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[ Table 2

Cox proportional hazard models of association with incident AD by timing, duration, and type of HT

HR (95% CI)
No.? P-Y AD Crude Adjusted 1° Adjusted 2°

Model 1

No HT 663 4,577 89 1.0 1.0 1.0

Any HT 1,105 8,435 87 0.78(0.58-1.06) 0.78(0.57-1.06) 0.80(0.58-1.09)
Model 2

No HT 663 4,577 89 1.0 1.0 1.0

HT (any type) initiated within 5 y of menopause 727 5541 52 0.69(0.49-0.98) 0.69(0.49-0.98) 0.70(0.49-0.99)¢

HT initiated >5 y after menopause 378 2,893 35 0.98 (0.66-1.46) 0.96 (0.64-1.43) 1.03(0.68-1.55)
Model 3

No HT 663 4,577 89 1.0 1.0 1.0

HT (any type) initiated within 5 y of menopause for <3y 170 1,223 13 0.68(0.38-1.22) 0.71(0.40-1.28) 0.71(0.39-1.28)

HT initiated within 5 y of pause for 3-10y 80 645 6 0.72(0.31-1.65) 0.71(0.31-1.63) 0.71(0.31-1.65)

HT initiated within 5 y of menopause for =10y 452 3,513 29 0.67 (0.44-1.03) 0.64(0.42-0.99) 0.63(0.41-0.98)¢

HT initiated =5 y after menopause for <3y 122 966 11 1.05(0.56-1.99) 0.97(0.51-1.84) 1.04(0.54-1.97)

HT initiated >5 y after menopause for 3-10y 104 820 8 0.90(0.44-1.88) 0.90(0.43-1.87) 0.92(0.44-1.92)

HT initiated >5 y after menopause for =10y 114 842 11 0.92(0.49-1.73) 0.92(0.49-1.73) 1.00(0.53-1.91)
Model 4

No HT 663 4,577 89 1.0 10 1.0

Any unopposed HT 660 4,908 49 0.66 (0.46-0.93)¢ 0.68 (0.48-0.98)¢ 0.70(0.49-1.01)

Any opposed HT 409 3,264 32 0.99(0.65-1.51) 0.90(0.59-1.39) 0.93(0.60-1.43)
Model 5

No HT 663 4,577 89 1.0 1.0 1.0

Unopposed HT initiated within 5 y of menopause 472 3,524 34 0.62(0.42-0.92)¢ 0.65(0.43-0.97)¢ 0.65(0.43-0.98)¢

Unopposed HT initiated >5 y after menopause 188 1,384 15 0.76(0.44-1.32) 0.79(0.46-1.38) 0.86(0.49-1.51)

Opposed HT initiated within 5 y of menopause 232 1,852 13 0.72(0.40-1.30) 0.65(0.36-1.19) 0.65(0.36-1.18)

Opposed HT initiated =5 y after menopause 177 1,412 19 1.34(0.80-2.22) 1.23(0.74-2.07) 1.32(0.78-2.24)
Model 6°

No HT 663 4,577 89 1.0 1.0 1.0

Unopposed HT initiated within 5 y of menopause 472 3,524 34 0.62(0.42-0.92)¢ 0.65(0.43-0.97)¢ 0.65 (0.43-0.98)¢

Opposed HT initiated within 5 y of menopause 231 1,840 13 0.73(0.40-1.31) 0.65(0.36-1.19) 0.65(0.36-1.18)

Unopposed HT initiated >3 y before baseline 131 991 10 0.71(0.37-1.36) 0.75(0.39-1.46) 0.80(0.41-1.56)

Opposed HT initiated >3 y before baseline 115 912 10 1.03(0.53-2.00) 0.99(0.50-1.93) 1.03(0.52-2.03)

Unopposed HT initiated within 3 y of baseline 57 392 5 0.91(0.37-2.26) 0.90(0.36-2.24) 1.02(0.41-2.54)

Opposed HT initiated within 3 y of baseline 63 511 2.02(1.00-4.09) 1.70(0.84-3.45) 1.93(0.94-3.96)

Abbreviations: AD = Alzheimer disease; Cl = confidence interval; HR = hazard ratio; HT = hormone therapy; P-Y = person-years of observation.

2 The numbers in this column do not add up to 1,768 in all cases because of missing data on timing, duration, or type of HT.

b Adjusted for baseline age, APOE status (=4 vs no £4), and years of education.

¢ Adjusted for baseline age, APOE status, years of education, and decile propensity score (see Methods).

d Statistically significant at p < 0.05.

® Model 6 categorizes HT use into mutually exclusive groups of those who initiated HT within 5 years of menopause, those who did not initiate HT within 5
years of menopause but did so >3 years before baseline, and those who did not initiate HT within 5 years of menopause but did so within 3 years of
baseline. The latter group captures risk associated with recent initiation of HT.
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