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Executive Summary

The Women's Health Initiative (WHI) Clinical Trial (CT) and Observational Study (OS) completed
follow-up on all study participants on March 31, 2005. The final database for the study was created on
September 12, 2005. This report documents the status of each study component in this database with
regard to intermediate outcomes, vital status and clinical outcome event rates. Event rates are provided
by study component, age, and race/ethnicity but not by CT randomized assignment as final results have
not yet been published. For the Dietary Modification (DM) trial information on baseline and follow-up
dietary intake is also provided. Statistical methods have been described in previous reports.

Lists of published and proposed papers and approved ancillary studies are also provided.
WHI Clinical Centers and their Principal Investigators at study termination are listed in Table 1.7. The

Clinical Coordinating Center at the Fred Hutchinson Cancer Research Center, Seattle WA was led
throughout the study by Ross Prentice, PhD.

R:AReports\Annual\Progress\2005\Annual 9-05\Exceutive Sumimary.doc




WHI, Annual Progress Report . - ‘ ’ Page 2-1

Table 2.1
Hormone Replacement Therapy Component Age — and Race/Ethnicity - Specific Recruitment

Data as of September 12, 2005; Events through Study Closeout

Total % of Overall Design
HRT Participants Randomized Goal Distribution Assumption
Age
Overall 27,347
50-54 3420 125% T13% 0%
55-59 5,413 99% 20% 20%
60-69 12,360 100% 45% 45%
70-79 6,154 90% 23% 25%
Without Uterus 10,739
50-54 1,396 113% 13% 10%
55-59 1,917 78% 18% 20%
60-69 4,851 88% 45% 45%
70-79 2,575 34% 24% 25%
With Uterus 16,608
50-54 2,024 135% 12% 10%
55-39 3,496 116% 21% 20%
60-69 7.509 111% 45% 45%
' 70-79 3,579 95% 22%
Race/Ethnicity 2 o
Overall 27,347
~ American Indian 130 <1%
Asian 527 2%
Black 2,738 10%
Hispanic 1,537 6%
White 22,030 81%
Unknown 385 1%
Without Uterus _ 10,739
American Indian 75 1%
Asian 164 o L 2%
Black 1,616 R 15%
Hispanic 631 S 0%
White 8,084 ' o 75%
Unknown 149 - . AT 1%
With Uterus 16,608 _ .
American Indjan 35 _ <1%
Asian 363 o 2%
Black 1.122 : 7%
Hispanic 886 : 5%
White 13,946 84% .
Unknown 236 ] : 1%

R:\Reports\Annual\Progress\2005\Annual 9-05\Annual2_sep05.doc




WHI, Annual Progress Report

Page 2-2

Table 2.2

Blood Specimen Analysis: HRT Participants

Drata as of September 12, 2005; Events through Study Closeout

Without Uterus

With Uterus

N Mean' S.D.! N Mean' S.D.!
Micronutricnts
Alpha-Carotene {pg/ml)
Baseline 1163 0.07 0.07 1468 0.09 0.08
AV-1 1022 0.07 0.06 1365 0.08 0.08
AV-3 884 0.06 0.06 1206 0.07 0.08
AV-6 809 0.06 0.05 1122 0.07 0.07
AV-1 — Baseline 1000 001 006 1332 -0.01 0.06
AV-3 - Baseline 868 -0.0!1 0.06 1177 -0.01 0.07
AV-6 — Baseline 792 -0.02 0.07 1093 -0.02 0.07
Beta-Carotene (Jtg/ml)
Baseline 1162 0.29 0.27 1468 0.34 0.33
AV-1 1021 0.26 0.25 1366 0.31 0.30
AV-3 884 0.25 0.25 1206 0.32 0.38
AV-6 809 0.26 0.28 1122 0.33 0.43
AV-l — Baseline 999 -0.03 0.22 1333 -0.04 0.21
AV-3 — Baseline 867 -0.04 0.25 1177 -0.03 0.31
AV-0 — Baseline 792 -0.03 Q.27 1093 -0.02 0.34
Alpha-tocopherol {(pg/ml)
Baseline 1163 - 16.09 7.04 1468 16.31 7.70
AV-1 1022 17.70 8.91 1366 16.82 7.42
AV-3 8§84 17.83 8.30 1206 18.26 8.17
AV-6 810 18.65 8.83 1122 18.41 7.83
AV-1 - Baseline 000 1.63 6.25 1333 0.51 573
AV-3 — Baseline 8638 1.76 6.80 1177 2.00 7.28
AV-G6 — Baseline 793 2.65 7.77 1093 2.32 7.87
Gamma-tocopherol (pg/ml)
Baseline 1163 2.48 1.65 1468 2.24 1.40
AV-1 1022 2.22 1.84 1366 1.84 1.24
AV-3 884 2.00 1.49 1206 1.66 1.24
AV-6 810 1.86 1.37 1122 .69 1.26
AV-1 — Baseline 1000 -0.30 113 1333 -0.37 0.93
AV-3 - Baseline 868 -0.54 “1.19 1177 -0.57 1.17
AV-6 — Baseline 793 -0.06 1.40 1093 -0.57 i.27
Beta-Cryptoxanthine {ug/ml)
Baseline 1163 0.08 0.08 1468 0.09 0.10
AV-1 1022 0.08 0.07 1365 0.09 0.09
AV-3 884 0.08 0.07 1206 0.10 0.09
AV-0 R09 0.09 0.12 1122 0.11 0.11
AV-] — Baseline 1000 -0.00 0.06 1332 -0.01 0.07
AV-3 — Baseline 8638 -0.00 0.07 1177 0.00 0.09
AV-06 — Baseline 792 0.01 0.12 1093 0.01 0.11

(continues)

! Means and standard deviations are wetghted by ethnicity using the cthnicity distribution of participants randomized to CT.
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Table 2.2 (continued)
Blood Specimen Analysis: HRT Participants

Data as of September 12, 2005; Events through Study Closeout

Without Uterus With Uterus
N Mean'  S.D. N Mean' S.D.!
Lvcopene (ug/ml)
Baseline 1163 0.40 0.20 1468 0.41 0.20
AV-] 1022 0.39 0.19 1366 0.40 0.19
AV-3 284 0.35 0.18 1206 0.38 0.21
AV-H 809 0.35 0.18 1122 0.37 0.19
AV-1 — Baseline 1000 0.01 0.17 1333 -0.01 0.17
AV-3 — Baseline 868 -0.05 0.20 1177 -0.03 0.21
AV-6 — Baseline 792 -0.05 0.22 1093 -0.04 0.21
Lutein and Zeaxanthin (ug/ml}
Baseline 1163 0.20 0.10 1468 021 0.09
AV-1 1022 0.20 0.10 1366 021 0.10
AV-3 884 0.19 0.10 1206 020 Q.09
AV-6 809 0.17 0.10 1122 0.19 0.09
AV-1 — Baseline 1000 0.00 0.07 1333 0.00 0.07
AV-3 — Baseline 868 -0.01 0.07 1177 -0.02 0.08
AV-6 - Baseline 792 -0.02 0.09 1093 -0.02 0.09
Retinol (pg/ml) .
Baseline 1163 0.60 0.15 1468 0.60 .15
AV-1 1022 0.63 0.16 1366 0.61 0.15
AV-3 884 0.62 0.16 1206 0.61 0.16
AV-6 810 0.65 0.17 1122 0.63 0.17
AV-1 —Baseline 1000 0.03 0.11 1333 0.01 0.10
AV-3 - Baseline 868 0.02 0.13 1177 0.00 0.13
AV-6 - Baseline 793 0.05 0.15 1093 0.03 0.14
Clotting Factor
Factor VI1 Activity, Antigen (%) .
Baseline 1121 128.49 28.82 1415 12349 28.32
AV-1 973 13942 35.19 1319  129.63 31.01
AV-3 848 135.80 33.71 1148 128.21 31.65
AV-6 809 128.99 33.99 1102 119.56 30.68
AV-1 — Baseline 927 1040 2542 1248 594 2252
AV-3 — Baseline 807 8.02 30.71 1084 4.92 28.04
AV.6 - Baseline 762 1.08 33.83 1036 -4,13 30.34
Factor VII C (%)* -
Baseline 1101 12999 28.24 1396 125.15 27.13
AV-1 961 136.32 31.68 1308 124.89 27.96
AV-3 844  135.30 34.4] 1141  127.15 32.21
AV-6 806 141.78 39.24 1101 13247 33.62
AV-1 — Baseline 8§99 6.23 23.93 1220 -0.58 21.84
AV.3 - Baseline 787 7.42 29.14 1062 212 2750
AV-6 — Baseline 744 13.23 32.97 1020 6.56 29.33
Fibrinogen (mg/dl)
Baseline 1118 312.18 63.50 1413 306.41 59.37
AV-1 971 30134  (l.46 1316  299.11 59.45
AV3 848 29421 59.18 1146 29092 57.51
AV-6 807 298.82 64.25 1106 295.55 56.99
AV-1 — Baseline 923 -11.50 52.68 1243 -7.95 53.17
AV-3 — Baseline 804 -17.88 61.65 1080 -15.41 36.61
AV-6 — Baseline 758 -12.07 63.20 1037 -0.87 58.66
(continues)

! Means and standard deviations are weighted by cthnicity ustng the cthnicity distribution of participants randomized to.CT.
2 Factor VII C values greater than 300% are considered biologically implausible and are set to missing.
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Table 2.2 (continued)

Blood Specimen Analysis: HRT Participants

Data as of September 12, 2005; Events through Study Closeout

Without Uterus With Uterus
N Mean! S.D. N Mean'  S.D.!
Hormones / Other

Glucose (mg/dl)
Baselinc 1160 105.16 315.35 1466  100.47 2673
AV-1 1020 102.91 31.69 1362 98.72 24.60
AV-3 903  101.96 31.58 1222 08.65 26.39
AV-6 815 104.37 27.14 1129  101.50 25.62
AV-l - BRaseline 995 -2.76 21.30 1326 -1.94 17.24
AV-3 - Baseline B85 . -3.60 26.12 1192 -2.50 20.45
AV-0 - Baseline 795 0.33 25.31 1098 1.53 2238

Insulin (WIU/ml)
Baseline 1139 12.88 10.62 1421 11.42 6.86
AV-] 1004 12.16 8.14 1317 11.38 7.18
AV-3 853 13.60 11.32 1155 12.40 7.29
AV-6 815 11.84 37.28 1128 10.57 14.12
AV-]1 - Baseline 964 -0.74 5.98 1264 -0.09 5.56
AV-3 — Baseline 8§22 0.58 9.12 1092 1.06 6.61
AV-6 — Baseline 783 -1.27 33.26 1066 -0.04 12.53

Lipoproteins

Triglyceride {(mg/dl)
Baseline 1163 16297 99.73 1469 146.01 74.89
AV-1 1020 17631 132.80 1365  149.30 75.05
AV-3 902 169.67 82.73 1220 152.49 81.18
AV-6 816 167.44 83.14 1124 14479 65.57
AV-1 — Baseline 997 13.67 73.57 1332 3.11 55.64
AV-3 — Baseline 883 7.35 81.70 1191 6.51 64.92
AV-6 — Baseline 797 374 101.47 1095 -1.01 62.07

Total Cholesterol (mg/dl)
Baseline 1163 229.63 41.21 1469 22484 36.85
AV-] 1020 22325 40.59 1365  215.84 35.22
AV-3 902 218.71 36.84 1220 215.04 35.21
AV-6 816 209.87 37.54 1124 211.54 3549
AV-1 - Baseline 997 -6.04 2985 1332 -8.79 28.18
AV-3 - Baseline 8§83 -10.82 34.49 1191 -8.65 31.79
AV-0 - Baseline 797 -1834  41.62 1095  -13.06 37.85

LDL-C (mg/dl)
Baseline 1139 142,06 36.82 1444 138,73 32.93
AV-1 998 128.48 35.85 1340 127.13 32.49
AV-3 881 126.90 34 80 1196 127.03 33.00
AV-6 802 119.14 3395 1114 12471 32.45
AV-1 — Baseline 966  -13.26 27.27 1298  -11.34 25.66
AV-3 — Baseline 853 -1550 32.02 1153 .10.60 20.43
AV-6 — Baselinc 769 -21.96 38.40 1070 -13.47 3493

HDL.-C (mg/dl)
Bascline 1157 55.59 14.52 1464 56.92 14.38
AV-1 1018 5992 16.83 1365 59.12 14.89
AV-3 895 58.65 16.57 1217 58.20 15.20
AV-6 815 57.94 15.51 1123 57.92 14.58
AV-| - Baseline 993 411 9.36 1327 2.28 8.15
AV-3 — Baseline 873 2.97 10.28 1184 -1.32 9.46
AV-6 — Baseline 791 2.52 10.81 1091 0.76 9.65

(continues)

! Means and standard deviations are weighted by ethnicity using the ethnicity distribution of pariicipants randomized o CT.
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Tabie 2.2 (continued)
Blood Specimen Analysis: HRT Participants

Data as of September 12, 2005; Events through Study Closeout

Without Uterus With Uterus
N Mean' S.D.' N Mean' = S.D.!
HDL-2 {(mg/dl)
Baseline 1133 16.92 7.52 1423 17.72 7.57
AV-] 995 1935 8.80 1332 19.05 8.12
AV-3 882 16.51 6.82 1197 16.29 6.38
AV-6 808 17.62 7.94 1115 17.82 7.72
AV-] - Bascline 952 2.05 5.05 1263 1.19 4.67
AV-3 — Baseline 845 -0.60 5.55 1133 -1.54 5.37
AV-6 — Baseline 768 0.73 6.35 1051 -0.17 6.29
HDL-3 (mg/dD)
Baseline 1134 38.75 .41 1423 39.14 8.11
AV-1 997 40.86 9.49 1333 40.10 2.18
AV-3 882 42.05 10.63 1197  41.80 9.45
AV-6 808 40.39 9.56 1115 40.12 8.79
AV-1 - Baseline 954 2.10 5.77 1264 1.02 5.20
AV-3 - Baseline 846 3.57 7.31 1133 2.74 6.64
AV-6 - Baseline 769 1.75 7.34 1051 0.86 6.78
Lp(a) (mg/d])
Baseline 1141 26.81 26.19 1449 27.34 27.77
AV-1 1005 25.40 27.00 1351 25.26 27.27
AV-3 872 22.00 21.88 1182 22.71 23.33
AV-6 814 30.30 26.94 1121 31.47 28.69
AV-1 — Baseline 970 -1.12 10.84 1303 -2.00 10.88
AV-3 — Baseline 841 -4.42 15.18 1140 -4.31 15.12
AV-6 - Baseline 780 4.03 16.98 1077 4.47 15.67

' Means and standard deviations are weighted by ethnicity using the ethnicity distribution of participants randomized to CT.
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Table 2.3

Bone Mineral Density' Analysis: HRT Participants

Data as of September 12, 2005, Events through Study Closeout

Without Uterus

With Uterus

N Mean  S.D. N Mean S.D.
Whole Body Scan
Baseline 938 1.0§ 0.11 1025 0.99 0.10
AV] 843 1.0} 0.1 928 1.00  0.10
AV3 775 1.03 0.12 857 .02 0.10
AV6 689 1.04 0.12 746 - 1.02 0.11
AV9 343 1.06 0.13 157 1.05 0.13
AV % Change from baseline BMD? 841 0.44 2.81 925 026 235
AV3 % Change from baseline BMD? 773 217 441 852 1.99 3.81
AV6 % Change from baseline BMD? 682 2.58 5.78 733 2.56 5.40
AV9 % Change from baseline BMD? 219 357 789 | 244 346 7126
Spine Scan
Baseline 903 097 0.16 985 0.95 0.16
AV1 815 099 0.16 887 097  0.16
AV3 755 100 017 827 099 017
AV 656 1.01 0.17 719 0.99 0.17
AV9 333 1.00  0.47 338 098 017
AV1 % Change from baseline BMD? 811 1.98 4.56 885 2.18 4.33
AV3 % Change from baseline BMD? 751 351 616 { 824 410 605
AV6 % Change from baseline BMD? 648 438 7.58 707 4.83 7.58
AV9 % Change from baselinc BMD? 212 5.39 9.4] 230 5.57 B.54
Hip Scan
Baseline 934 086 014 | 1024 084 0.3
AV 841 086 0.14 928 084 0.13
AV3 775  0.88 0.14 860 086 013
AVG 688 086 0.14 757 0.84  0.13
AV9 344 0.86 0.15 357 084 0.13
AV1 % Change from baseline BMD? 838 0.75 3.21 925 0.67 3.12
AV3 % Change from baseline BMD? 769 2.04 4.62 854 1.98 4.55
AV6 % Change from baseline BMD? 678 007 5.73 737 0.33 5.60
AV9 % Change from baseline BMD* 219 -150 669 | 244 -148 645

' Measured in (g/cm®).

