Supplemental Table 2

Discontinuation rates by genotype for all analyzed subjects and variants. AIMSS: Aromatase inhibitor associated musculoskeletal
syndrome; No: number; SNP: single nucleotide polymorphism; Vt: variant; Wt: wildtype

Discontinued due to any toxicity

(No, % of total with genotype)

Discontinued due to AIMSS
(No, % of total with genotype)

Gene SNP Wt/Wt Wt/Vt Vt/Vt Wt/Wt Wit/Vt Vt/Vt
ARVCF rs165815 108 38.8% 35 27.8% 7 38.9% 83 29.9% 27 21.4% 5 27.8%
COMT rs165599 72 40.4% 63 32.8% 15 28.3% 56 31.5% 47 24.5% 12 22.6%
COMT 1s165774 67 30.9% 62 38.5% 20 44.4% 50 23.0% 53 32.9% 12 26.7%
COMT rs2097903 39 34.5% 86 39.8% 25 27.2% 31 27.4% 66 30.6% 19 20.7%
COMT rs4633 33 28.2% 78 37.7% 39 40.2% 24 20.5% 64 30.9% 27 27.8%
COMT rs4646310 103 36.8% 36 32.4% 4 28.6% 82 29.3% 26 23.4% 2 14.3%
COMT rs4680 37 31.4% 67 34.9% 37 38.9% 27 22.9% 54 28.1% 26 27.4%
COMT rs4818 50 35.0% 61 33.7% 19 31.1% 38 26.6% 46 25.4% 13 21.3%
COMT 1s6269 58 36.7% 71 35.9% 22 30.1% 45 28.5% 56 28.3% 15 20.5%
COMT rs933271 80 39.6% 63 35.0% 8 20.5% 60 29.7% 50 27.8% 6 15.4%
CYP19A1 rs10046 40 35.1% 75 34.2% 35 38.0% 29 25.4% 61 27.9% 25 27.2%
CYP19A1 rs1008805 54 37.8% 74 35.9% 15 27.3% 42 29.4% 57 27.7% 9 16.4%
CYP19A1 rs10459592 50 38.5% 68 34.2% 33 34.4% 34 26.2% 57 28.6% 25 26.0%
CYP19A1 rs1062033 49 33.1% 71 35.1% 27 39.1% 37 25.0% 57 28.2% 18 26.1%
CYP19A1 rs11575899 67 34.9% 65 36.1% 18 32.7% 50 26.0% 54 30.0% 11 20.0%
CYP19A1 rs2008691 102 36.8% 41 30.6% 8 50.0% 75 27.1% 34 25.4% 7 43.8%
CYP19A1 rs2289105 41 36.3% 72 33.6% 35 37.6% 30 26.5% 58 27.1% 25 26.9%
CYP19A1 rs2414096 35 33.7% 62 34.3% 27 36.5% 24 23.1% 50 27.6% 17 23.0%
CYP19A1 rs28566535 122 35.0% 22 31.9% 6 66.7% 89 25.5% 20 29.0% 6 66.7%
CYP19Al rs28757184# 144 35.9% 5 23.8% 0 0.0% 109 27.2% 5 23.8% 0 0.0%
CYP19A1 rs3759811 38 33.6% 72 34.6% 26 37.1% 27 23.9% 60 28.8% 16 22.9%
CYP19A1 rs4646 82 38.9% 60 33.0% 7 24.1% 67 31.8% 41 22.5% 6 20.7%
CYP19A1l rs4774585 74 32.3% 55 39.9% 7 41.2% 58 25.3% 39 28.3% 5 29.4%
CYP19A1 rs4775936 46 33.1% 76 35.5% 29 39.2% 35 25.2% 62 29.0% 19 25.7%
CYP19A1 rs6493497 108 37.1% 26 28.0% 2 50.0% 79 27.1% 21 22.6% 2 50.0%
