 40
+55 |[C-G3'f 40
2 44 |C-T5'f 2
3 -22 |T-C5'f 17
7 | G-A Gly-Ser 1
53(T111l) |C-T Thr-lle 37
4 +98 |G-A3'f 34
5 -85 |C-T5f 2
+42 |C-T3f 40
6 142 | G-A Arg-His 1
7 -76 | T-G5'f 3
8 -101 |T-C5'f 1
+120 |A-T3'f 2
9 -108 |T-C5'f 43
10 304 |T-C3 UTR 3
337 |A-G3 UTR 9
470 |C-T3 UTR 1
504 |A-G3 UTR 28
506 |C-T 3' UTR 2
769 |G-A3 UTR 1
1004 |C-T 3' UTR 1
1026 |T-C3 UTR 1
1109 |[T-A3 UTR 3
1349 |T-C3 UTR 3
1525 |[T-G3 UTR 1
1528 |T-C3 UTR 2
1572 |G-A3 UTR 1
2053 |T-G3 UTR 5



2055 |T-G3 UTR 1
HL
Promotor 544 | C-T 30
-510 |C-T 2
-280 |G-A 32
1 +52 |C-T3f 10
+64 |A-G3'f 2
+111 |G-A3'f 1
2 No variant
3 2719 |G-Ab5'f 39
-242 | T-C5'f 19
-46 |G-A5'f 20
10 |G-AVva-Met 4
42 |C-Tn.c. 1
67-70 |CCAGdd 1
156 |G-An.c. 1
159 |C-Tn.c. 1
4 9 |T-Gn.c. 42
5 -95 |T-G5'f 1
-31 |C-T5'f 1
-8 |C-Ab5'f 5
17 |A-Gn.c. 9
70 | A-G Asp-Ser 33
98 |C-Gn.c. 44
6 58 | C-T Ser-Phe 1
173 | C-Tn.c. 1
216 |G-AVa-lle 1
7 17 | A-CLeu-Phe 1
47 |G-An.c. 1
+31 |T-C3'f 8
+36 |CAins3 f 1
+110 |G-A3'f 1
+111 |[A-T3'f 1
+125 |G-C3'f 1
8 45 | C-T Thr-Met 1
57 |A-CAsp-Ala 1
+28 |C-T3f 1
+111 |T-C3'f 36
9 49 |C-Anc. 7
+124 |A-G3'f 1
LCAT
1 +123|C-T3'f 2
2-3 No variant
4 -23|C-A5'f 1
5 171 | T-A n.c. 3
6 429| C-T n.c. 7
LPL
1 No variant
2 -91| G-A 5' flank 1
18 (D9N) | G-A Asp-Asn 2
3 3|A-Cn.c. 1
156 | G-A n.c. 3
+134 | T-C3'f 1
4 b.6 | G-A n.c. 6
5 -108 | A-C5'f 1
+33|C-G3'f 17
+37|T-C3'f 17
+103| C-T 3'f 17
6 -83|C-G5'f 1
-34|C-T5'f 1
178 (N291S) | A-G Asn-Ser 1




+16 | T-C3'f 1
+73|T-G3'f 22
+82|C-A 3'f 17
+108 | G-A 3'f 16

7 No variant
8 -102|C-G5'f 1
25| C-An.c. 12
9 90| T-G5'f 34
99 (S447X) | C-G Ser-STP 15
10 -11|C-T5f 15
10| G-A3'UTR 16
15| T-A3'UTR 1

PLTP

Promotor -405 | C-T 1
-180 | G-GG 11
-54-(-51) | GGA del. 5' f. 1
1 +26 | G-C3 f 11
2 -76|C-T5'f 45
3 +56 | G-A 3'f 1
4 106 | G-T n.c. 1
+97 |A-C3'f 24

57 No variant
8 -145|G-A5'f 1
9 140 | G-A Arg-GlIn 1
10 +70|G-T 3'f 6
11 -34|G-T5'f 1
12 8| G-A Arg-His 1
31| C-T Arg-Trp 1
+68 | A-C3'f 34
13 +19|G-A3 f 1
14 -64|G-T5 f 1

SR-BI

1 72| G-A Gly-Ser 6
2 -88| G-A5'f 1
+68 | G-A 3 f 1
3 119 | G-A Val-lle 1
4 73| G-A Gly-Ser 1
75| C-T n.c. 1
+60|C-T 3'f 1
5 +54 | C-T 3'f 10

6 No variant
7 -202 | A-G5'f 1
61| C-T n.c. 1
8 41| C-T n.c. 48
+73|C-A3'f 1

9-10 No variant
11 41| C-G5 f 4

12 No variant
13 49| C-T 3 UTR 1
72| G-A3'UTR 2
+37 | C-T poly A 1
+72 | T-Cpoly A 24

8 Distance from the first/last exonic base on the 5’ / 3' flanking regions.

£ del : deletion; f : flank ; ins: insertion ; n.c. : no amino acid change; UTR : untranslated region.