* AV % Change from baseline BMD is defined as ((AVX-Bascline)/Baseline)x 100.
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Table 2.4

Lost-to-Follow-up and Vital Status: HRT Participants by Hysterectomy Status

Data as of September 12, 2005; Events through Study Closeout

Without Uterus With Uterus HRT Participants
(N=10,739) (N=16,608) (N=27,347)
N %o N % N o
Vital Status/Participation

Deceased 727 6.8 918 5.5 1645 6.0
Alive: Current Participation' 9302 86.6 14897 89.7 24199 88.5
Alive: Recent Participation’ £9 0.8 78 0.5 167 0.6
Alive: Past/Unknown Participation’ 4 <0.1 4 <0.1 8 <0.1
Stopped Follow-U]SJ" 475 4.4 538 3.2 1013 3.7
Lost to Follow-Up 142 1.3 173 1.0 315 1.2

Participants who have filled in a Form 33 within the last 9 moaths.

[P S

Participants not in any of the above categories.

Panticipants who last filied in 1 Form 33 between 9 and 18 moiths ago.
Panticipants without a Form 33 within the fast 8 months, who have been located (as indicated on Form 23) within the last 6 months.
Participants with codes 5 {no follow-up) or § (absolulely no follow-up} on Form 7.
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Table 2.5

Verified Outcomes {Annualized Percentages) by Age for Hormone Replacement Therapy

Data as of September 12, 2005; Events through Study Closeout

Age
Outcomes Total 50-54 55-59 60-69 70-79
Number randomized 27347 3420 5413 12360 6154
Mean follow-up {(months) 94.5 100.2 97.2 93.6 90,7
Cardiovascular
CHD' 1047  (0.49%) | 52 (0.18%) 111 (0.25%) 481 (0.50%) 403 (0.87%)
CHD death® 300 (0.14%) | 13 (0.05%) 22 (0.05%) 121 (0.13%) 44  (031%)
Total MI? 840 (0.39%) | 41 (0.14%) 96 (0.22%) 388 (0.40%) 315 (0.68%)
Clinical Ml 806 {037%)| 40 (0.14%) 94 (0.21%) 371 (0.38%) 301 (0.65%)
Evolving Q-wave MI 35 (0.02%) 1 (<0.01% 2 (<0.01%) 18 (0.02%) 14 (0.03%)
Possible evolving Q-wave Mmr 173 (0.08%)| 18 (0.06%) 22 (0.05%) 71 (0.07%) 62 (0.13%)
Angina 1085 (0.50%) | 52 (0.18%) 139 (0.32%) 525 (0.34%) 369 (0.79%)
CABG/PTCA 1256  (0.58%) | 58 (0.20%) 165 (0.38%) 621 (0.64%) 412 (0.839%)
Carotid artery discase 221  (0.10%) 5 (0.02%) 23 (0.05%) 117 (0.12%) 76 (0.16%)
Congestive heart failure 804 (0.37%)| 41 (0.14%) 75 (0.17%) 332 {0.34%) 356 (0.77%)
Stroke 730 (0.34%) | 27 (0.09%) 69 (0.16%) 322 (0.33%) 312 (0.67%)
Non-disabling stroke 407  (0.19%) | 21 (0.07%) 48 (0.11%) 172 (0.18%) 166 (0.36%)
Fatal/disabling stroke 266 (0.12%) 3 (0.01%) 15 (0.03%) 121 (0.13%) 127 {0.27%)
Unknown status from stroke 57 (0.03%) 3 (0.01%) 6 (0.01%) 29 (0.03%) 19 {0.04%)
PVD 206 (0.10%) 8 (0.03%) 19 (0.04%) 109 (0.11%) 70 (0.15%)
DVT 407 (0.19%) | 23 (0.08%) 54 (0.12%) 187  (0.19%) 143 (0.31%)
Pulmonary embolism 286 (0.13%) | 19 (0.07%) 44  (0.10%) 137 (0.14%) 86 (0.18%)
CHD'/Possible evolving Q-wave MI 1208 (0.56%) | 70 (0.25%) 133 (0.30%) 548 (0.57%) 457 (0.98%)
Coronary disease 2711 (1.26%) ] 146 (0.51%) 320 (0.73%) 1261 {(1.31%) 984 (2.12%)
DVT/PE 558 (026%)| 31 (0.11%) 74 (0.17%) 271 (0.28%) 182 (0.39%)
Total cardiovascular disease 3967  (1.84%) | 206 (0.72%) 468 (1.07%} 1852 (1.92%) 1441 (3.10%)
Cancer
Breast cancer 941 (0.44%) | 90 (0.32%) 171 (0.39%) 446  (0.46%) 234 (0.50%)
Invasive breast cancer 758  (0.35%)| 066 (0.23%) 141 (0.32%) 351 (0.36%) 200 (0.43%)
Non-invasive breast cancer 187 (0.09%) | 24 (0.08%) 31 (0.07%) 98 (0.10%) 34 (0.07%)
Ovarian cancer 70 (0.04%) 3 (0.01%) 16 (0.04%) 41  (0.04%) 19 (0.04%)
Endometrial cancer® 96 (0.04%) 5 (0.02%) 23 (0.05%) 51 {0.05%) 17 (0.04%)
Colorectal ¢ancer 325 (0.15%)| 18 (0.06%) 34 (0.08%) 164 (0.17%) 109 (0.23%)
Other cancer’ 1270  (0.59%) | 96 (0.34%) 176 (0.40%) 597 (0.62%) 401 (0.86%)
Total cancer 2597  (1.21%) | 206 (0.72%) 410 (0.93%) 1239 (1.28%) 742 (1.59%)
Fractures
Hip fracture 381 (0.189%) 3 (0.019%) 22 (0.05%) 117 (0.12%) 239 (0.51%)
Vertebral fracture 364 (0.17%) 12 (0.04%) 38 (0.09%) 142 (0.15%) 172 (0.37%)
Other fracture’ 3268 (1.32%) | 362 (1.27%) 515 (L.17%) 1530 (1.59%) 861 (1.85%)
Total fracture 3789  (1.76%) | 374 (1.31%) 562 (1.28%) 1711 (L.77%) 1142 (2.45%)
Deaths
Cardiovascular deaths 535 (0.25%)| 22 (0.08%) 39 (0.09%) 207 (0.21%) 267  (0.57%)
Cancer deaths 713 (0.33%) | 34 (0.i2%) 86 (0.20%) 339 (0.35%) 254 (0.55%)
Other known cause 328  (0.13%)| 15 (0.05%) 44 (0.10%) 125 (0.13%) 144 (0.31%)
Unknown cause 65  (0.03%) 4 {(0.01%) 5 (0.01%) 29  (0.03%) 27 (0.06%)
Not yet adjudicated 4 (<0.01%) 0 (0.00%) 0 (0.00%) 2 (<0.01%) 2 (<0.01%)
Total death 1645  (0.76%) | 75 (0.26%) 174 (0.40%) 702 (0.73%) 694 (1.49%)

“CHD" includes clinical M1, evolving Q-wave MI, and CHD death.

“CHD death” includes definite and possible CHD death.

“Total MI' includes clinical MI and evolving Q-wave M1

Only women with a follow-up ECG are used to compute the annual rates for (possible) evolving Q-wave Mls.

“Coronary disease”” includes clinical MI, evolving Q-wave MI, possible evolving Q-wave MI, CHID death, angina, congestive heart failure, and CABG/PTCA.
Only waomen without a baseline hysterectomy are used to compute the annual rates of endometnial cancer.

Only one report of “other cancer" or "other fracture™ is counted per woman: however, the first other cancer or other fracture of each type is adjudicated. Excludes
non-melanoma skin cancer and fractures indicated ax pathological.

R T A A .
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Table 2.5 {continued)
Verified Outcomes (Annualized Percentages) by Race/Ethnicity for Hormone Replacement Therapy

Data as of September 12, 2005; Events through Study Closeout

Race/Ethnicity
American -
Indian/ Alaskan Asian/Pacific Black/African  Hispanic/
QOutcomes Native Islander American Latino White Unknown
Number randomized 130 527 2738 1537 22030 385
Mean follow-up (months) 916 90.1 938 91.9 95.0 90.9
Cardiovascular
CHD' (0.50%) 13 (0.33%) 105 (0.49%) 31 (0.26%) 873 (0.50%) 20 (0.69%)
CHD death’ (0.20%) 5 (0.13%) 50 (0.23%) 6 {0.05%) 234 (0.13%) 3 (0.10%)
Total MI* (0.40%) 11 (0.28%) 69 (0.32%) 26 (0.22%) 712 (0.41%) 18 (0.62%)
Clinical MI (0.40%) 10 {0.25%) 68 (0.32%) 24 (0.20%) 683 (0.39%) 17 (0.58%)

(0.00%) ! (0.03%) I (<0.01% 2 (0.02%) 30 (0.02%) 1 (0.03%)
(0.00%) 2 (0.05%) 19 (0.09%) 8 (0.07%) 142 (0.08%) 2 (0.07%)

Evolving Q-wave M1
Possible evolving Q-wave MI*

Angina (0.71%) 14 (0.35%) 126 (0.59%) 44 (0.37%) 882 (051%) 12 (0.41%)
CABG/PTCA 071%) 12 (0.30%) 113 (0.53%) 47 (040%) 1060 (0.61%) 17 (0.58%)
Carotid artery disease (0.10%) 1 (0.03%) 8 (0.04%) 2 (0.02%) 207 (0.12%) 2 (0.07%)
Congestive heart failure (0.30%) 9 (0.23%) 9% (0.46%) 29 (0.25%) 653 (0.37%) 11 (0.38%)
Stroke (0.50%) 14 (0.35%) 99 (0.46%) 22 (0.19%) 578 (0.33%) 12 (0.41%)

Non-disabling stroke (0.30%) 8 (0.20%) 48 (0.22%) 13 (0.11%} 329 (0.19%) 6 (0.21%)

Fatal/disabling stroke (0.20%) 0 (0.15%) 40 (0.19%) 6 (0.05%) 208 (0.12%) 4 (0.14%)

Unknown status from stroke (000%) 0 (0.00%) 11 (0.05%) 3 (0.03%) 41 0.02%) 2 (0.07%)
PVD (0.20%) 1 {0.03%) 21 (0.10%) 2 (0.02%) 180 (0.10%) O (0.00%)
DVT (0.10%) 2 (0.05%) 42 (0.20%) 7 (0.06%) 353 (020%) 2 (0.07%)
Pulmonary embolism (0.30%) 1 (0.03%) 34 (0.16%) 4 (0.03%) 242 (0.14%) 2 (0.07%)

CHD'/Possible evolving Q-wave MI

v (050%) 15 (0.38%) 123 (0.57%) 39 (0.33%) 1004 (0.58%) 22 (0.75%)
Coronary disease

(121%) 31 (0.78%) 304 (1.42%) 101 (0.86%) 2225 (1.28%) 38 (1.30%)

—
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DVT/PE (0.40%) 2 (0.05%) 60 (0.28%) 9 (0.08%) 480 (0.28%) 3 (0.10%)
Total cardiovascular disease 19 (1.91%) 45 (1.14%) 442 (2.07%) 130 (1.10%) 3284 (1.88%) 47 (1.61%)
Cancer
Breast cancer 3 (0.30%) 20 (0.51%) 84 (0.39%) 30 (0.25%) 796 (0.46%) g (0.27%)
Invasive breast cancer 3 (030%) 15 (0.38%) 68 (0.32%) 23 (0.20%) 643 (0.37%) 6 (0.21%)
Non-invasive breast cancer 0 (0.00%) 5 (0.13%) 16 (0.07%) 7 (0.06%) 157 (0.09%) 2 (0.07%)
Ovarian cancer 0 {(0.00%) 1 (0.03%) 6 (0.03%) 0 (0.00%) 70 (0.04%) 2 {0.07%)
Endometrial cancer® 1 (0.10%) 0 (0.00%) 5 (0.02%) 5 (0.04%) 84 (0.05%) I (0.03%)
Colorectal cancer 1 (0.10%) g (0.20%) 28 (0.13%) 13 (0.M%) 269 (0.15%) 6 {(0.21%)
Other cancer’ 7 (071%) 24 (061%) 96 (0.45%) 40 (0.34%) 1089 (0.62%) 14 (0.48%)
Total cancer 12 (1.21%) 53 (1.34%) 210 (0.98%) 83 (0.71%) 2211 (1.27%) 28 (0.96%)
Fractures
Hip fracture 1 {0.10%) 4 (0.10%) 10 (0.05%) 7 (0.06%) 357 (0.20%) 2 (0.07%)
Vertebral fracture 2 {(0.20%) 5 (0.13%) 5 (0.02%) 6 (0.05%) 341 (0.20%) 5 (017%)
Other fracture’ 13 (1.31%) 41 (1.04%) 174 (0.81%) 108 (0.92%) 2890 (1.66%) 42 (1.44%)
Total fracture I5 (1.51%) 47 (1.18%) 187 {(0.87%) 115 (0.98%) 3380 (1.94%) 45 (1.54%)
Deaths
Cardiovascular deaths 3 (030%) 10 (0.25%) 88 (0.41%) 10 (0.08%) 419 (024%) 5 (0.17%)
Cancer deaths 5 (050%) 14 (035%) 64 (0.30%) 22 (0.19%) 399 (0.34%) 9 (0.31%)
Other known cause 4 (0.40%) 2 (0.05%) 31 (0.14%) 3 (0.03%) 282 (0.16%) 6 (0.21%)
Unknown cause 0 (0.00%) 1 (0.03%) 15 (06.07%) 2 (0.02%) 46 (0.03%) L {0.03%)
Not yet adjudicated 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (0.01%) 3(<001%) O (0.00%)
Total Death 12 (121%) 27 (0.68%) 198 (0.93%) 38 (0.32%) 1349 (0.77%) 21 (0.72%)

“CHD” includes clinical M1, evolving Q-wave M), and CHD death.

“CHD death” includes definite and possible CHD death.

“Total MI" includes clinical MI and evolving Q-wave M1

Only women with a follow-up ECG are used to compute the annual rates for (possible) evolving Q-wave Mls.

“Coronary disease” includes clinical M1, evolving Q-wave M, possible evolving Q-wave Mi, CHD death, angina, congestive hcart failure, and CABG/PTCA.
Only women without a baselinc hysterectomy are used to compute the annual rates of endometrial cancer.