CYP19A1 rs700518 42 34.4% 78 35.0% 30 37.5% 31 25.4% 64 28.7% 20 25.0%
CYP19Al1 rs7181886 119 35.5% 21 36.2% 3 50.0% 88 26.3% 18 31.0% 3 50.0%
CYP19Al rs727479 70 37.0% 62 35.0% 18 32.7% 52 27.5% 52 29.4% 11 20.0%
CYP19Al1 rs730154 83 34.7% 37 34.6% 5 29.4% 59 24.7% 32 29.9% 5 29.4%
CYP19Al rs749292 43 33.1% 76 35.0% 28 38.4% 32 24.6% 60 27.6% 21 28.8%
CYP19Al rs752760 38 35.5% 66 34.4% 37 39.8% 31 29.0% 44 22.9% 31 33.3%
CYP19A1 rs936308 99 36.1% 42 31.8% 8 40.0% 72 26.3% 35 26.5% 7 35.0%
EP300 rs20551 78 34.5% 62 37.1% 6 20.7% 59 26.1% 48 28.7% 6 20.7%
ESR1 1s1062577 130 36.2% 17 29.3% 0 0.0% 100 27.9% 13 22.4% 0 0.0%
ESR1 rs11963577# 149 34.8% 1 100.0% 0 0.0% 115 26.9% 1 100.0% 0 0.0%
ESR1 rs1709181 46 41.8% 59 31.9% 24 32.4% 36 32.7% 40 21.6% 21 28.4%
ESR1 rs1709182 63 40.4% 55 31.6% 18 31.6% 49 31.4% 39 22.4% 15 26.3%
ESR1 rs1884049 7 32.6% 65 39.2% 5 27.8% 57 24.2% 51 30.7% 5 27.8%
ESR1 1s2077647 41 36.3% 66 33.8% 40 37.4% 31 27.4% 51 26.2% 32 29.9%
ESR1 s2228480 104 39.1% 40 30.1% 4 23.5% 81 30.5% 29 21.8% 4 23.5%
ESR1 s2234693 37 35.9% 65 33.7% 34 34.7% 28 27.2% 50 25.9% 27 27.6%
ESR1 1s2347868 81 32.4% 56 37.8% 9 52.9% 60 24.0% 43 29.1% 9 52.9%
ESR1 1s2347869 47 32.6% 71 35.0% 30 40.0% 34 23.6% 55 27.1% 24 32.0%
ESR1 1s2747648# 142 36.0% 5 20.8% 1 50.0% 110 27.9% 3 12.5% 0 0.0%
ESR1 rs2813543 91 36.0% 50 34.2% 11 34.4% 74 29.2% 36 24.7% 7 21.9%
ESR1 1s2982734 59 35.5% 68 35.1% 18 31.0% 39 23.5% 57 29.4% 15 25.9%
ESR1 rs3003917 76 33.3% 60 41.1% 2 16.7% 56 24.6% 46 31.5% 2 16.7%
ESR1 rs3020368 120 35.0% 24 34.8% 1 50.0% 88 25.7% 21 30.4% 1 50.0%
ESR1 rs3020371 63 36.6% 67 35.1% 18 31.6% 43 25.0% 56 29.3% 15 26.3%
ESR1 rs3020376* 85 37.3% 36 34.3% 19 35.8% 62 27.2% 29 27.6% 16 30.2%
ESR1 rs3020377 53 32.1% 75 37.9% 21 36.2% 38 23.0% 58 29.3% 19 32.8%
ESR1 rs3020410 107 36.3% 41 32.5% 4 80.0% 85 28.8% 29 23.0% 3 60.0%
ESR1 rs3778610* 123 34.3% 9 32.1% 4 40.0% 91 25.3% 7 25.0% 3 30.0%
ESR1 rs3798565* 94 35.5% 37 35.6% 9 22.0% 68 25.7% 32 30.8% 8 19.5%
ESR1 rs3798577 40 31.5% 78 37.5% 33 36.7% 29 22.8% 58 27.9% 29 32.2%
ESR1 rs3798758# 140 35.2% 9 37.5% 1 100.0% 107 26.9% 7 29.2% 1 100.0%
ESR1 rs3853250 40 37.0% 71 35.1% 34 32.1% 31 28.7% 53 26.2% 27 25.5%