Appendix TableB. Tier 1 selected Atherogenic T, Atheroprotective T, and Gender-Dependent T reverse cholesterol transport (RCT) gene SNPs assayed in all
cases’ and controls®, with internal cross-validations in five 80%:20% subsamples. (= : 37 SNPsretained for Tier 2, 3, 4 modeling in the total sample;
1b : 14 Tier 1b SNPs excluded due to high correlation or rare variant < 5%.)

Internal Cross-Validations

= Tota Sample Results

Individual SNP Odds Ratio (OR (95% Cl)) * (Atherogenic T or Atheroprotective'), Individual SNP SNP x
Gene or SNPx Gender interaction p OR (95%Cl)) £ Gender
Subsample Atherogenic " or interaction
Exon Position” A B [ C [ D E Atheroprotective ' p (ORy, OR,) |
ABCA1l
12> -1126 0.059 0.035 0.030 0.093 0.057 (0.42,1.39)
> 654 179 (091-352) | 163 (0.84-316) | 161 (0.80-324) | 167 (0.87-322) | 161 (0.84309) | 166 (0.91-3.00)
326 (1b) NA 0.052 NA 0.047 0.044 (7.25,0.34)
-38 0.097
+92 0.096
2 > +68 043 (0.18-1.04) 060 (0.25-142) | 056 (0.241.30) | 059 (0.25139) | 058 (0.27-1.25)
3 50 1.74 (0.90-336) 152 (0.80-2.88)
5 +76 (1b) 183 (044769) | 244(052-114) | 261(066-104) | 269 (065-110) | 249 (0.62-10.0) | 242 (0.69-852)
6 53 0.064 0.087
7 113 0.096
9 123 1.92 (0.91-4.04) 155 (0.75322)
135 0.64 (0.32-1.31)
1 13 065 (0.28-152)
6> 1% 041 (0.12-1.36) | 0.65 (0.19-2.24) 038 (0.11-1.33) | 059 (0.21-1.69)
17 1% 0.64 (0.24-1.74)
19 68 161 (0.64-4.06)
75 (1b) 0014 NA 0.39 (0.06-2.32) 0.078 0.030 0.031 (2.88,0.092)
2 +118 0.58 (0.32-1.05) 0.084
239> +102 0.053 1.63 (0.60-4.38) 0.058 157 (062-396) | 151 (0.65353)
24 54 054 (0.18-1.63) 0.028
329> +30 210 (0.97-454) | 198 (0.80-442) | 353 162-7.72) 0.057 269 (121-559) | 2.28 (L16-4.52)
B> 60 0.069 174 (0.97310) | 189 (L05344) | 180 (1L.00-3.22) 159 (0.95-2.66)
5 +68 181 (0.98-3.34)
8 +13 162 (0.68-3.85)
29 +5% 065 (033-1.28) | 060 (0.32-1.13)
50> 834 060 (033-1.09) | 061 (034110) | 052 (0.29-0.91) | 063 (0.38-1.06)
= 2037 0.072 0.062 0.046 0.065 (0.73,2.12)
2> 2452 0.059 0.079 0.063 0.067 (1.25,0.44)
> 3038 025 (0090.70) | 031 (0.11-0.84) | 030 (0.12-0.73) | 021 (0.08-055) | 021 (0.08054) | 026 (0.11-061)