Only one repont of “other cancer” o “other [racture” is counted per woman; however, the first other cancer or other fracture of ezch type is adjudicated. Excludes
non-melanema skin cancer and fractures indicated as pathological.
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Table 2.6

Verified Qutcomes {Annualized Percentages) for HRT Participants Without and With Uterus

Data as of September 12, 2005; Events through Study Closeout

Qutcomes Without Uterus With Uterus
Number randomized 10739 16608
Mean follow-up (months) 94.0 94.8
Cardiovascular
CHD' 492  (0.58%) 533 (0.42%)
CHD death® 159 (0.19%) 141 (0.11%)
Total MI? 386 (0.406%) 454 (0.35%)
Clinical Mi 371 (0.44%) 435 (0.33%)

Evolving Q-wave MI°
Possible evolving Q-wave MI*
Angina
CABG/PTCA
Carotid artery disease
Congestive heart failure
Stroke

Non-disabling stroke
Fatal/disabling stroke
Unknown status from stroke -
PVD
DVT
Pulmonary embolism
CHD'/Possible evolving Q-wave MI
Coronary disease’
DVT/PE
Total cardiovascular disease

Cancer

15 (0.02%)
64  (0.08%)
570 (0.68%)
593 (0.70%)
117 (0.14%)
421 (0.50%)
321 (0.38%)
169 (0.20%)
120 (0.14%)
32 (0.04%)
95 (0.11%)
159 (0.19%)
107 (0.13%)
552 (0.66%)
1321 (1.57%)
222 (0.26%)
1856 (2.21%)

20 (0.02%)
109 (0.08%)
515 (0.39%)
663 (0.51%)
104 (0.08%)
383 (0.29%)
409 (0.31%)
238 (0.18%)
146 (0.11%)

25 (0.02%)
(11 (0.08%)
248 (0.19%)
179 (0.14%)
656  (0.50%)

1390 (1.06%)
336 (0.26%)
2011 (1.61%)

Breast cancer

Invasive breast cancer

Non-invasive breast cancer
QOvarian cancer
Endometrial cancer
Colorectal cancer
Other cancer’
Total cancer

6

Fractures

316 (0.38%)
260  (0.31%)
57 {0.07%)
20 (0.02%)
0 N/A
136 (0.16%)
501 (0.60%)
944 (1.12%)

625 (0.48%)
498 (0.38%)
130 (0.10%)
59 (0.04%)
9  (0.07%)
189 (0.14%)
769 (0.59%)
1653 (1.26%)

Hip fracture
Vertebral fracture
Other fracture’
Total fracture

Deaths

142 (0.17%)
137 (0.16%)
1266 (1.50%)
1462 (1.74%)

239 (0.18%)
227 (0.17%)
2002 (1.53%)
2327 (1.77%)

Cardiovascular deaths
Cancer deaths

Other known cause
Unknown cause

Not yet adjudicated
Total death

258  (0.31%)
302 (0.36%)
137 (0.16%)
28 (0.03%)
2 (<0.01%)
727 (0.86%)

277 (021%)
411 (0.31%)
191  (0.15%)
37 (0.03%)
2 (<0.01%)
918  (0.70%)

“CHD" in¢ludces clinical M1, evolving Q-wave M|, and CHD death,
“CHI death” includes definite and possible CHID death.
“Total MI" includes clinical M1 and evolving Q-witve MI,

“Coronary discase” includes clinical MI, evalving Q-wave MU, possible evolving Q-wave M], CHD dcath, angina, congestive heart failure, and CABG/PTCA.

I
2
3
* QOnly women with a follow-up BCG are used to compute the annual rates for (possible) evolving Q-wave Mls.
3
1]
7

Only women without a baseling hysterectomy are uscd to compute the annual rates of endometrial cancer.

Only one report of "other cancer” or "other fracturc” is counted per woman; however, the first other cancer or other fracture of each type is adjudicated. Excludes

non-melanoma skin cancer and fractures indicated as pathological.
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Table 2.7

Counts (Annualized Percentages) of Participants with Self-Reported Qutcomes by Age and Race/Ethnicity
for HRT Participants who did not report a prevalent condition at baseline

Data as of September 12, 2005; Events through Study Closeout

: Age
Outcome Total 50-54 55-59 60-69 70-79
Number randomized 27347 3420 5413 12360 6154
Mean follow-up (months) 945 100.2 97.3 93.6 90.7
Hospitalizations
Ever 14124 (6.56%) 1267 (4.44%) 2254 (5.14%) 6584 (6.83%) 4019 (8.64%)
Two or more 8033 (3.73%) 597 (2.09%) 1140 (2.60%) 3739 (3.88%) 2557 (5.49%)
Other
Diabetes (treated) 2305 (1.13%) 319 (L.16%) 444 (1.07%) 1074 (1.18%) 468 (1.07%)
Gallbladder disease’ 2117 (1.18%) 282 (1.15%) 443 (1.18%) 988 (1.24%) 404 (1.07%)
Hysterectomy 719 (0.55%) 02 (0.37%) 135 (0.48%) 365 (0.62%) 157 (0.58%)
Glaucoma 3201 (1.53%) 286 (1.02%) 548 (1.28%) 1519 (1.64%) 848 (1.97%)
Osteoporosis 6111 (2.99%) 475 (1.69%) 962 (2.26%) 2954 (3.23%) 1720 (4.10%)
Osteoarthritis’ 4946 (3.69%) 630 (2.90%) 997 (3.25%) 2257 (3.90%) 1062 (4.48%)
Rheumatoid arthritis 1696 (0.82%) 211 (0.77%) 341 (0.81%) 763 (0.83%) 381 (0.87%)
Intestinal polyps 4047 (2.02%) 417 (1.51%) 733 (1.75%) 2050 (2.29%) 847 (2.00%)
Lupus 305 (0.14%) 35 (0.12%) 65 (0.15%) 138 (0.14%) 67 (0.14%)
Kidney stones’ 769 (0.42%) 94 (0.40%) 143 (0.39%) 346 (0.42%) 186 (0.46%)
Cataracts? 8646 (5.34%) 503 (2.12%) 1344 (3.66%) 4577 (6.19%) 2220 (8.09%)
Pills for hypertension 7513 (4.91%) 839 (3.64%) 1467 (4.33%) 3445 (5.15%) 1762 (6.03%)
: Race/Ethnicity
Am Indian/
Alaskan  Asian/Pacific Black/African  Hispanic/
Outcomes Native Islander American Latino White Unknown
Number randomized 130 527 2738 1537 22030 385
Mecan follow-up (months) 91.6 90.1 938 91.9 95.0 90.9
Hospitalizations
Ever 70 (7.05%) 202 (5.10%) 1439 (6.72%) 623 (5.29%) 11605 (6.66%) 185 (6.34%)
Two or more 46 (4.64%) 96 (2.42%) 845 (3.95%) 304 (2.58%) 6642 (3.81%) 100 (3.43%)
Other
Diabetes (treated) 13 (1.51%)y 52 (1.44%) 366 (1.95%) 209 (1.93%) 1632 (0.98%) 33 (1.22%)
Gallbladder disease' 13 (1.72%) 32 (0.89%) 187 (0.97%) 129 (1.47%) 1730 (1.20%) 26 (1.08%)
Hysterectomy 2 (0.48%) 6 (0.22%) 45 (0.51%) 36 (0.53%) 623 (0.56%) 7 (0.39%)
Giaucoma 16 (1.73%) 60 (1.57%) 408 (2.07%) 190 (1.67%) 2480 (1.48%) 47 (1.73%)
Osteoporosis 32 (341%) 141 (3.71%) 348 (1.69%) 338 (3.08%) 5159 (3.12%) 93 (3.36%)
Osteoarthritis? 30 (0.14%) 104 (0.34%) 506 (0.87%) 346 (1.46%) 3883 (142%) 77 (4.08%)
Rheumatoid arthritis 15 (L.71%) 30 (0.79%) 272 (1.39%) 219 (1.96%) 1125 (0.67%) 35 (1.27%)
Intestinal polyps 21 (2.30%) 65 (1.80%) 421 (2.11%) 197 (1.75%) 3301 (2.04%) 42 (1.56%)
Lupus 2 (0.20%) 4 (0.10%) 34 (0.16%) 24 (0.21%) 240 (0.14%) 1 {0.03%)
Kidney stones? 9 (0.4%) 25 (0.07%) 82 (0.10%) 62 (0.15%) 583 (0.15%) 8 (0.32%)
Cataracts® 44 (0.18%) 143 (0.39%) 790 (1.07%) 450 (1.64%) 7106 (2.11%) 113 (5.15%)
Pills for hypertension 47 (6.74%) 140 (3.05%) 686 (6.47%) 47! (5.34%) 6083 (4.75%) 86 (4.53%)

“Gallbladder diseasc” includes self-reports of both hospitalized and non-hospitalized events.

* These outcomes have not been self-reported on ull versions of Form 33. The ansualized percentages are corrected for the different amounts of follow-up.
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Table 3.1
Dietary Modification Component Age — and Race/Ethnicity - Specific Recruitment

Data as of September 12, 2005; Events through Study Closeout

Total % of Design
Randomized Overall Goal Distribution Assumption

Age 48,835 :

50-54 6,961 149% 14% 10%

55-59 11,037 118% 23% 20%

60-69 22,715 108% 47% 45%

70-79 8,122 70% 17% 25%
Race/Ethnicity 48,835

American Indian 202 <1%

Asian 1,105 2%

Black 5.262 1%

Hispanic 1,845 4%

White 39,762 81%

Unknown 659 1%
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Table 3.2
Nutrient Intake Monitoring

Data as of September 12, 2005; Events through Study Closeout

Intervention - Control Difference
N Mean SD N Mean SD | Mean' SE  p-value?
% Energy from Fat
FFQ Baseline 19541 38.8 5.0 29294  38.8 5.0 0.0 00 0.83
FFQ Year 1° 18099 252 75 26776 36.1 69 109 0.1 <0l
FFQ Year 2* 5929 26.3 7.6 8670 363 7.0 99 0.1 <01
FFQ Year 3° 3241 277 19 4890 373 7.1 9.6 0.2 <01
FFQ Year 4° 5056 28.6 8.1 7878  37.6 7.1 90 0.1 <01
FFQ Year 5’ 3815  29.1 8.2 9001 378 7.3 87 0.1 <0l
FFQ Year 6° 7142 29.8 8.3 10836  38.0 7.2 82 0.1 <01
FFQ Year 7° 4621 305 8.6 7215 383 74 78 0.1 <0l
FFQ Year §'° 2702 309 8.7 4432 - 386 7.5 77 02 <0l
FFQ Year 9" 1569 315 8.5 2338 388 7.8 73 03 <.01
FFQ Year 10" 416 320 8.6 625 386 7.4 66 05 <.01
4DFR Baseline 892  32.8 6.4 1351 330 6.8 02 03 0.54
4DFR Year 1 805  21.7 7.3 1171 329 6.8 11.3 03 <.0l
24 Hr Recall, Post-baseline 226 23.0 92 262 32.1 7.6 92 038 <01
24 Hr Recall, Year 1 221 22.4 78 - 268 32.6 7.7 102 0.7 <.01
24 Hr Recall, Year 2 214 23.8 9.7 244 325 3.0 g7 038 <.01
24 Hr Recall, Year 3 200 25.1 9.2 249 333 8.6 82 08 <0l
24 Hr Recall. Year 3 Cohort 787 24.8 R.5 1183 33.0 7.6 83 04 <01
24 Hr Recall, Year 4 222 258 92 251 334 85 | 76 0.8 <.01
24 Hr Recall, Year 5 196 264 9.4 248  34.1 8.7 76 09 <0l
24 Hr Recall, Year 6 194 27.9 99 221 35.1 8.1 72 09 <.01
24 Hr Recall, Year 6 Cohort 766 26.6 9.1 1167 339 7.8 73 04 <01
24 Hr Recall, Year 7 133 275 9.5 143 346 8.4 7.1 1.1 <01
24 Hr Recall, Year 8 68 297 9.0 91 36.2 94 6.5 1.5 <.
24 Hr Recall, Year 9 24 27.3 8.8 34 37.1 8.4 97 23 <01
24 Hr Recall, Year 9 Cohort 154 28.5 8.6 264 35.2 8.4 67 09 <.01

' Absolute difference.

? P-values based on testing in the natural log scale except for % Energy from fat.
? 4954 (27%) intervention women had <=20% cnergy from fat at year |.
1 1270 (21%) Intervention women had <=20% cnergy from fat at year 2.
5 566 (17%) Intervention women had <=20% energy from fat at year 3.
¢ 769 (15%) Intervention women had <=20% cnergy from fat at year 4.
T 785 (13%) Intervention women had <=20% energy from fat at year 5.
! 769 (11%) Intervention women had <=20% energy from fat at year 6.
® 479 (10%) Intervention women had <=20% energy from fat at year 7.
267 (10%) intervention women had <=20% energy from fat at year 8.
110 (7%} Intervention women had <=20% energy from fat at year 9.
21 (5%) Intervention women had <=20% energy from fat at year 10.
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Data as of September 12, 2005; Events through Study Closeowt

Table 3.2 (continued)
Nutrient Intake Monitoring

Intervention Conitrol Difference
N Mean SD N Mean SD | Mean' . SE  p-value’
Total Energy (kcal)
FFQ Baseline 19541  1789.1 T133 | 29294 17894 706.6 0.3 6.6 0.93
FFQ Year 1 18099 14739 3345 | 26776 15843 6416 | 1104 58 <.01
FFQ Year 2 5929 14794 3347 8670 1575.7 62553 96.3 9.9 <01
FFQ Year 3 3241 1476.1 538.0 4890  1571.5 06443 95.4 13.7 <.01
FFQ Year 4 5056 14430 3365 7878 15619 635.0 | 1189 10.8 <.01
FFQ Year 5 5815 14309 5397 9001 1552.5 638.6 101.6 10.1 «.01
FFQ Year 6 7142 14105 552.5 | 10836 15331 6344 122.6 9.2 <.01
FFQ Year 7 4621 13944 534.2 7215 15294 6384 135.3 11.3 <.01
FFQ Year 8 2702 138383  540.1 4432 15305 6385 146.8 14.7 <.01
FFQ Year 9 1569 1394.1 591.0 2338 14882 6076 94.1 19.6 <.01
FFQ Year 10 416 1402, 566.9 625 14832  600.6 81.2 372 0.02
4DFR Baseline 892 1707.2  454.3 1351 17129 4594 5.7 19.7 0.79
4DFR Year | 805 14228 355.7 1171 1627.0 4469 | 2042 18.9 <01
24 Hr Recall, Post-baseline 226 15198 4]18.2 262 1652.8 3165 133.0 43.0 <01
24 Hr Recall, Year 1 221  1482.1 417.8 268 16358 4770 | 1536 41.0 <01
24 Hr Recall, Year 2 214 14364  430.0 244 16038 5234 | 1674 45.1 <.01
24 Hr Recall, Year 3 200 14433 4278 249  1589.2 5042 1459 442 <.0l
24 Hr Recall, Year 3 Cohort 787 14318 391.6 1183 15899 4893 158.1 20.8 <.01
24 Hr Recall, Year 4 222 1431.8 395.7 251 15372 461.8 105.4 39.8 0.02
24 Hr Recall, Year 5 196 13828 467.6 248 15631 508.8 180.3 46.9 <.0!
24 Hr Recall, Year 6 194 13646 4357 221 1651.7 5506 | 287.1 49.2 <.01
24 Hr Recall, Year 6 Cohort 766 1388.8 391.0 1167 15442 4821 155.4 20.8 <0l
24 Hr Recall, Ycar 7 133 13594 3958 143 15185 4875 159.1 53.7 0.01
24 Hr Recall, Year 8 68 1366.8 388.5 9l 15419 500.1 175.2 73.1 0.02
24 Hr Recall, Year 9 24 12892 375.0 34 14452 3867 1559 101.8 0.13
24 Hr Recall, Year 9 Cohort 154 1406.7 384.6 264 15168 4529 | 1102 435 0.02
Total Fat (g)
FFQ Baseline 19541 77.9 353 | 29294 77.8 34.7 0.0 03 0.87
FFQ Year 1 18099 41.5 21.8 | 26776 64.5 31.7 23.0 0.3 <.01
FFQ Year 2 5929 434 22.3 8670 64.5 313 21.0 0.5 <01
FFQ Year 3 3241 45.8 23.7 4890 66.0 325 20.2 0.7 <.01
FFQ Ycar 4 5056 46.2 23.9 7878 66.2 322 20.0 0.5 <.01
FFQ Year 5 5815 47.4 245 9001 66.2 32.8 18.8 0.5 <.0l
FIFQ Year 6 7142 47.0 247 | 10836 65.6 325 18.6 05 <.01
FFQ Year 7 4621 477 252 7215 66.1 331 18.4 0.6 <.01
FFQ Year & 2702 479 252 4432 66.5 330 18.7 0.7 <01
FFQ Year 9 1569 492 27.6 2338 64.9 3.7 157 1.0 <.01
FFQ Year 10 416 50.1 - 274 625 64.3 30.5 14.2 1.9 <.01
4DFR Baseline 892 63.0 23.6 1351 63.8 24.6 08 1.0 0.71
4DFR Year | 805 34.1 14.5 1171 60.4 23.5 26.3 0.9 <.01
24 Hr Recall, Post-baseline 226 39.6 219 262 00.5 2609 20.9 2.2 <.01
24 Hr Recall, Year | 221 36.9 17.1 268 60.6 25.1 23.7 2.0 <01
24 Hr Recall, Year 2 214 38.8 22.6 244 593 27.2 20.5 2.4 <.01
24 Hr Recall, Year 3 200 40.9 212 249 60.3 279 19.4 2.4 <01
24 Hr Recall, Year 3 Cohort 787 39.8 18.7 1183 59.9 25.0 20.0 1.1 <01
24 Hr Recall, Year 4 222 41 .4 20.1 251 58.7 25.8 17.2 2.1 <0l
24 Hr Recall, Year 5 196 413 235 248 60.5 274 19.2 2.5 <01
24 Hr Recall, Year 6 194 42.6 217 221 06.0 29.8 234 2.6 <.01
24 Hr Recall, Year 6 Cohort 766 415 200 1167 59.7 26.1 18.1 1.1 <.0l
24 Hr Recall, Year 7 133 427 225 143 59.0 24.3 16.3 2.8 <01
24 Hr Recall, Year 8 68 45.4 19.0 91 63.6 312 182 43 <0l
24 Hr Recall, Year 9 24 403 203 34 60.9 25.5 20.6 6.3 <0l
24 Hr Recall, Year 9 Cohort 154 45.1 18.6 264 609 26.3 15.9 2.4 <01