ESR1 rs4870056 37 36.6% 71 36.2% 31 32.6% 29 28.7% 52 26.5% 25 26.3%
ESR1 rs4870061 83 32.0% 55 39.9% 8 38.1% 62 23.9% 42 30.4% 8 38.1%
ESR1 rs4986934# 135 34.5% 13 41.9% 0 0.0% 104 26.6% 10 32.3% 0 0.0%
ESR1 rs6909026# 132 33.5% 8 44.4% 1 100.0% 99 25.1% 7 38.9% 1 100.0%
ESR1 1s6920483# 134 33.9% 7 38.9% 0 0.0% 102 25.8% 5 27.8% 0 0.0%
ESR1 rs6930355 109 36.5% 35 34.0% 3 25.0% 79 26.4% 31 30.1% 3 25.0%
ESR1 1s750686 61 37.2% 66 34.6% 19 33.9% 42 25.6% 54 28.3% 16 28.6%
ESR1 rs867239# 142 34.9% 9 37.5% 0 0.0% 109 26.8% 7 29.2% 0 0.0%
ESR1 1s926848# 132 34.9% 11 35.5% 0 0.0% 101 26.7% 9 29.0% 0 0.0%
ESR1 rs9322331 67 34.7% 63 34.2% 21 39.6% 52 26.9% 49 26.6% 16 30.2%
ESR1 rs9322335 75 33.5% 63 35.2% 13 54.2% 56 25.0% 48 26.8% 12 50.0%
ESR1 rs9322336 82 34.0% 48 35.0% 11 61.1% 63 26.1% 34 24.8% 10 55.6%
ESR1 rs9322338* 131 36.0% 8 26.7% 5 45.5% 100 27.5% 5 16.7% 5 45.5%
ESR1 1s9322348# 148 34.7% 0 0.0% 4 66.7% 114 26.8% 0 0.0% 3 50.0%
ESR1 rs9340799 52 33.3% 59 32.8% 24 43.6% 39 25.0% 44 24.4% 19 34.5%
ESR1 rs9340817# 135 36.2% 5 27.8% 1 25.0% 103 27.6% 5 27.8% 0 0.0%
ESR1 rs9340835 67 42.1% 58 30.7% 12 27.9% 55 34.6% 39 20.6% 11 25.6%
ESR1 rs9340941*# 126 35.4% 0 0.0% 13 34.2% 99 27.8% 0 0.0% 9 23.7%
ESR1 rs9340958 126 36.0% 17 31.5% 1 50.0% 96 27.4% 14 25.9% 1 50.0%
ESR1 rs9341004 110 34.0% 34 43.0% 1 20.0% 80 24.7% 30 38.0% 1 20.0%
ESR1 rs9341066 118 34.6% 19 35.2% 1 100.0% 88 25.8% 15 27.8% 1 100.0%
ESR1 rs9341070# 148 35.0% 1 25.0% 1 100.0% 114 27.0% 1 25.0% 0 0.0%
ESR1 1s9341072# 137 33.9% 0 0.0% 1 100.0% 104 25.7% 0 0.0% 0 0.0%
ESR1 1s9341077# 143 36.5% 6 17.1% 0 0.0% 111 28.3% 4 11.4% 0 0.0%
ESR1 1s9479188 103 34.7% 41 36.6% 5 29.4% 74 24.9% 36 32.1% 4 23.5%
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Discontinued due to any toxicity Discontinued due to AIMSS

(No, % of total with # repeats) (No, % of total with # repeats)
Gene SNP # repeats None Any None Any
% No % No % No % No
CYP19A1 rs60271534 TTTA repeats 7 38.8% 33 34.2% 117 27.1% 23 26.9% 92
8 34.5% 120 38.0% 30 25.9% 90 31.6% 25
10 35.3% 148 25.0% 2 27.0% 113 25.0% 2
11 35.6% 74 34.7% 76 26.9% 56 26.9% 59

12 34.4% 138 46.2% 12 27.2% 109 23.1% 6