APOA1




2 9 +33 | 205 (0.94-445) | 248 (1.09-564) | 1.97(0.90-430) | 245 (1.15527) | 226 (1.04489) 221 (1.11-443) |
APOE
1 +69 1.50 (0.82-2.75)
2 +78 (1b) 310 (1.32-7.29) | 3.22 (1.33-7.75) | 3.78 (1.50-950) | 3.88 (1.66-9.08) | 4.23 (1.82-9.85) | 3.54 (1.65-7.61)
4 152 (C128R) N.B.: 1or 2rarevariants on exon 4b.290 (only) = APOE2 (E2/E3 or E2/E2)); on exon 4b.152 (only)= APOE4 (E3/4 or E4/E4); no rare variantson
290 (R175C) either 4b.152 or 4b.290 = APOE3 (E3/ES3); excluded: 1 rare variant on APOE 4b.152 and APOE 4h.290 = E2/E4.
2> APOR2 0.20 (0.08-0.46) | 0.13 (0.05-0.33) | 0.19 (0.08-0.44) | 0.5 (0.06-0.37) | 0.19 (0.08-0.42) | 0.17 (0.08-0.37)
APOE3 1.74 (0.96-3.18)
2> APOE4 1.82 (0.87-3.78) | 3.36(1557.29) | 222 (1.09-454) | 242 (119-493) | 269 (1.31-550) | 2.40 (1.26-4.56)
CETP
1> -629 238 (1.20-4.72) | 2.89 (1.49-561) | 245 (1.23-490) | 234 (1.21-453) | 2.85 (1.47-552) | 255 (141-4.63)
+95 1.60 (0.64-4.01) 0.065
6 & -56 041 (0.22-0.79) | 0.49 (0.27-090) | 042 (0.22-0.79) | 046 (0.25-0.87) | 0.37 (0.20-0.70) | 0.43 (0.25-0.76)
7 +8  (1b) 0.41 (0.22-0.78) 0.086 041 (0.22-0.76) | 0.46 (0.25-0.84) | 0.38 (0.21-0.70) | 0.42 (025-0.73)
8 +77 (1b) 2.26 (0.59-8.58) 1.70 (052-560) | 1.70 (0.51-5.70) 1.61 (0.54-4.81)
9 -51 0.098
111 156 (0.57-4.27) | 1.58 (0.59-4.23)
> +24 2.08 (1.13-3.85) | 1.51 (0.87-2.62)
+29 (1b) 1.61 (0.86-3.01) | 1.54 (0.84-2.82) 1.56 (0.86-2.84) | 2.08 (1.14-3.82) | 1.63 (0.95-2.80)
13 -14 0.64 (0.35-1.16)
15 82 1.64 (0.46-5.86)
16 159 1.66 (0.88-3.13) 0.065 1.53 (0.82-2.87)
EL
1 +55 1.51 (0.82-2.77)
229 (1b) 0.012 0.063 0.066 0.033 (0.62, 2.01)
3 -22 0.57 (0.30-1.08) | 0.62 (0.33-1.16)

2% 53(T1111) % 0.56 & 0.17% 0.28% 0.047 & 054 % 0.21 (0.70,1.37) &
4 +98 & 0.039 0.054 0.014 0.045 (0.60, 1.77)
5 +42 0.079 0.62 (0.34-1.13)

7 -76 0.61 (0.18-2.09)
9 -108 0.072 0.039
10 304 0.65 (0.23-1.87)
> 337 1.64 (0.77-347) | 174 (0.85-357) | 227 (1.06-4.86) | 2.06 (0.95-4.49) 1.81 (0.93-3.50)
> 504 0.058 0.0085 0.066 0.064 (1.28, 0.47)
1349 0.55 (0.20-1.56) | 0.56 (0.20-1.54)
HL
1 -544 0.56 (0.30-1.04) | 0.67 (0.37-1.21) 0.66 (0.37-1.21) | 0.66 (0.37-1.19)
> -280 051 (0.27-0.94) | 059 (0.33-1.07) 0.63 (0.35-1.14) | 0.62 (0.36-1.05)
3> -279 0.0049 0.011 0.038 0.071 0.022 (0.59, 2.22)
-242 0.093