H

Absolute difference.
P-values based on testing in the naturat log scale except for % Energy from fat.
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Table 3.2 {continued)
Nutrient Intake Monitoring

Data as of September 12, 2005; Events through Study Closeout

Intervention Control Difference
N Mean SD N Mean SD Mean' SE p-value2
Saturated Fat (g)
FFQ Baseline 19541 27.4 13.4 | 29294 273 13.2 0.1 0.1 0.85
FFQ Year 1 18099 142 8.1 | 26776 22.5 11.9 8.4 0.1 <.01
FFQ Year 2 5029 148 8.2 8670 225 11.7 7.7 0.2 <.01
FFQ Year 3 3241 15.5 89 4890 229 12.2 7.4 0.2 <.01
FFQ Year 4 5056 15.7 §.9 7878 231 12.2 7.4 0.2 <01
FFQ Year 5 5815 16.2 9.1 9001 23.2 12.4 7.0 0.2 <01
FFQ Year 6 7142 159 5.1 10836 229 12.3 6.9 02 <.01
FFQ Year 7 4621 16.4 94 7215 231 12.6 6.7 0.2 <01
FFQ Year 8 2702 16.3 9.3 4432 233 12.7 70 0.3 <0l
FFQ Year 9 1569 16.9 10.2 2338 22.7 11.9 59 04 <0l
FFQ Year 10 416 17.3 10.3 625 229 119 56 0.7 <01
4DFR Baseline 892 20.6 89 1351 20.9 93 03 0.4 072
4DFR Year 1 805 10.6 52 1171 19.5 8.3 9.0 0.3 <01
24 Hr Recall, Post-baseline 226 12.9 79 262 20.1 9.6 72 08 <01
24 Hr Recall, Year 1 221 11.7 6.2 268 20.1 10.1 8.4 0.8 <0l
24 Hr Recall, Year 2 214 12.3 8.2 244 19.5 9.9 7.2 0.9 <.0l
24 Hr Recall, Year 3 209 13.4 1.7 249 20.3 10.8 0.9 0.9 <01
24 Hr Recall, Year 3 Cohort 787 12.4 6.8 1183 19.7 9.3 7.3 0.4 <.01
24 Hr Recall, Year 4 222 13.4 7.6 251 19.7 10.2 0.3 0.8 <.01
24 Hr Recall, Year 5 196 13.2 8.1 248 204 10.2 7.2 0.9 <01
24 Hr Recall, Year 6 194 135 7.8 221 21.6 11.4 8.1 1.0 <.01
24 Hr Recall, Year ¢ Cohort 766 13.1 71 1167 19.5 97 6.4 0.4 <01
24 Hr Recall, Year 7 133 13.0 74 143 19.3 80 6.3 1.0 <.01
24 Hr Recall, Year 8 68 14.6 6.9 21 20.6 11.0 6.0 1.5 <.01
24 Hr Recall, Year 9 24 13.3 7.9 34 19.7 7.9 6.4 2.1 <.01
24 Hr Recall, Year 9 Cohort 154 14.5 6.8 264, 20.6 10.2 6.1 0.9 <01
Polyunsaturated Fat (g)
FFQ Baseline 19541 15.3 7.6 | 29294 15.3 1.6 0.0 0.1 0.79
FFQ Year 1 18099 7.9 44 | 26776 12.5 6.7 4.6 0.1 <.01
FFQ Year 2 5929 83 4.5 8670 12.4 6.5 4.1 0.1 <.01
FFQ Year 3 3241 8.8 4.7 4890 12.8 6.8 4.0 0.1 <01
FFQ Year 4 5056 9.0 4.9 7878 12.8 6.7 38 0.1 <.01
FFQ Year 5 5815 92 5.0 9001 12.8 6.9 3.7 0.1 <.01
FFQ Year 6 7142 972 5.1 | 10836 12.7 6.7 3.5 0.1 <01
FFQ Year 7 4621 9.2 5.1 7215 12.8 6.7 36 0.1 <01
FFQ Year 8 2702 92 5.1 4432 12.8 6.6 35 0.1 <.01
FFQ Year 9 1569 9.5 5.6 2338 12.5 6.7 31 0.2 <01
FFQ Year 10 ' 416 9.6 5.7 625 12.1 6.1 2.6 0.4 <0l
4DFR Baseline 892 13.1 5.8 1351 13.5 0.1 0.3 0.3 0.40
4DFR Year | 805 7.4 34 117t 127 6.2 5.3 0.2 <01
| 24 Hr Recall, Posi-baseline 226 8.3 5.0 262 12.6 7.3 4.3 0.6 <.01
24 Hr Recall, Year 1 221 7.8 4.4 268 12.4 0.3 4.6 0.5 <.0l
24 Hr Recall, Year 2 214 83 5.7 244 12.5 7.6 42 0.6 <01
24 Hr Recall, Year 3 209 8.5 5.5 249 122 6.6 38 0.6 <0l
24 Hr Recall, Year 3 Cchort 787 8.7 4.6 1183 122 6.9 3.6 0.3 <0l
24 Hr Recall, Year 4 222 87 49 251 11.9 6.9 3.1 0.6 <01
24 Hr Recall, Year 5 196 8.8 6.0 248 12.0 1.5 33 0.7 <0l
24 Hr Recall, Year 6 194 9.1 58 221 138 7.3 4.7 0.7 <.01
24 Hr Recall, Year 6 Cohort 766 8.8 4.6 1167 12.3 6.2 3.5 0.3 <.01
24 Hr Recall, Year 7 133 9.6 6.6 143 12.2 6.4 2.6 0.8 <01
24 Hr Recall, Year 8 68 9.4 4.7 91 136 7.8 472 .1 <.01
24 Hr Recall, Year 9 24 8.4 4.4 34 11.7 7.6 33 1.7 0.04
24 Hr Recall, Year 9 Cohort 154 9.6 4.4 264 12.2 3.7 2.7 0.5 <.01

' Absolute difference.

P-values based on testing in the natural log scale exceps for % Energy from fat.
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Table 3.2 (continued}
Nutrient Intake Monitoring

Data as of September 12, 2005; Events through Study Closeout

Intervention Control Difference
N Mean  SD N Mean  SD | Mean' SE p-value?

Fruits and Vegetables (servings)
FFQ Baseline 19470 3.6 1.§ | 29216 36 1.8 0.0 0.0 0.67
FFQ Year | 18018 5.1 2.3 | 26694 39 2.0 12 0.0 <01
FFQ Year 2 5905 5.1 2.4 8637 3.9 2.0 1.2 0.0 <.01
FFQ Year 3 3235 52 2.5 4876 39 2.0 1.3 0.1 <01
FFQ Year 4 5046 5.1 2.4 7864 38 2.0 13 0.0 <.01
FFQ Year 5 5792 5.1 2.4 8975 38 2.1 12 Q.0 <.01
FFQ Year 6 T118 4.9 2.5 | 10811 38 20 12 0.0 <.0l
FFQ Year 7 4601 4.3 24 7199 3.8 2.0 1.0 0.0 <0l
FFQ Year 8 2688 4.8 24 4415 3.8 2.0 1.0 01 <0l
FFQ Year 9 1553 4.8 2.4 2321 3.7 2.0 11 0.1 <01
FFQ Year 10 411 47 2.4 623 3.0 1.9 1.1 0.1 <.01

Grain Servings

(Not including desserts/pastries)
FFQ Baseline 19468 4.7 2.5 | 29214 4.8 2.5 0.0 0.0 0.41
FFQ Year | 18014 5.1 2.7 | 26684 4.2 2.3 0.8 0.0 <.01
FFQ Year 2 5904 4.9 2.5 8631 4.1 2.2 0.7 0.0 <.01
FFQ Year 3 3234 4.6 2.5 4871 4.0 2.2 0.7 0.1 <.01
FFQ Yecar 4 5042 4.4 2.4 7852 3.9 2.2 0.5 0.0 <.01
FFQ Year 5 5788 4.3 2.3 8963 3.8 2.1 0.5 0.0 <01
FF(Q Year 6 7115 4.1 2.3 | 10795 37 2.1 0.4 0.0 <.01
FFQ Year 7 4597 39 2.2 7189 3.6 20 03 0.0 <.01
FFQ Year 8 2686 38 2.2 4403 3.6 2.1 0.2 0.1 <01
FFQ Year 9 1551 3.7 22 2316 3.4 1.9 0.3 0.1 <01
FFQ Year 10 411 3.6 2.2 623 3.4 2.0 0.2 0.1 0.53

! Absolute difference.

2 P-values based on testing in the natural log scale cxeept for % Encrgy from fat.
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Figure 3.1
Nutrient Intake

Data as of September 12, 2005; Events through Study Closeout

% Energy from Fat

40

36

32

Percent

24— ~ -

20 — ¢ — Intervention

—&— Control

Baseline AV] AV2 AV3 AVd AV5 AV6 AV? AVE AVY AV1Q

Visit

(continues)
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Figure 3.1 (continued)
Nutrient Intake

Data as of September 12, 2005; Events through Study Closeout
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Figure 3.2
Mean Body Weight for DM Participants
Stratified by Treatment Arm

Data as of September 12. 2005; Events through Study Closeout
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Table 3.3

Blood Specimen Analysis: DM Participants

Data as of September 12, 2005; Events through Study Closeout

N Mean'  S.D.
Micronutrients
Alpha-Carotene (pg/ml)
Baseline 2731 0.08 0.08
AV-1 2500 - 0.08 0.07
AV-3 2204 0.07 0.07
AV-6 2072 0.07 0.07
AV-]1 - Baseline 2425 0.00 0.06
AV.3 - Baseline 2133 -0.01 0.07
AV-6 - Baseline 2005 -0.01] 0.07
Beta-Carotene (pg/ml)
Baseline 2731 0.30 0.28
AV-1 2500 0.30 0.29
AV-3 2204 -+ 029 0.29
AV-6 2072 0.31 0.33
AV-1 —Baseline 2425 0.00 0.22
AV-3 ~ Baseline 2133 -0.00 0.26
AV-6 — Baseline 2005 0.0] 0.31
Alpha-tocopherol (ug/ml)
Baseline 2731 16.28 7.30
AV-1 2500 16.95 7.52
AV-3 2204 18.19 771
AV-6 2073 18.75 7.98
AV-1 - Baseline 2425 Q.76 5.49
AV-3 —Baseline 2133 [.91 6.76
AV-6 — Baseling 2006 2.54 7.73
Gamma-tocopherol (pg/ml)
Baselinc 2731 2.21 1.42
AV-1 2490 1.85 1.31
AV-3 2204 i.68 1.32
AV-6 2073 1.64 1.27
AV-] - Baseline 2424 -0.36 0.92
AV-3 —- Baseline 2133 -0.54 1.13
AV-6 — Baseline 2006 -0.59 1.22
Beta-Cryptoxanthine (pg/mt)
Baseline 2731 0.09 0.07
AV-1 2499 0.09 0.07
AV-3 2204 0.10 0.08
AV-6 2072 0.11 Q.10
AV-1 - Baseline 2424 0.00 0.06
AV-3 — Baseline 2133 0.0l 0.07
AV-6 — Baseline 2005 0.02 (.09
Lycopene (ug/ml)
Baseline 2731 041 0.19
AV-1 2500 0.41 0.19
AV-3 2204 0.38 0.20
AV-6 2072 0.37 0.20
AV-] ~Baseline 2425 -0.01 0.16
AV-3 - Baseline 2133 -0.03 0.20
AV-6 - Baseline 2005 -0.04 0.21

' Means and standard deviations are weighted by ethnicity using the ethnicity distribution of participants randomized to CT.

(continues)
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Table 3.3 (continued)
Blood Specimen Analysis: DM Participants

Data as of September 12, 2005, Events through Study Closeout

N Mean' S.D.
Lutein and Zeaxanthin (ugfml} )
Baseline 2731 0.21 0.10
AV-1 2500 0.22 0.10
AV-3 2204 0.20 - 0.10
AV-6 2072 0.19 0.10
AV-1 - Baseline 2425 0.00 0.07
AV-3 - Baseline 2133 -0.02 0.08
AV-6 — Baseline 2005 -0.03 0.09
Retinol {prg/ml)
Baseline 2731 0.61 0.15
AV-1 2500 0.62 0.15
AV-3 2204 0.61 0.15
AV-6 2073 0.64 0.16
AV-1 — Baseline 2425 0.00 0.10
AV-3 — Baseline 2133 -0.00 0.13
AV-6 — Baseline 2006 0.03 0.14
Clotting Factors
Factor VII Activity, Antigen (%)
Baseline 2640 130.69 3241
AV-1 2398 13070 32.64
AV-3 2108 131.99 33.20
AV-6 2047  124.47 31.53
AV-1 — Baseline 2275 -0.23 22.36
AV-3 — Baseline 1982 0.53 28.14
AV-6 — Baseline 1920 -6.58 29.33
Factor VII C (%)*
Baseline 2595 129.82 30.74
AV-1 : 2367 127.30 30.37
AV-3 2099 13098 3384
AV-6 2035 135.70 36.18
AV-1 — Baseline 2211 -2.82 22.49
AV-3 - Baseline 1936 0.77 28.23
AV-6 — Baseline 1873 5.16 29.90
Fibrinogen (mg/dl)
Baseline 2630 299.80 60.77
AV-1 2391 29759 60.63
AV-3 2109 28934 59.25
AV-6 . 2046 289.11 60.30
AV-1 —Baseline 2264 -2.55 4977
AV-3 - Baseline 1975 -10.52 52.49
AV-6 — Baseline 1911 -9.46 58.94
Hormones/QOther
Glucose (mg/dl)
Baseline 2729 100.17 26.76
AV-1 2492 98.81 26.23
- AV-3 2230 99.26 26.63
AV-6 2081 100.69 25.67
AV-1 — Baseline 2417 -1.33 18.98
AV.-3 - Baseline 2157 -1.07 20.95
AV-6 — Baseline 2013 1.43 23.38
{continues)

' Means and standard deviacions are weighted by ethnicity using the ethnicity distribution of participants randemized 1o CT.

*  Factor V11 C values preater than 300% are considered biologically implausible and are set to missing.
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Table 3.3 (continued)

Blood Specimen Analysis: DV Participants

Data as of September 12, 2005; Events through Study Closeout

N Mean' S.D.
Insulin (uIU/ml)
Baseline 2661} 11.69 8.77
AV-1 2430 11.30 10.33
AV-3 2127 12.76 10.04
AV-6 2079 10.39 26.01
AV-] — Baseline 2319 -0.31 8.54
AV-3 — Baseline 2009 1.03 8.44
AV-6 - Baselinc 1966 -1.19 23.18
Lipoproteins
Triglyceride (mg/dl)
Baseline 2730 157.45 86.55
AV-1 2498 15930 86.45
AV-3 2230  160.27 89.36
AV-6 2082 15457 £2.00
AV-1 —Baseline 2423 2.51 54,98
AV-3 - Baseline 2157 1.94 74.02
AV-6 — Bascline 2015 -2.97 73.07
Total Cholesterol (mg/dl)
Baseline 2730 224.13 38.13
AV-1 2498 21741 37.33
AV-3 2230 21558 35.64
AV-6 2082 21254  36.81
AV-1 - Baseline 2423 -6.62  26.67
AV-3 - Bascline 2157 -8.17 31.96
AV-6 - Bascline 2015 -11.85 36.83
LDL-C (mg/dl)
Baseline 2680 133.82 3518
AV-1 2453 126.48 3405
AV-3 2192 125.51 33.66
AV-6 2054 123.84 33.89
AV-1 — Baseline 2359 -6.91 23.78
AV-3 — Baseline 2092 -1.52 29.26
AV-6 — Baseline 1956 -0.81 3474

' Means and standard deviations are weighted by ethnicity using the ethnicity distribution of participants randomized to CT.

{continues)
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Table 3.3 (continued)
Blood Specimen Analysis: DM Participants

Data as of Scptember 12, 2005: Events through Study Closeout

N Mean' S.D.'
HDL-C {mg/dl}
Bascline 2722 59.05 15.68
AV-1 2496 59.28 1530
AV-3 2226 58.74 15.63
AV-6 2079 58.39 14.84
AV-] — Baseline 2415 -0.08 8.79
AV-3 — Baseline 2147 -0.42 9.89
AV-6 — Baseline 2005 -1.12 10.53
HDL-2 (mg/dl)
Baseline 2662 18.29 8.17
AV-1 2455 18.84 8.36
AV.3 2198 16.44 6.63
AV-6 2065 17.90 7.62
AV-1 -~ Baseline 2329 0.31 4.97
AV-3 - Baseline 2079 -1.92 5.62
AV-6 ~ Baseline 1949 -0.64 6.19
HDL-3 (mg/dl)
Baseline 2664 40.86 9.05
AV-1 2456 40.47 8.58
AV-3 2198 4218 9.77
AV-6 2065 40,53 9.05
AV-] - Baseline 2332 -0.51 5.55
AV.3 — Baseline 2081 1.4] 6.93
AV-6 — Baseline 1950 -0.46 7.39
Lp(a) (mg/dl)
Baseline 2693 25.96 26.14
AV-] 2465 25.12 25.93
AV-3 2166 23.23 23.36
AV-6 2066 31.69 29.03
AV-1 — Baseline 2366 -0.65 10.20
AV-3 - Baseline 2075 -2.34 13.78
AV-6 — Baseline 1971 5.89 16.34

*

! Means and standard deviations are weighted by ethnicity using the cthaicity distribution of participants randemized to CT.
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Table 3.4

Bone Mineral Density’ Analysis: DM Participants

Data as of September 12, 2005; Events through Study Closeowt

N Mean S.D.
Whole Body Scan
Baseline 3621 1.03 0.1
AV] 3278 1.03 0.11
AV3 3101 1.04 0.11
AVE 2788 1.05 0.12
AV9 1782 1.07 0.13
AV1 % Change from baseline BMD® | 3249 0.18 2.50
AV3 % Change from baseline BMD* 3073 1.30 3.62
AV6 % Change from baseline BMD* | 2743 2.10 5.33
AV9 % Change from baseline BMD? 1356 2.54 6.69
Spine Scan
Baseline 3497 0.99 0.17
AV] 3165 1.00 0.17
AV3 3005 1.01 0.17
AVG6 2683 1.02 0.18
AV9 1715 1.02 0.17
AV % Change from bascline BMD? | 3144 0.88 3.82
AV3 % Change from bascline BMD? | 2980 221 5.18
AV6 % Change from baseline BMD? | 2646 3.34 6.86
AV9 % Change from baseline BMD? 1304 3.55 8.18
Hip Scan
Baseline 3620 0.87 0.14
AV1 3276 0.87 0.14
AV3 3099 (.88 0.14
AVG6 2814 0.88 0.14
AV 1775 0.86 0.13
AV1 % Change from baseline BMD? | 3255 0.04 2.74
AV3 % Change from baseline BMD? | 307] 0.96 4.02
AVG % Change from baseline BMD? | 2765  -0.12 5.06
AV9 % Change from baseline BMD* | 1347  .1.56 6.17

1
2

Measured in (g/em?).

AVX % Change from bascline BMD is defined as ((AVX-Bascline)/Baseline)x 100.
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Table 3.5

Lost-to-Follow-up and Vital Status: DM Participants

Data as of September 12, 2005, Events through Study Closeout

DM Participants

(N = 48,835)
N %
Vital Status/Participation
Deceased 2404 4.9
Alive: Current Participation’ 44116 90.3
Alive: Recent Participation’ 235 05
Alive: Past/Unknown Participation3 5 <0.1
Stopped Fol[ow-Ug;" 1553 3.2
Lost to Follow-Up 522 1.1

Participants who have filled in a Form 33 within the last 9 months.
Participants who last filled in a Form 33 between @ and 18 months ago.

[P T

Participants with codes 5 (no follow-up) or 8 (absolutely no follow-up) on Form 7.
Participants not in any of the above categorics.

Participants without a Form 33 within the last 18 months, who have been located (as indicated on Form 23) within the fast 6 months.

- R:\Reports\Annual\Progress\2005\Annuval 9-05\Annual3_sep03.doc




WHI, Annual Progress Report

Page 3-15

Table 3.6

Verified Qutcomes (Annualized Percentages) by Age for Dietary Modification

Data as of September 12, 2005; Events through Study Closeout

Age -
Qutcome Total 50-54 55.59 60-69 70-79
Number randomized 48835 6961 11037 22715 8122
Mean follow-up (months) 97.0 104.0 909 95.0 02.8
Cancer
Breast cancer 2150 {0.54%) 257 (0.43%) 488 (0.53%) 1017 (0.57%) 388 ({0.62%)
Invasive breast cancer 1727 (0.44%) 187 (031%) 399 (0.43%) 824 (046%) 317 {0.50%)
Non-invasive breast cancer 440 (0.11%) 73 (0.12%) 92 (0.10%) 199  (0.11%) 76 (0.12%)
Ovarian cancer 182 (0.05%) 21 (0.03%) 37 (0.04%) 83 (0.05%) 41 (0.07%)
Endometrial cancer’ 305 (0.08%) 34 (0.06%) 73 (0.08%) 145 (0.08%) 53 (0.08%)
Colorectal cancer 506 (0.13%) 31 (0.05%) 84 (0.09%) 249 (0.14%) 142 (0.23%)
. Other cancer? 2008 (0.52%) 176 (0.29%) 356 (0.39%) 1048 (0.58%) 488 (0.78%)
Total cancer 4986 (1.26%) 500 (0.83%) 992 (1.08%) 2428 (1.35%) 1066 (1.70%)
Cardiovascular
CHD? 1429  (0.36%) 77 (0.13%) 173 (0.19%) 671 (0.37%) 508 (0.81%)
CHD death? 392 (0.10%) 19 (0.03%) 29 (0.03%) 182 (0.10%) 162 (0.26%)
Total MI® 1163 (0.29%) 60 (0.10%) 152 (0.17%) 545 (0.30%) 406 (0.65%)
Clinical MI 1108 (0.28%) 54 {0.09%) 145 (0.16%) 519 (0.29%) 390 (0.62%)
Evolving Q-wave MI® 58 (0.01%) 7 (0.01%) 7 (0.01%) 28 (0.02%) 16 (0.03%)
Possible evolving Q-wave MI® 260 (0.07%) 27 (0.04%) 37 (0.04%) 124 (0.07%) 72 (0.11%)
Angina 1629 (0.41%) 95 (0.16%) 231 (0.25%) 859 (0.48%) 444 (0.71%)
CABG/PTCA 1830 (0.46%) 90 (0.15%) 253 (0.28%) 952 (0.53%) 535 (0.85%)
Carotid artery disease 292 (0.07%) 11 (0.02%) 34 (0.04%) 1534 {0.09%) 93 (0.153%)
Congestive heart failure 1167 (0.30%) 52 (0.09%) 120 (0.13%) 326 (0.29%) 469 (0.75%)
Stroke 1071 (0.27%) 46 (0.08%) 116 (0.13%) 499  (0.28%) 410 (0.65%)
PVD 261 (0.07%) 13 (0.02%) 34 (0.04%) 125  (0.07%) 89 (0.14%)
CHD*/Possible evolving Q-wave MI 1673 (0.42%) 103 (0.17%) 209 (0.23%) 784 (0.44%) 577 (0.92%)
Coronary disease’ 3969 (1.00%) 227 (038%) 525 (0.57%) 1969  (1.09%) 1248 (1.99%)
Total cardiovascular disease 5161 (1.31%) 279 (0.46%) 673 (0.73%) 2556 (1.42%) 1653 (2.63%)
Fractures
Hip fracture 500 (0.13%) 12 (0.02%) 32 (0.03%) 195 (0.11%) 261 (0.42%)
Vertebral fracture 552 (0.14%) 22 (0.04%) 56 (0.06%) 252 (0.14%) 222 (0.35%)
Other fracture? 5340 {1.35%) 651 (1.08%) 1076 (1.17%) 2512 (1.40%) 1101 (1.75%)
Total fracture 6095  (1.54%) 682 (1.13%) 1152 (1.25%) 2831 (1.57%) 1430 (2.28%)
Deaths
Cardiovascular deaths 715 (0.18%) 32 (0.05%) 51 (0.06%) 306 (0.17%) 326 (0.52%)
Cancer deaths 1126 (0.29%) 68 (0.11%) 158 (0.17%) 557 (031%) 343 (0.55%)
Other known cause 484 (0.12%) 28 (0.05%) 53 (0.06%) 198  (0.11%) 205 (0.33%)
Unknown cause 73 (0.02%) 2 (<0.01%) 6 (0.01%) 39 (0.02%) 26 (0.04%)
Mot yet adjudicated 6 (<0.01%) 2 (<0.01%) 0 (0.00%) 2 (<0.01%) 2 (<0.01%)
Total death 2404 (0.61%) 132 (0.22%) 268 (0.29%) 1102 (0.61%) 902 (1.44%)

' Only women without a baseline hysterectomy are used to compute the annual rates of endometrial cancer.
* Only one report of “other cancer” or “other fracture” is counted per woman: however, the first other cancer or other fracture of each type is adjudicated. Excludes
non-melanoma skin cancer and fractures indicated as pathological.

- o e

“CHD" includes clinical MY, evolving Q-wave MJ, and CHD death.
“CHD death” includes definite and possible CHD death.

“Total MI" tnctudes clinical MI and evolving Q-wave ML

Only women with a follew-up ECG arc used 1a compute the annual rates for (possible) evolving Q-wave Mls.
“Coronary disease™ includes chnical ML evolving Q-wave M1, possible evolving Q-wave MI, CHD death, angina, congestive heart failure, and CABG/PTCA.
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Table 3.6 {(continued)
Verified Qutcomes {Annualized Percentages) by Race/Ethnicity for Dietary Modification

Data as of September 12, 2005; Events through Study Closeout

Race/Ethnicity
American
Indian/Alaskan Asian/Pacific Black/African  Hispanic/
Outcome Native Islander American Latino White Unknown
Number randomized 202 1105 5262 1845 39762 659
Mean follow-up (months) 95.4 93.8 95.5 92.0 97.7 92.8
Cancer
Breast cancer 5 (031%) 48 (0.56%) 169 (0.40%) 55 (0.39%) 1848 (0.37%) 25 (0.49%)
Invasive breast cancer 4 (0.25%) 36 (042%) 128 (0.31%) 43 (0.30%) 1496 (0.46%) 20 (0.39%)
Non-invasive breast cancer 1 (0.06%) 12 (0.14%) 42 (0.10%) 12 (0.08%) 368 (0.11%) 5 (0.10%)
QOvarian cancer 1 (0.06%) 5 (0.06%) 11 (0.03%) 7 (0.05%) 155 (0.05%) 3 (0.06%)
Endometrial cancer’ 0 {0.00%) 3 (0.03%) 20 (0.05%) - & (0.00%) 269 (0.08%) 5 (0.10%)
Colorectal cancer 4 {0.25%) 7 (0.08%) 55 (0.13%) 16 {0.11%) 417 (0.13%) 7 (0.14%)
Other cancer® 6 (0.37%) 32 (0.37%) 159 (0.38%) 43 (0.30%) 1801 (0.56%) 27 (0.53%)
Total cancer 15 (0.93%) 90 (1.04%) 395 (094%) 122 (0.86%) 4303 (i.33%) 61 (1.20%)
Cardiovascular ]
CHD® 4 (0.25%) 14 (0.16%) 157 (0.38%) 26 (0.18%) 1209 (0.37%) 19 (0.37%)
CHD death® 0 (0.00%) 3 (0.03%) 59 (0.14%) 8 (0.06%) 312 (0.10%) 10 (0.20%)
Total MP° 4 (0.25%) 13 (0.15%) 117 (0.28%) 21 (0.15%) 993 (0.31%) 15 (0.29%)
Clinical MI 4 (0.25%) 13 (0.15%) 112 (0.27%) 20 (0.14%) 945 (0.29%) 14 (0.27%)
Evolving Q-wave MI® 0 {(0.00%) 1 {(0.01%) 5 (0.01%) 1 (0.01%) 50 (0.02%) 1 (0.02%)
Possible evolving Q-wave Mi1° 3 (0.19%) 7 (0.08%) 29 (0.07%) 7 (0.05%) 212 {(007%) 2 (0.04%)
Angina 7 (0.44%) 18 (0.21%) 213 (0.51%) 30 (0.35%) 1319 {(041%) 22 (0.43%)
CABG/PTCA 6 (0.37%) 14 (0.16%) 176 (0.42%) 37 (0.26%) 1579 (0.49%) 18 (0.35%)
Carotid artery disease 2 (0.12%) 1 (0.01%) 21 (0.05%) 3 (0.02%) 261 (0.08%) 4 (0.08%)
Congestive heart failure 2 (0.12%) 10 (0.12%) 178 (0.43%) 31 (0.22%) 930 (0.29%) 16 (0.31%)
Stroke 4 (0.25%) 19 (0.22%) 153 (0.37%) 26 (0.18%) 854 (0.260%) 15 (0.29%)
PVD 3 (0.19%) 2 (0.02%) 48 (0.11%) 2 (0.01%) 202 (0.06%) 4 (0.08%)
CHD*/Possible evolving Q-wave MI 7 (044%) 20 (0.23%) 185 (0.44%) 32 (0.23%) 1408 (044%) 21 (0.41%)
Coronary discase’ i5 (0.93%) 43 (0.50%) 508 (1.21%) 98 (0.69%) 3256 (101%) 49 {(0.96%)
Total cardiovascular disease 22 (1.37%) 64 (0.74%) 655 (1.56%) 125 (0.88%) 4229 (1.31%) 66 (1.30%)
Fracturcs
Hip fracture 2 (0.12%) 3 {0.03%) 15 (0.04%) 9 (0.06%) 466 (0.14%)y 5 (0.10%)
Vertebral fracture 1 (0.06%) 11 (0.13%) 8 (0.02%) 10 (0.07%) 510 (0.16%) 12 (0.24%)
Other fracture’ 17 (1.06%) 79 (091%) 313 (0.73%) 133 (0.94%) 4728 (1.46%) 70 (1.37%)
Total fracture 18 (1.12%) 92 (1.07%) 332 (0.79%) 146 (1.03%) 5424 (1.68%) 83 (1.63%)
Deaths
Cardiovascular deaths 2 (0.12%) 10 (0.12%) 106 (0.25%) 13 (0.09%) 573 (0.18%) 11 (0.22%)
Cancer deaths 6 (0.37%) 16 (0.19%) 90 (0.24%) 31 (0.22%) 955 (0.30%) 19 (0.37%)
Other known cause 8 (0.50%) 7 (0.08%) 58 (0.14%) 11 (0.08%) 394 (0.12%) 6 (0.12%)
Unknown cause 0 (0.00%) 1 (0.01%) 18 (0.04%) 1 (0.01%) 52 (0.02%) 1 (0.02%)
Not yet adjudicated 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 €0.01%) 5(<0.01%) 0 (0.00%)
Total death 16 (1.00%) 34 (0.39%) 281 (0.67%) 57 (0.40%) 197% (0.01%) 37 (0.73%)

Only women without a baseline hysterectomy arc used 1o compute the annual rates of endometrial cancer.