> 46 0.0042 0.0033 0.0075 0.66 (0.36-1.20) 0.017 (1.85, 0.47)
10 (1b) 159 (0.54-4.64) | 1.87 (0.58-6.00) 0.036 0.015 0.080 (4.16, 0.63)
4 9 055 (0.30-1.01) 0.66 (0.37-1.19)
5 8 (Ib) 053 (0.20-1.39) 049 (0.19-1.26) | 055 (0.22-1.39) | 0.63 (0.27-147) | 056 (0.25-1.26)
> 17 0.38 (0.13-1.09) | 065 (0.24-1.81) | 056 (0.22-146) | 0.6 (0.16-1.34) 0.46 (0.19-1.09)
> o8 0.63 (0.32-1.23) 0.025 061 (0.31-1.17) | 059 (0.30-1.15) 0.085 0.65 (0.37-1.14)
7 +31 (1b) 0.39 (0.12-1.28) 0.048 050 (0.19-1.36) | 059 (0.22-1.61) | 053 (0.21-1.37) | 050 (0.21-1.21)
8 +111 0.099 0.084
LCAT
5 171 0.67 (0.15-3.03) 154 (0.31-7.57)
6 > 429 0.067 0.074 0.061 0.079 (159, 0.41)
LDLR
2 9 LDLR2 0.64 (0.32-1.28) | 055 (0.28-1.12) | 0.44 (0.22-0.88) | 0.64 (0.33-126) | 052 (0.27-1.03) | 0.55 (0.30-1.02)
(rs2228671)
Int9  rsl003723 0.55 (0.29-1.05)
11 LDLRI11 0.61 (020-1.84) | 052(0.17-1.58) | 047 (0.16-1.41) | 0.36 (0.11-117) | 0.37 (0.12-1.13) | 046 (0.17-1.24)
(rs5929)
12 rs5930 0.057
UTR  rs1433099 0.075
LPL
3 156 1.90 (0.57-6.29) 0.029
49 6 045 (0.18-1.17) 0.46 (0.19-1.14) 0.61 (0. 27-1.35)
5 +33 0.62 (0.34-1.15) 0.65 (0.36-1.20) | 067 (0.36-1.22)
> 137 059 (0.32-1.09) 063 (0.34-1.17) | 065 (0.35120) | 066 (0.38-1.14)
+103 059 (0.32-1.09)
6 +73 (1b) 063 (0.34-1.18) | 047 (0.26:0.84) | 064 (0.36-1.15) | 055 (0.31-099) | 050 (0.28-0.90) | 056 (0.33-0.94)
> 48 2.16 (1.07-4.38) | 1.60 (0.79-3.26) 1.74 (0.90-3.38) | 155 (0.84-2.84)
+108 0.60 (0.32-1.12)
8 25 055 (0.26-1.15)
>  +481 (Hindil) 054 (0.29-098) | 057 (0.31-1.03) | 059 (0.32-1.07) | 0.60 (0.33-1.08) | 0.68 (0.38-1.21) | 0.60 (0.36-1.01)
9 -90 (1b) 056 (0.31-1.02) | 058 (0.32-1.03) 0.61 (0.34-1.08) 0.64 (0.38-1.07)
> 99 (S447X) 0.44 (021-0.90) | 0.30 (0.15062) | 040 (0.16-0.81) | 045 (0.23-090) | 0.37 (0.19-0.75) | 0.39 (0.21-0.73)
10  -11 (1b) 045 (022090 | 0.34 (0.17-0.68) | 0.0 (020-0.80) | 043 (0.22-0.84) | 0.35 (0.18-068) | 0.39 (0.21-0.72)
10 10 061 (0.31-1.22
PLTP
1 > -180 0.39 (0.15-1.04) 0.40 (0.16-1.02) | 063 (0.25163) | 037 (0.13-1.02) | 050 (0.22-1.19)
> 26 0.099 0.34 (0.16-0.76) | 0.29 (0.13-0.68) 0.020 0.030 0.023 (0.64, 0.15)
2 76 157 (0.83-2.97)
10> +70 021 (0.07-061) | 0.19 (0.07-052) | 0.16 (0.06-0.46) 0.053 0.18 (0.07-049) | 0.21 (0.09-0.51)
12 +68 169 (0.91-3.12) 151 (0.83-2.74)




SR-BI

1 72 (G2S) 0.064 167 (0.77-3.64)
8 > 41(A350A) 0.043 0.019 0.046 0.064 0.022 0.020 (0.40, 1.74)
11 41 1.86 (0.65-5.30)

T Adjusted OR > 1.50 (Atherogenic SNP), or OR < 1/1.50=0.67 (Atheroprotective SNP), or (SNP x gender) interaction (nominal) p < .10 and at |east one gender-specific OR

(men: OR,,; women: OR,,) satisfying Atherogenic or Atheroprotective criteria (Gender-Dependent SNP). (N.B. : Gender-Dependence overrides Atherogenic /
Atheroprotective characterization)

8 Cases: atherogenic lipid profile (low HDL-C, high LDL-C) (186 subjects); controls: non-atherogenic lipid profile (high HDL_C, low LDL-C) (185 subjects).

* Relativeto first / last exonic base onthe 5’ / 3' flanking region.

£ Single SNIP, case-control OR adjusted for nongenetic covariates [gender, age, BMI, education, country of birth, cigarette smoking, alcohol drinking,
dietary fat (%), dietary fiber(g), physical inactivity].

% Likelihood ratio test of model in £ vs. extended model including SNP x gender interaction.

& EL: exon 3 b.53 (T111l) was substituted for exon 4 b.+98 due to high correlation (total sample r =0.96 (men/women: 0.99/0.93)) in modeling based on the total sample and
modeling based on any subsample for which both SNPs were selected in Tier 1.



Appendix Table C. RCT gene Tier 2 (nominal) p=.10 stepdown selection final models within Tier 1 SNP groups, with internal
cross-validations in five 80%:20% random subsamples.

Atherogenic
SNPsin final models Entry Step

for total sample Total 80% random subsample
or subsamples: Sample

APOE4

CETP 1b.-629
APOA1 2b.+33
ABCA1 32b.+30
LPL 6b.+82

EL 10b.337

OUNWNR
O WR N
PN D w R |
W' R~ NO
v N | O
WA O NM

w

For subsamplesonly :

ABCA1 45b.+68 -

APOE3 -

CETP 9b.+29 -

NIN|OT]
1
]
1
a1

CETP 16b.159 -

Atheroprotective
SNPsin final models Entry Step

for total sample Total 80% random subsample
or subsamples: Sample

APOE2
PLTP 10b.+70

LPL S447X
ABCA1 50b.3038
CETP 6b.-56

HL 5b.98

HL 1b.-280

LDLR? (rs2228671)

OCO~NURWNR
rNBoso0owrR >
© ' LU AN RO

For subsamplesonly :

=
o
1
1

ABCA1 2b.+68 - 6 -

ABCA1 24b.54 - 8 -
HL 1b.-544 - - -
HL 4b.9 - - -
HL 5b.17 - - -
HL 5b.+42 - - -
PLTP 1b.+26 - - 2
PLTP 1b.-180 - 7 -

W NNO)
1
1

Gender-Dependent




SNPsin final models

Entry Step

for total sample Total 80% random subsample
or subsamples: Sample A B C D E
PLTP 1b.+26 1 1 Athero- Athero- 1 1
+ gender interaction 2 not retained protective protective 2 2
ABCA1 50b.2037 3 - - - 3
+ gender interaction 4 - - - 4
EL 10b.504 5 - - - 5 10
+ gender interaction 6 - - - 6 11
SR-BI A350A 7 6 3 5 11 8
+ gender interaction 8 7 4 6 12 9
ABCA1 1b.-1126 9 - 7 3 13 12
+ gender interaction 10 - 8 4 14 13
HL 3b.-279 11 2 - 1 9 6
+ gender interaction 12 3 - 2 10 7
For subsamplesonly :
ABCA1 1b.-38 - - - - - 14
+ gender interaction - - - - - 15
ABCA1 6h.53 - - - - 7 -
+ gender interaction - - - - 8 -
ABCA1 23b.+102 - 4 - 7 - -
+ gender interaction - 5 - 8 - -
ABCA1 24b.54 - - - 9 - -
+ gender interaction - - - 10 -
ABCA1 50b.2452 - 8 - - - -
+ gender interaction - 9 - - - -
HL 5b.98 - - 1 - - 3
+ gender interaction - - 2 - - 4
HL 7b.+31 - - 5 - - -
+ gender interaction - - - - - -
LCAT 6b.429 - - - - - 5
+ gender interaction - - - - - not retained

8 Order of forced-forward entry of SNPs retained in model after stepdown selection.




Appendix Table D. RCT gene Tier 3 (nominal) p=.05 stepdown selection (SNPs only, nongenetic covariates forced into model) final
models, with internal cross-validations in five 80%:20% random subsamples.