Only one report of “other cancer” or “other fracture™ is counted per woman: however, the first other cancer or other fracture of each type is adjudicated. Excludes
non-melanoma skin cancer and fractures indicated as pathological.

“CHD" includes clinical M1, evolving Q-wave M1, and CHD death.

“CHD death” includes definite and possible CHD death.

“Total MT" includes clinical M1 and evolving Q-wave ML

Only women with a follow-up ECG are used to compute the annual rates for (possible} evolving Q-wave MTs.

“Coronary disease” includes clinical M, evolving Q-wave MI. possible evolving Q-wave M1, CHD death. angina. congestive heart faiture, and CABG/PTCA.

LR R R N )
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Table 3.7
Counts (Annualized Percentages) of Participants with Self-Reported Qutcomes by Age and Race/Ethnicity
for DM Participants who did not report a prevalent condition at baseline

Data as of Sepiember 12, 2005; Events through Study Claseout

Age
Qutcome Total 50-54 55-59 6(-69 70-79
Number randomized 48835 6961 11037 22715 3122
Mean follow-up (months) 97.1 104.0 99.9 93.0 92.9
Hospitalizations
Ever 24816 (6.28%) 2658 (4.41%) 4767 (5.19%) 12034 (6.69%) 35357 (8.52%)
Two or more 13557 (3.43%) FI6T (1.939%) 2305 (2.51%) 6720 (3.74%) 3365 (5.35%)
Qther
DVT! 528 (0.14%) 31 (0.05%) 80 (0.09%) 254 (0.15%) 163 (0.27%)
Pulmonary embolism 354 (0.09%) 23 (0.04%) 56 (0.06%) 184 (0.10%) 91 (0.15%)
Diabetes (treated) 3770 (1.00%) 528 (0.90%) 852 (0.96%) 1751 (1.02%) 639 (1.07%)
Gallbladder discase? 3830 (1.16%) 573 (1.07%) 902 (1.15%) 1802 (1.22%) 553 (1.09%)
Hysterectomy 1549 (0.69%) 228 (0.67%) 358 (0.64%) 738 (0.74%) 225 (0.66%)
Glaucoma 5315 (1.40%) 567 (0.95%) 1098 (1.22%) 2587 (1.50%) 1063 (1.83%)
Ostecoporosis 10217 (2.74%) 1128 (191%) 1968 (2.21%) 5020 (2.98%) 2101 (3.74%)
Osteoarthritis® 9623 (3.94%) 1457 (3.23%) 2278 (3.63%) 4401 (4.20%) 1487 (4.73%)
Rheumatotd arthritis 2848 (0.75%) 399 (0.68%) 631 (0.71%) 1319 (0.77%) 499 (0.84%)
Intestinal polyps 7838 (2.14%) 1009 (1.73%) 1738 (1.99%) 3899 (2.36%) 1192 (2.13%)
Lupus 503 (0.13%) 82 (0.14%) 116 (0.13%) 237 (0.13%) 68 (0.11%)
Kidney stones’ 1319 (0.40%) | - 175 (0.36%) 281 (0.37%) 054 {(0.43%) 209 (0.39%)
Cataracts’ 15479 (5.14%) 1157 (2.33%) 2858 (3.77%) 8460 (6.11%) 3004 (8.01%)
Piils for hypertension 12611 (4.58%) 1680 (3.47%) 2823 (4.07%) 53963 (4.94%) 2145 (5.75%)
Race/Ethnicity
Am Indian/
Alaskan  Asian/Pacific Black/African Hispanic/
Qutcomes Native Islander American Latino White Unknown
Number randomized 202 1105 5262 18435 39762 659
Mean follow-up (months) 95.4 93.8 a95.5 92.0 97.7 92.8
Hospitalizations
Ever 101 (6.29%) 395 (4.57%) 2634 (6.29%) 769 (5.43%) 20607 (6.37%) 310 (6.08%)
Twao or more 60 (3.74%) 172 (1.99%) 1513 (3.61%) 380 (2.69%) 11258 (3.48%) 174 (3.41%)
Other
DVT! 1 (0.07%) 0 (0.00%) 48 (0.12%) 9 (0.07%) 463 (0.15%) 7 (0.14%)
Pulmonary embolism 2 (0.13%) 1 (0.01%) 35 (0.08%) 5 (0.04%) 307 (0.10%) 4 (0.08%)
Diabetes (treated) 18 (1.20%) 105 (1.29%) 692 (1.86%) 210(1.58%) 2690 (0.86%) 55 (1.14%)
Gallbladder disease? 14 (1.22%) 60 (0.77%) 304 (0.81%) 152 (1.42%) 3250 (1.21%) 50 (1.14%)
Hysterectomy 3 (0.66%) 30 (0.55%) 101 (0.54%) 47 (0.62%) 1355 (0.72%) 11 (0.38%)
Glaucoma 30 (195%) 108 (1.30%) 762 (1.95%) 201 (1.47%) 4150 (1.33%) 64 (1.33%)
Osteoporosis 43 (2.81%) 272 (3.33%) 678 (1L.68%) 409 (3.11%) 8675 (2.85%) 140 (2.96%)
Osteoarthritis’ 42 (0.09%) 219 (0.35%) 997 (0.93%) 413(1.31%) 7808 (2.85%) 144 (4.59%)
Rheumatotid arthritis 23 (1.59%) 49 (0.59%) 3505 (1.29%) 222 (1.65%) 1998 (0.64%) 51 (1.06%)
Intestinal polyps 40 (2.09%) 165 (2.08%) 866 (2.22%) 252 (1.87%) 6403 (2.13%) 112 (2.39%)
Lupus 4 (0.25%) 3 (0.09%) 72 (0.17%) 20 (0.14%) 392 (0.12%) 7 (0.14%)
Kidney stones” 9 (0.02%) 27 (0.04%) 137 (0.09%) S58(0.11%) 1071 (0.28%) 17 (0.40%)
Cataracts’ 61 (0.12%) 306 (0.40%) 1509 (1.09%) 537 (L.43%) 12862 (3.81%) 204 (5.21%)
Pills for hypertension 46 (4.47%) 266 {4.59%) 1325 (6.33%) 519(4.95%) 10297 (4.40%) 1358 (4.61%)

1
H
3

Inpatient DVT only.
“Gallbladder disease” includes sclf-reports of both hospitalized and non-hospitalized events.
These outcomes have not been self-reported on all versions of Form 33. The annualized percentages arc corrected for the different amoutts of follow-up.
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Table 4.1
Calcium and Yitamin D Component Age — and Race/Ethnicity — Specific Recruitment

Data as of September 12, 2003; Events through Study Closeout

Total % of Overall Design
Randomized Goal Distribution Assumption
Age ‘ 36,282
50-54 5,153 118% 14% 10%
55.59 8.269 95% 23% 20%
60-69 16,519 84% 46% 43%
70-79 6,341 58% 17% 25%
Race/Ethnicity 36,282
American Indian 149 <1%
Asian 721 2%
Black 3,315 9%
Hispanic 1,502 4%
White 30.155 83%
Unknown 440 1%
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Table 4.2

Bone Mineral Density! Analysis: CaD Participants

Data as of September 12, 2005, Events through Study Closeout

N Mean S.D.
Whole Body Scan
AVI1 2440 .02 0.11
AV3 2284 1.03 0.11
AV6 2040 1.05 0.12
AV9 1183 1.07 0.13
AV3 % Change from AV1 BMD? 2211 1.46 3.39
AV6 % Change from AV1 BMD? 1956 225 532
AV9 % Change from AV1 BMD? 858 3.24 6.99
Spine Scan
AV1 2343 1.00 0.16
AV3 2215 1.01 0.17
AV6 1964 1.02 0.17
AVD 1140 1.02 0.17
AV3 % Change from AV1 BMD? 2146 1.52 4.20
AV6 % Change from AVI BMD? 1882 2.61 5.96
AV9 % Change from AV1 BMD? 821 2.88 7.00
Hip Scan
AV 2431 0.87 0.14
AV3 2285 0.87 0.14
AV6 2057 0.87 0.14
- AV9 1179 0.86 0.13
AV3 % Change from AV1 BMD? 2211 1.17 3.42
AV6 % Change from AV] BMD? 1964  -0.08 483
AV9 % Change from AV] BMD? 852  -1.15 571

! Measured in (g/cm®).
2 AVX % Change from AV1 BMD is defined as ((AVX-AVIVAV1100.
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Table 4.3
Lost-to-Follow-up and Vital Status: CaD Participants

Data as of September 12, 2005; Events through Study Closeout

CaD Participants
(N = 36,282)
N %o
Vital Status/Participation
Deceased 1551 43
Alive: Current Participation' 32652 90.0
Alive: Recent Participal.i(m2 1099 30
Alive: Past/Unknown Participation® 21 0.1
Stopped Fouow-UP‘1 684 19
Lost to Follow-Up 269 0.7

Participants who have filled in a Form 33 within the last @ months.

Participants who last filled in a Form 33 between 9 and |8 months ago.

Participants without a Form 33 within the last |8 months, who have been localed (as indicated on Form 23} within the last 6 months.
Participants with codes 5 {no follow-up) or 8 (absolutely no follow-up) on Fonn 7.

Participants not in any of the above categories.

L
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Table 4.4
Verified Qutcomes (Annualized Percentages) by Age for Calcium and Vitamin D

Data as of September 12, 2003; Events through Study Closeout

- Age
Qutcome Total 50-54 55-59 60-6Y 70-79
Number of participants 36282 5153 8269 16519 6341
Mean follow-up (months) 84.4 90.6 87.0 82.7 80.0
Fractures
Hip fracture . 374 (0.15%) 6 (0.02%) 35 (0.06%) 125 (0.11%) 208 (0.49%)
Vertebral fracture 378 (0.15%) 13 (0.03%) 40 (0.07%) 164  (0.14%) 161 (0.38%)
Other fracture’ 3712 (1.45%) 456 (1.17%) 748 (1.25%) 1711 (1.50%) 797 (1.87%)
Total fracture . 4260 (1.67%) 472 (L.21%) 812 (1.35%) 1914 (1.68%) 1062 (2.49%)
Cancer
Colorectal cancer 339 (0.13%) 22 (0.06%) 48 (0.08%) 166 {0.15%) 103 (0.24%)
Breast cancer 1369 (0.54%) 165 (0.42%) 320 (0.53%) 640  (0.56%) 244 (0.57%)
Invasive breast cancer : 1087 (0.43%) HY (0.31%) 259 (0.43%) 511 (0.45%) 198 (0.47%)
Non-invasive breast cancer 292 (0.11%) 46 (0L12%) 62 (0.10%) 133 (0.12%) 5t (0.12%)
Ovarian cancer 125 (0.05%) 14 (0.04%) 35 (0.06%) 32 (0.05%) 24 (0.06%)
Endometrial cancer’ ' 184 (0.07%) 21 (0.05%) 45 (0.07%) 84 (0.07%) 34 (0.08%)
Other cancer’ 1399 (0.55%) 118 (0.30%) 234 (0.39%) 697  (0.61%) 350 (0.82%)
Total cancer 3289 {(1.29%) 332 (0.85%) 662 (1.10%) 1572 (1.38%) 723 (1.70%)
Cardiovascular
CHD’ 982 (0.38%) 52 (0.13%) 123 (0.21%) 462  (0.41%) 345 (0.81%)
CHD death® 258 (0.10%) 12 (0.03%) 22 (0.04%) 106 (0.09%) 118 (0.28%)
Total MI° 804 (0.31%) 42 (0.11%) 105 (0.18%) 393 (0.35%) 264 (0.62%)
Clinical MI 753 (0.29%) 38 (0.10%) 100 (0.17%) 369 (0.32%) 246 (0.58%)
Evolving Q-wave MI® 33 (0.02%) 4 (0.019%) 5 (0.01%) 26 (0.02%) 18 (0.04%)
Possible evolving Q-wave MI® 210 (0.08%) 25 (0.06%) 29 (0.05%) 93  (0.08%) 63 (0.15%)
Angina 1114 (0.44%) 60 (0.15%) 162 (0.27%) 579 (0.51%) 313 (0.74%)
CABG/PTCA 1281 (0.50%) 67 (0.17%) 180 (0.30%) 662 (0.58%) 372 (0.87%)
Carotid artery disease 219 (0.09%) 10 (0.03%) 21 (0.04%) 122 (0.11%) 66 (0.169%)
Congestive heart failure 801 (0.31%) 33 {0.08%) 83 (0.14%) 375 (0.33%) 310 (0.73%)
Stroke 744 (0.29%) 34 (0.09%) 80 (0.13%) 331 (0.29%) 299 (0.70%)
PVD 196 (0.08%) 7 (0.02%) 24 (0.04%) 96 (0.083%) 69 (0.16%)
CHD*/Possible cvolving Q-wave Ml 1180 (0.46%) 77 (0.20%) 151 (0.25%) 546 (0.48%) 406 (0.95%)
Coronary disease’ 2770 (1.09%) 159 (0.41%%) 378 (0.63%) 1349 (1.19%) 884 (2.08%)
Total cardiovascular disease 3637 (1.42%) 200 (0.51%) 481 (0.80%) 1768 (1.55%) 1188 (2.79%)
Deaths :
Cardiovascular deaths ' 470 (0.18%) 21 (0.05%) 36 (0.06%) 193 (0.17%) 220 (0.52%)
Cancer deaths 726 (0.28%) 50 (0.13%) 103 (0.17%) 360 (0.32%) 213 (0.50%)
Other known cause 300 (0.12%) 15 (0.04%) 39 (0.07%) 129 (0.11%) 17 (0.27%)
Unknown cause 52 (0.02%) 4 (0.01%:) 7 (0.01%) 24 (0.02%) 17 (0.04%)
Not yet adjudicated 3 (<0.01%) 1 (<0.01% 0 (0.009%:) 1 (<0.01%) 1 (<0.01%)
Total death 1551 {(0.61%) 91 (0.23%) 185 (0.31%) 707 (0.62%) 568 (1.33%)

' Quly one report of “other cancer” or “other fracture” is counted per woman; howcver, the first other cancer or other fracture of each type is adjudicated. Excludes
non-melanoma skin cancer and fractures indicated as pathological.

Only women without a bascline hysterectomy are used to compute the annual rates of endometrial cancer.

“CHD" includes clinical ML evolving Q-wave ML, and CHD death.

“CHI death” includes definite and possible CHD death,

“Total MI" includes clinical M1 and evolving Q-wave ML

Only women with a follow-up ECG are used to compute the annual rates for {possible) evolving Q-wave Mls.

“Coronary disease” includes clinical M1, evolving Q-wave MI, possible evolving Q-wave M1, CHI> death, angina, congestive heart failure, and CABG/PTCA.