SNPsin final models
for total sample

or subsamples:

APOE2

PLTP 1b.+26

LPL 447X

CETP 6b.-56

ABCA1 50b.3038
LDLR2 (rs2228671)

HL 1b.-280

ABCA1 32b.+30

PLTP 1b.+26 x Gender
SR-BI A350A

SR-BI A350A x Gender
HL 3b.-279

HL 3b.-279 x Gender
For subsamplesonly :
ABCA1 1b.-1126
ABCA1 1b.-1126 x Gender
ABCA11b.-38
ABCA1 1b.-38 x Gender
ABCA1 23b.+102
ABCA1 23b.+102 x Gender
ABCA1 45b.+68
APOA1 2b.+33
APOE4

CETP 1b.-629

CETP 9b.+29

HL 4b.9

HL 5b.98

HL 5b.17

EL 5b.+42

EL 10b.337

EL 10b.504

EL 10b.504 x Gender
LPL 6b.+82

PLTP 1b.-180

Tota
Sample

OCoO~NOOUIAWNE

80% random subsample

Entry Step 8
A B C
1 1 1
2 3 5
- - 2
3 2 8
- - 3
5 - -
4 : 9
8 - 17
9 . 18
10 ; 11
11 ; 12
. 9 13
- 10 14
- - 15
: : 16
- 5 -
- 8 -
. 4 10
6 7 -
- - 4
7 - -
i : 6
- - 7
. 6 .

P NR D WP O

11
12
13
14

BHo ' o

TWN R M

S Order of forced-forward entry of SNPs retained in model after stepdown selection.




Appendix Table E. RCT gene Tier 4 (nominal) p=.05 stepdown selection (SNPs + nongenetic covariates) final models, with internal
cross-validations in five 80%:20% random subsamples.

Covariates/'SNPs Entry Step 8

in final models

for total sample Totd 80% random subsample

or subsamples: Sample A B C D E
BMI (kg/m?) 1 1 1 1 1 1

APOE2 2 2 2 5 3 2

PLTP 1b.+26 3 5 4 2 5 5

Alcohol: Medium+High 4 6 3 4 4 10
Alcohol: Low 5 7 7 6 6 11
Current Smoker 6 4 5 3 2 3

ABCA1 50b.3038 7 9 6 11 7 -

LPL S447X 8 - - 7 - 4

Age (yrs) 9 - - 12 8 9

Gender 10 3 12 15 0 12
ABCA1 32b.+30 11 8 - 9 - -

LDLR2 (rs2228671) 12 - - 8 - 8

HL 1b.-280 13 10 - - - -

HL 3b.-279 14 15 - 20 19 -

HL 3b.-279 x Gender 15 16 - 21 20 -

SR-BI A350A 16 13 - 24 17 -

SR-BI A350A x Gender 17 14 - 25 18 -

For subsamplesonly :

Education (Low) - 12 - 19 - -

ABCA1 1b.-1126 - - 11 17 13 14
ABCA1 1b.-1126 x Gender - - 13 18 14 15
ABCA1 1b.-38 - - - - - 16
ABCA1 1b.-38 x Gender - - - - - 17
ABCA1 23b.+102 - - - 22 - -

ABCA1 23b.+102 x Gender - - - 23 - -

ABCA1 45b.+68 - - 8 - - -

APOA1 2b.+33 - - - 16 - -

APOE4 - - 10 - - -

CETP 1b.-629 - 11 - - - -

CETP 6b.-56 - - - - 9 -

CETP 9b.+29 - - - - - 6
HL 4b.9 - - - 10 -

HL 5b.17 - - - 14 - -

EL 5b.+42 - - - - 12 -




EL 10b.337 - - - 13
EL 10b.504 - - - -
EL 10b.504 x Gender - - - -
LPL 6b.+82 - - 9 .
PLTP 1b.-180 - - - .
PLTP 1b.+26 x Gender - - - -

15
16

11

$ Order of forced-forward entry of SNPs retained in model after stepdown selection.



APPENDIX FIGURE LEGENDS

APPENDIX FIGURE A

Histogram of rare allele frequency (%) differences for 121 RCT gene common SNPs (rare allele frequency > 3%) that were assayed in both the resequencing subsample

(n=95) and in the remaining case-control sample (n=276). Median frequency difference = 0%, mean = -0.19%, SD = 3.9%).

APPENDIX FIGURE B

Minimum case (n=186) / control (n=185) single-SNP unadjusted odds ratio (OR) detectable with specified statistical power (1-p) = 60% (10%) 90%, 95%, 99% (2-tailed a =
5%) as a function of the control proportion with rare allele(s) (heterozygote/homozygote) for a given SNP. The power for the corresponding adjusted OR would be greater

than for the unadjusted OR.
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