MR B s wow
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Table 4.4 (continued)
Verified Outcomes (Annualized Percentages) by Race/Ethnicity for Calcium and Vitamin D

Data as of September 12. 20035; Events through Study Closeout

) Race/Ethnicity
American
Indian/Alaskan Asian/Pacific Black/African  Hispanic/

Outcome Native Islander American Latino White Unknown
Number of participants 149 721 3315 1502 30155 440
Mean follow-up (months) 84.2 80.6 832 82.5 234.8 80.9
Fractures
Hip fracture 2 (0.19%) 5 (0.10%) 7 (0.03%) 3 (0.03%) 336 (0.17%) I (0.03%)
Vertebral fracture 1 0.10%) o6 (0.12%) 4 (0.02%) 8 (0.08%) 349 (0.16%) 10 (0.34%)
Other fracture' 16 (1.53%) 42 (0.87%) 1386 (0.81%) 89 (0.86%) 3334 (1.56%) 45 (1.52%)
Total fracture 18 (1.72%) 51 (1.05%) 195 (0.85%) 100 (0.97%) 3843 (1.80%) 53 (1.79%)
Cancer
Colorectal cancer 3(029%) 5 (0.10%) 31 (0.13%) 9 (0.09%) 288 (0.14%) 3 (0.10%)
Breast cancer 4 (0.38%) 26 (0.54%) 96 (0.42%) 37 (0.36%) 1193 (0.56%) 13 (0.44%)

Invasive breast cancer 3 (029%) 17 (0.35%) 74 {0.32%) 29 (0.28%) 952 (0.45%) 12 (0.40%)

Non-invasive breast cancer 1 (0.10%) 9 (0.19%) 23 (0.10%) 8 (0.08%) 250 (0.12%) I (0.03%)
Owarian cancer 0 (0.00%) 4 (0.08%) 7 (0.03%) 5 (0.03%) 107 (0.05%) 2 (07T%)
Endometrial cancer’ 1 (0.10%) 2 (0.04%) 8 (0.03%) 4 (0.04%) 166 (0.08%) 3 (0.10%)
Other cancer’ 5 (0.48%) 24 (0.50%) 91 (0.40%) 30 (0.29%) 1236 (0.58%) 13 (0.44%)
Total cancer 12 (1.15%) 58 (1.20%) 224 (0.97%) 79 (0.77%) 2883 (1.35%) 33 (1.11%)
Cardiovascular
CHD’ 5(048%) 7 (0.14%) 93 (0.40%) 23 (0.22%) 838 (0.39%) 16 (0.54%)

CHD death* 1 (0.10%) 2 (0.04%) 39 (0.17%) 6 (0.00%) 203 (0.10%) 7 (0.24%)

Total MT° 5 (0.48%) 6 (0.12%) 64 (0.28%) 19 (0.18%) 697 (0.33%) 13 (0.44%)

Clinical MI 5 {(048%) 6 (0.12%) 61 (0.27%) 18 (0.17%) 651 (0.31%) 12 (0.40%)
Evolving Q-wave MI® 0 (0.00%) O (0.00%) 3 (0.01%) 1 (0.01%) 48 (0.02%) 1 (0.03%)

Possible evolving Q-wave MI® 1 (010%) 5 (0.10%) 24 (0.10%) 8 (0.08%) 172 (0.08%) 0 (0.00%)
Angina 3(029%) L1 (0.23%) 119 (0.52%) 42 (041%) 925 (043%) 14 (047%)
CABG/PTCA 4 (0.38%) 10 (0.21%) 114 {0.50%) 38 (0.37%) 1099 (0.52%) 16 (0.54%)
Carotid artery disease 1 (0.10%) I {0.02%) 10 (0.04%) 3 (0.03%) 202 (0.09%) 2 {0.07%)
Congestive heart failure 2 {0.19%) 7 (0.14%) 102 (0.44%) 29 (0.28%) 652 (0.31%) 9 (0.30%)
Stroke 5 (0.48%) 18 (0.37%) 85 (0.37%) 19 (0.18%) 605 (0.28%) 12 (0.40%)
PVD 2 (0.19%) 2 (0.04%) 25 (0.11%) 1 (0.01%) 165 (0.08%) 1 (0.03%)
CHD"/Possible evolving Q-wave M1 6 (0.57%) 12 (0.25%) 115 (0.50%) 30 (0.29%) 1001 €047%) 16 (0.54%)
Coronary disease’ 9 (0.86%) 25 (0.52%) 305 (1.33%) 85 (0.82%) 2313 (1.09%) 33 (1.11%)
Total cardiovascular disease 14 (1.34%) 42 (0.87%) 395 (1.72%) 106 (1.03%) 3035 (1.42%) 45 (1.52%)
Deaths
Cardiovascular deaths 1 (0.10%)y 10 (0.21%) 69 (0.30%) 12 (0.12%) 370 (0.17%) 8 (0.27%)
Cancer deaths 2 (0.19%) 15 (0.319%) 55 (0.24%) 17 (0.16%) 625 (0.29%) 12 (0.40%)
Other known cause 6 (0.57%) 4 (0.08%) 30 (0.13%) 5 (0.05%) 251 (0.12%) 4 {(0.13%)
Unknown cause 0 (0.00%) 1 (0.02%) 14 (0.06%) 0 (0.00%) 37 (0.02%) 0 (0.00%)
Not yet adjudicated 0 (0.00%) O (0.00%) 0 (0.00%) 0 (0.00%) 3 (<0.01%) 0 (0.00%)
Total death 9 (0.86%) 30 (0.62%) 168 (0.73%) 34 (0.33%) 1286 (0.60%) 24 (0.81%)

Only one report of “other cancer” or “other fracture™ is counted per woman; however, the first other cancer or other fracture of each type is adjudicated. Excludes
non-melanoma skin cancer and fractures indicated as pathological.

Only women without a baseline hysterectomy are used 10 compute the annual rates of endometrial cancer,

“CHD" includes clinicai M, evalving Q-wave MI, and CHD death.

“CHD death” includes definite and possible CHD death.

“Total MI" includes clinical M1 and evolving Q-wave M1

Only women with a follow-up ECG are used to compute the annual rates for (possible) evolving Q-wave Mls.

“Corcnary disease” includes clinical MI, evolving Q-wave MI, possible evolving Q-wave MI, CHD death, angina, congestive heart failure, and CABG/PTCA.

- A W R
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Table 4,5

Counts (Annualized Percentages) of Participants with Self-Reported Qutcomes by Age and Race/Ethnicity
for CaD Participants who did not report a prevalent condition at baseline

Data as of September 12, 2005; Events through Study Closeout

Age
Qutcome Tatal 50-54 55-59 60-69 70-79
Number randomized 36282 5153 8269 16519 6341
Mean follow-up (months) 84.4 90.6 87.0 82.7 80.6
Hospitalizations .
Ever 16973 (6.65%) 1762 (4.53%) 3240 (5.40%) 8100 (7.12%) 3871 (9.09%)
Two or more 8831 (3.46%) 732 (1.88%) 1524 (2.34%) 4281 (3.76%) 2294 (5.39%)
Other
DVT' 379 (0.15%) 21 (0.05%) 68 (0.12%) 172 (0.16%) 118 (0.29%)
Pulmonary embaolism 239 (0.09%) 17 (0.04%) 46 (0.08%) 126 (0.11%) 50 (0.12%)
Diabetes {treated) 2736 (1.12%) 407 (1.08%) 596 (1.03%) 1274 (1.17%) 459 (1.14%)
Gallbladder disease® 2483 (1.15%) 366 (1.06%) 602 {1.17%) 1156 (1.22%) 359 (1.03%)
Hysterectomy 965 (0.65%) 133 (0.59%) 231 (0.63%) 451 (0.68%) 150 (0.63%)
Glaucoma 3719 (1.51%) 399 (1.04%) 766 (1.31%) 1769 (1.62%) 785 (1.98%)
Osteoporosis 7121 (2.93%) 731 (1.91%) 1357 (2.33%) 3447 (3.19%) 1586 (4.10%)
Osteoarthritis® 6627 (4.15%) 1007 (3.46%) 1560 (3.78%) 2089 (4.42%) 1071 (4.91%)
Rheumatoid arthritis 1868 (0.76%) 266 (0.71%) 434 (0.75%) 829 (0.76%) 339 (0.84%)
Intestinal polyps 5290 (2.22%) 674 (1.79%) 1161 (2.03%) 2579 (2.45%) 876 (2.31%)
Lupus 351 (0.14%) 56 (0.14%) 82 (0.14%) 149 (0.13%) 64 (0.15%)
Kidney stones’ 816 (0.37%) 110 (0.34%) 178 (0.35%) 383 (0.38%) 145 (0.39%)
Cataracts’ 11104 (5.69%) 817 (2.55%) 2001 (4.21%) 5928 (6.75%) 2268 (8.86%)
Pills for hypertension 9472 (5.19%) 1260 (3.97%) 2134 (4.62%) 4362 (5.58%) 1716  (6.56%)
Race/Ethnicity
American
Indian/ Asian/Pacific  Black/African Hispanic/
Qutcomes Alaskan Native Islander American Latino White Unknown
Number randomized 149 721 3315 1502 30155 440
Mean follow-up (months) 84.2 80.6 83.2 82.5 84.8 80.9
Hospitalizations
Ever 70 (6.70%) 250 (5.17%) 1570 (6.83%) 562 (5.44%) 14323 (6.72%) 198 (6.68%)
Two or more 45  (4.30%) 103 (2.13%) 866 (3.77%) 268 (2.60%) 7442 (3.49%) 107 (3.61%)
Other
DVT! 3 (0.30%) 1 {0.02%) 34 (0.15%) 7 (0.07%) 331 (0.16%) 3 {0.10%)
Pulmonary embolism 3 (0.29%) 0 (0.00%) 22 (0.10%) 3 (0.03%) 208 (0.10%) 3 (0.10%)
Diabeles (treated) 12 (1.24%) 73 (1.61%) 410 (2.00%) 189 (1.95%) 2010 (0.97%) 42 (1.51%)
Gallbladder diseuse? 10 (1.26%) 39 (0.89%) 169 (0.81%) 121 (1.52%) 2116 (1.18%) 28 (1.12%)
Hysterectomy 2 (0.45%) 16 (0.51%) 49 (0.50%) 35 (0.61%) 856 (0.67%) 7 (0.42%)
Glaucoma 20 (2.01%) 58 (1.25%) 471 (2.19%) 177 (1.77%) 2960 (1.44%) 33 (1.17%)
Osteoporosis 30 (3.01%) 156 (3.34%) 406 (1.83%) 299 (3.09%) 6148 (3.03%) 82 (2.96%)
Osteoarthritis® 36 (542%) 128 (3.63%) 602 (4.30%) 328 (4.63%) 35441 (4.10%) 92 (4.72%)
Rheumatoid arthritis 17 (1.83%) 29 (0.63%) 304 (1.43%) 150 (1.52%) 1341 (0.65%) 27 (0.97%)
Intestinal polyps 31 (3.22%) 88 (1.97%) 521 (2.42%) 171 (1.73%) 4418 (222%) 6! (2.24%)
Lupus 4  (0.39%) 3 (0.06%) 41 (0.18%) 16 (0.16%) 285 (0.13%) 2 (0.07%)
Kidney stones” 7 (0.79%) 18 (0.42%) 73 (0.37%) 46 (0.52%) 664 (0.30%) 8 (0.31%)
Cataracts’ 51 (6.24%) 178 (4.77%) 909 (5.12%) 440 (527%) 9391 (5.79%) 135 (5.83%)
Pills for hypertension 36 (5.48%) 175 (5.25%) 882 (7.39%) 444 (5.58%) 7836 (5.00%) 99 (527%)

! Inpatient DVT only.
* Gallbladder discase” includes self-reports of both hospitalized and non-hospitalized events.
* Thesc outcomes have not been scli-reported on all versions of Form 33. The annualized percentages are corrected for the different amounts of follow-up.
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Table 5.1
Observational Study Age and Race/Ethnicity Specific Recruitment

Data as of September 12, 2005; Events through Study Closeout

Total
Enrolled Distribution

Age 93,676
50-54 12,381 13%
55-59 17,329 18%
60-69 41,200 44%
70-79 22,766 24%

Race/Ethnicity 93,676
American Indian 421 <1%
Asian 2,671 3%
Black . 7,635 8%
Hispanic 3,609 4%
White 78,016 83%
Unknown 1.324 1%

R:\ReportsiAnnual\Progress\2005\Annual 9-05\Annuals_sep05.doc



WHI, Annual Progress Report

Page 5-2

Table 5.2

Bone Mineral Density' Analysis: OS Participants

Data as of September 12, 2005; Events through Study Closeout

N Mean S.D.
Whole Body Scan
Baseline 6415 1.01 0.11
Baseline (for ppts. with an AV3 scan) 5103 1.01 0.11
Baseline (for ppts. with an AV0 scan) 4476 1.01 0.11
Baseline (for ppts. with an AV9 scan) 1992 1.02 0.10
AV3 5158 1.02 0.1l
AVG6 4522 1.04 0.12
AV9 2007 .05 0.13
AV3 % Change from baseline BMD® [ 5096 0.95 3.70
AV6 % Change from basetinc BMD? 4212 1.97 5.61
AV9 % Change from baseline BMD? 1679 1.96 6.85
Spine Scan
Baseline 6236 0.98 0.17
Baseline {for ppts. with an AV3 scan) 4994 0.98 0.17
Baseline (for ppts. with an AV 6 scan) 4307 0.98 0.17
Baseline (for ppts. with an AV9 scan) 1943 0.98 0.16
AV3 5033 0.99 0.17
AVO 4347 1.00 0.18
AV9 1949 1.02 0.18
AV3 % Change from baseline BMD? 4980 1.73 5.14
AV6 % Change from baseline BMD? 4044 3.21 6.93
AV9 % Change from baselinc BMD? 1636 4.65 8.50
Hip Scan
Baseline 6419 0.84 0.14
Baseline (for ppts. with an AV3 scan} 5146 0.84 0.14
Baseline (for ppts. with an AV6 scan) 4512 0.85 0.14
Baseline (for ppts. with an AV9 scan) 2007 0.84 0.13
AV3 5186 0.85 0.14
AVE 4548 0.84 0.13
AV9 2012 0.83 0.13
AV3 % Change from baseline BMD? | 5114 0.41 4.18
AV6 % Change from baseline BMD? 4215 -0.30 5.29
AV9 % Change from baseline BMD’ 1674 -1.77 6.04

! Measured in (g/cm?).

? AVX % Change from baseline BMD is defined as ((AVX-Baselinc)/Baseline)x 100
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Table 5.3
Lost-to-Follow-up and Vital Status: QS Participants

Data as of September 12, 2005; Events through Study Closeout

OS Participants
(N =93,676)
N %
Vital Status/Participation

Deceased 6260 6.7
Alive: Current Participation' 78092 834
Alive: Recent 1"‘:11'ticip:1ti0n2 4818 5.1
Alive: Past/Unknown Participation’ 51 0.1
Stopped Follow-Up* 2347 2.5
Lost to Follow-Up’ 2105 2.2

Participants who have filied in a Form 33 within the Iast 15 months.

Participants who last filled in a Form 33 between 15 and 24 months ago.

Participants without a Form 33 within the last 24 months, who have been located (as indicated on Form 23) within the last 6 months.
Participants with codes 5 (no follow-up) or & {absclutely no follow-up) on Form 7.

Participants not in any of the above categories.

woe W =
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Table 5.4
Verified Qutcomes (Annualized Percentages) by Age for OS Participants

Data as of September 12, 2005; Events through Study Closeout

) Age
OQutcome Total 50-54 55-59 60-69 70-79
Number enrolled 93676 12381 17329 41200 22766
Mean follow-up (months}) 90.9 95.7 939 90.2 87.4
Cardiovascular
CHD' 2471 (0.35%) 88 (0.09%) 190 (0.14%) 990 (0.32%) 1203 (0.73%)
CHD death? 824 (0.12%) 21 (0.02%) 40 (0.03%) 208 (0.09%) 495 (0.30%)
Clinical MI 1898 (0.279) 73 (0.07%) 162 {0.12%) 799 (0.26%) 864 (0.52%)
Angina 2837 (0.40%) 124 (0.13%) 318 (0.23%) 1320 (0.43%) 1075 (0.65%)
CABG/PTCA 3136 (0.44%) 119 (0.12%) 317 (0.23%) 1506 (0.49%) 1194 (0.72%)
Carotid artery disease 574 (0.08%) 27 (0.03%) 48 (0.04%) 243 (0.08%) 256 (0.15%)
Congestive heart failure 2305 (0.32%) 81 (0.08%) 174 (0.13%) 886 (0.29%) 1164 (0.70%)
Stroke 2011 (0.28%) 50 (0.05%) 161 (0.12%) 781 (0.25%) 1019 (0.619%)
PVD 526 (0.07%) 17 (0.02%) 44 (0.03%) 223 (0.07%) 242 (0.15%)
Coronary disease’ 6766 (0.95%) 274 (0.28%) 639 (0.47%) 2917 (0.94%) 2936 (1.77%)
Total cardiovascular disease 9232 (1.30%) 353 (0.36%) 845 (0.62%) 3899 (1.26%) 4135 (2.49%)
Cancer
Breast cancer 41060 (0.58%) 450 (0.46%) 709 (0.52%) i891 (0.61%) 1056 (0.64%)
Invasive breast cancer 3426 (0.48%) 367 (0.37%) 581 (0.43%) 1569 (0.51%) 909 (0.55%)
Non-invasive breast cancer 701 (0.10%) 89 (0.09%) 130 (0.10%) 330 (0.11%) 152 (0.09%})
Ovarian cancer 362 (0.05%) 36 (0.04%) 60 (0.04%) 166 (0.05%) 100 (0.06%)
Endometrial cancer 551 (0.08%) 45 (0.05%) 85 (0.06%) 254 (0.08%) 167 (0.10%)
Colorectal cancer 908 (0.13%) 50 (0.05%) 98 (0.07%) 404 (0.13%) 356 (0.21%)
Other cancer’ 4061 (0.57%) 278 (0.28%) 532 (0.39%) 1862 (0.60%) 1389 (0.34%)
Total cancer 9516 (1.34%) 829 (0.84%) 1423 (1.05%) 4359 (1.41%) 2905 (1.75%)
Fractures
Hip fracture 1132 {0.16%) 30 (0.03%) 72 (0.05%) 359 (0.12%) 671 (0.40%)
Vertebral fracture® 123 (0.24%) 6 (0.08%) 10 (0.10%) 45 (0.20%) 62 (0.50%)
Other fracture™® 697 (1.33%) 83 (1.08%) 115 (1.18%) 293 (1.30%) 206 (1.68%)
Total fracture’ 1878 N/A 117 N/A 191 N/A 674 N/A 396 @ N/A
Deaths
Cardiovascular deaths 1802 (0.25%) 44 (0.04%) 103 (0.08%) 581 (0.19%) 1074 {0.65%)
Cancer deaths 2654 (0.37%) 143 {0.14%) 312 (0.23%) 1159 (0.37%) 1040 (0.63%)
Other known cause 1384 (0.19%) 61 (0.06%) 117 (0.09%) 498 (0.16%) 708 (0.43%)
Unknown cause 293 (0.04%) 16 (0:02%) 21 (0.02%) 108 (0.03%) 148 (0.09%)
Not yet adjudicated 127 (0.02%) 7 {0.01%) 15 (0.01%) 52 (0.02%) 53 (0.03%)
Total death 6200 (0.88%) 271 (0.27%) 568 (0.42%) 2398 (0.77%) 3023 (1.82%)

“CHD" includes clinical M1 uand CHD death.

[T A P I R

“CHD death” includes definite and possible CHD death,
“Coronary disease” includes clinical M1, CHD death, angina, congestive heart failure, and CABG/PTCA.
Only wamen without a bascline hysterectomy are used o compute the annual rates of endometrial cancer.
Only onc report of "other cancer” or “other fracture” is counted per woman; however, the firs! other cancer or other fracture of cach type is adjudicated. Excludes

non-melanoma skin cancer and fractures indicated as pathological.

¢ For the 05, only women from three bone density clinics are used 1o compute the annual rates for vertebral and other fractures.
? Hip fracturcs are adjudicated at all ¢linics, while other fractures for OS participants are adjudicated only at a few clinics, A combined annualized percentage cannot

be computed.
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Table 5.4 (continued)
Verified Outcomes (Annualized Percentages) by Race/Ethnicity for OS Participants
Data as of September 12, 2005; Events through Study Closeout
Ethnicity
American
Indian/Alaskan Asian/Pacific Black/African  Hispanic/
Qutcomes Native Islander American Latino White Unknown
Number enrolled 421 2671 7635 3609 78016 1324
Mean follow-up (months) 85.8 88.7 86.7 83.6 918 88.4
Cardiovascular
CHD' 16 (0.53%) 40 (0.20%) 234 (0.42%) 41 (0.16%) 2103 (0.35%) 37 (0.38%)
CHD death’ 9 (0.30%) le6 (0.08%) 116 (0.21%) 12 (0.05%) 656 (0.11%) 15 (0.15%)
Clinical M1 9 (0.30%) 29 (0.15%) 144 (0.20%) 34 (0.14%) 1655 (0.28%) 27 (0.28%)
Angina 18 (0.60%) 40 (0.20%) 250 (0.45%) 80 (0.32%) 2415 (0.40%) 34 (0.35%)
CABG/PTCA 16 (0.53%) 42 (0.21%)y 203 (0.37%) 80 (0.32%) 2749 (0.40%) 46 (0.47%)
Carotid artery disease 3 (0.10%) 6 (0.03%) 25 (0.05%) 11 (0.04%) 518 (0.09%) 11 (0.11%)
Congestive heart failure 16 (0.53%) 22 (0.11%) 235 (0.43%) 42 (0.17%) 1956 (0.33%) 34 (0.35%)
Stroke 12 (0.40%) 49 (0.25%) 201 (0.36%) 42 (0.17%) 1675 (028%) 32 (0.33%)
PVD 3 (0.10%) 4 (0.02%) 55 (0.10%) 6 (0.02%) 446 (0.07%) 12 (0.12%)
Coronary disease 43 (1.43%) 95 (0.48%) 623 (1.13%) 158 (0.63%) 5757 (0.96%) 90 (0.92%)
Total cardiovascular disease 52 {1.73%) 153 (0.77%) 862 (1.56%) 210 (0.84%) 7819 (1.31%) 136 (1.40%)
Cancer
Breast cancer 12 (0.40%) 90 (0.46%) 275 {0.50%) 99 (0.39%) 3591 (0.60%) 39 {0.40%)
- Invasive breast cancer 11 (0.37%) 75 (0.38%) 221 (0.40%) 83 (0.33%) 3003 (0.50%) 33 (0.34%)
Non-invasive breast cancer 1 (0.03%) 16 (0.08%) 56 (0.10%) 17 (0.07%) 604 (0.10%) 7 (0.07%)
QOvarian cancer 1 (0.03%) 5 (0.03%) 17 (0.03%) 11 (0.04%) 326 (0.05%) 2 (0.02%)
Endometrial cancer’ 0 {0.00%) 9 (0.05%) 18 (0.03%) & (0.03%) 506 (0.08%) 10 (0.10%)
Colorectal cancer 3 (0.10%) 15 (0.08%) 101 (0.18%) 21 (0.08%) 756 (0.13%) 12 (0.12%)
Other cancer’ 14 (0.47%) 75 (0.38%) 268 (0.49%) 80 (0.32%) 3568 (0.60%) 56 (0.57%)
Total cancer 30 (1.00%) 184 (0.93%) 646 (1.17%) 213 (0.85%) 8333 (1.40%) 110 (1.13%)
Fractures
Hip fracture 5 (0.17%) 11 (0.06%) 27 (0.05%) 11 {0.04%) 1062 (0.18%) 16 (0.16%)
Vertebral fracture® 1 (0.14%) 0 (0.00%) 3 (0.04%) 6 (0.17%) 113 (0.28%) 0 (0.00%)
Other fracture> ® 9 (127%) 3 (1.46%) 46 (0.68%) 39 (1.08%) 594 (1.46%) 6 (1.74%)
Total fracture’ 14 N/A 14 N/A 73 N/A 33 N/A 1703 N/A 21 N/A
Deaths
Cardiovascular deaths 14 (0.47%) 41 (0.21%) 222 (0.40%) 35 (0.14%) 1460 (0.24%) 30 (0.31%)
Cancer deaths 1L (0.37%) 53 (0.27%) 227 (0.41%) 65 (0.26%) 2265 (0.38%) 33 (0.34%)
Other known cause 22 (0.73%) 29 (0.153%) 128 (0.23%) 58 (0.23%) 1132 (0.19%) 15 {0.15%)
| Unknown cause 1 (0.03%) 5 (0.03%) 48 (0.09%) 11 (0.04%) 224 (0.04%) 4 (0.04%)
Not yet adjudicated 1 (0.03%) 2 (0.01%) 12 (0.02%) 6 (0.02%) 105 (0.02%) 1 (0.019%)
‘ Total death 49 (1.63%) 130 (0.66%) 637 (1.15%) 175 (0.70%) 5186 (0.87%) 83 {0.85%)

“CHD" includes clinical MIand CHD dcath.
“CHD death” includes definite and possible CHD death.

“Coronary discase” includes clinical MI, CHD death. angina, congestive heart failure, and CABG/PTCA.
Only women without a baseline hysterectomy are used to compute the annual rates of endometrial cancer.

‘ Only one report of "other cancer” ar "other fracture” is counted per woman: however, the first other cancer or other fracture of each type is adjudicaied. Excludes

non-melanoma skin cancer and fractures indicated as pathological.

be computed.

For the OS, only women from three boue density clinics are used 10 compute the anaual rates for vertebral and other fractures.
Hip fractures are adjudicated at all clinics, while other fractures for OS participants are adjudicated only at a few clinics. A combined annualized percentage cannot
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Table 5.5
Counts (Annualized Percentages) of Participants with Self-Reported Outcomes by Age and Race/Ethnicity
for OS Participants who did not report a prevalent condition at baseline

Data as of September 12, 2005; Events through Study Closeout

Age
Qutcome Total 50-54 55-59 603-69 70-79
Number randomized 93676 12381 17329 41200 22766
Mean follow-up (months) 909 95.7 939 9.2 874
Hospitalizations
Ever 44449 (6.26%) 4136 (4.19%) 6538 (4.82%) 20012 {6.46%) 13763 (8.29%)
Two or more 22911 (3.23%) 1715 (1.74%) 2878 (2.12%) 10250 (3.31%) 8068 (4.86%)
Other
DVT' 762 (0.11%) 53 (0.05%) 93 (0.07%) 342 (0.12%) 274 (0.17%)
Pulmonary embolism 480 (0.07%) 42 (0.04%) 05 (0.05%) 214 (0.07%) 159  (0.10%)
Diabetes (treated) 5079 (0.74%) 640 (0.67%) 929 (0.71%) 2301 (0.78%) 1209 (0.70%)
Gallbladder disease? 5690 (0.95%) 835 (0.96%) 1153 (0.98%) 2549  (0.99%) 1153 (0.85%)
Hysterectomy - 3340 (0.47%) 464 (0.47%) 623 (046%) 1536 (0.50%) 717 (0.43%)
Glaucoma 8516 (1.26%) 852 (0.88%) 1379 (1.04%) 3910 (1.32%) 2375 (1.56%)
Osteoporosis 20767 (3.20%) 2110 (2.21%) 3384 (2.62%) 9540 (3.38%) 5733 (4.00%)
Osteoarthritis’ 15619 (3.78%) 2037 (2.86%) 2886 (3.25%) 7003 (4.05%) 3693 (4.62%)
Rheumatoid arthritis 4607 (0.68%) 638 (0.67%) 885 (0.68%) 1898 {0.65%) 1186 (0.76%)
Intestinal polyps 13183 (2.05%) 1557 (1.65%) 2557 (2.01%) 6158 (2.21%) 2911 (2.03%)
Lupus 100! (0.14%) 143 (0.15%) 200 (0.15%) 440 (0.14%) 218 (0.13%)
Kidney stones’ 2327 (0.39%) 292 (0.36%) 436 (0.39%) 996 (0.38%) 603 (0.43%)
Cataracts’ 27206 (5.31%) 1735 (2.12%) 4109 (3.70%) 14089 (6.16%) 7273 (B.D5%)
Pills for hypertension 21589 (4.26%) | 2504 (3.06%) 3825 (3.62%) 9551 (4.44%) 5709 (5.49%)
Race/Ethnicity
American
Indian/ Asian/Pacific  Black/African Hispanic/
Qutcomes Alaskan Native Islander American Latino White Unknown
Number randomized 421 2671 7635 3609 78016 1324
Mean follow-up (months) 85.8 88.7 86.7 83.6 91.8 88.4
Hospitalizations
Ever 220 (7.31%) 809 (4.09%) 3489 (6.32%) 1298 (5.16%) 38042 (637%) 391 (6.00%)
Two or more 124 (4.12%) 330 (1.67%) 1810 (3.28%) 536 (2.21%) 19788 (3.31%) 303 (3.11%)
Other ) )
DVT' 4 (0.14%) 4 (0.02%) 71 (0.13%) 10 (0.04%) 663 (0.12%) 10 (0.11%)
Pulmonary embolism 1 (0.03%) 4 (0.02%) 38 (0.07%) 4 (0.02%) 429 (0.07%) 4 (0.04%)
Diabetes (treated) 47 (1.83%) 179 (0.95%) 777 (1.59%) 324 (1.39%) 3667 (0.63%) 85 (0.81%)
Gallbladder disease’ 31 (1.31%) 81 (0.45%) 377 (0.77%) 232 (1.18%) 4892 {0.97%) 77 (0.94%)
Hysterectomy 15 (0.50%) 65 (0.33%) 200 (0.38%) 149 (0.59%) 2847 (0.48%) 55 (0.56%)
Glaucoma 45 (1.63%) 253 (1.34%) 997 (1.97%) 312 (1.31%) 6787 (1.19%) 122 (1.31%)
Osteoporosis 92 (3.34%) 630 (3.49%) 1078 (2.05%) 739 (3.19%) 17902 (3.29%) 326 (3.65%)
Osteoarthritis® 60 (3.54%) 490 (3.53%) 1266 (3.96%) 724 (4.38%) 12842 (3.74%) 237 (4.00%)
Rheumatoid arthritis I8 (1.37%) 98 (0.52%) 664 (1.32%) 385 (1.65%) 3333 (0.59%) 89 (0.98%)
Intestinal polyps 46 (1.67%) 330 (1.87%) 1059 (2.09%) 409 (1.74%) 11109 (2.07%) 170 (1.93%)
Lupus 8 (0.27%) 18 (0.09%) 104 (0.19%) 50 (0.20%) 806 (0.14%) 15 (0.15%)
Kidney stones’ 18 (0.72%) 41 (0.24%) 266 (0.50%) 125 (0.38%) 1832 (0.36%) 45 (0.54%)
Cataracts’ 105 (4.85%) 685 (4.88%) 1951 (4.75%) 905 (4.53%) 23165 (541%) 395 (5.63%)
Pills for hypertension 98 (5.10%) 581 (4.18%) 1660 (6.14%) 886 (4.71%) 18043 (4.11%) 321 (4.71%)

' Inpatient DVT only.
? “Gallhladder disease” includes sclf-reports of beth hospitalized and non-hospitalized events,
* These outcomes have not been sell-reported on all versions of Form 33, The annualized percentages are corrected for the different amounts of fallow-up.
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Table 5.6
First Reported Verified Outcomes Before and After AV-3' for OS Participants

Data as of September 12, 2003; Events through Study Closeout

) Number of Events
Outcome Before AV-3 | After AV-3
Cardiovascular -

CHD* 759 1712
CHD death® 177 647
Clinical MI 639 1259

Angina 1270 1567

CABG/PTCA 1165 1971

Carotid artery disease 225 349

Congestive heart failure 719 1586

Stroke . 396 1415

PVD 198 328

Coronary disease* 2584 4182

Total cardiovascular disease 3469 5763

Cancer

Breast cancer 1604 2502
Invasive breast cancer 1336 2090
Non-invasive breast cancer 274 ' 427

Qwvarian cancer 136 226

Endometrial cancer 214 337

Colorectal cancer - 333 575

Other cancer’ 1433 2628

Total cancer 3643 5873

Fractures

Hip fracture® 295 837

Vertebra! fracture® 35 88

Other fracture™ ¢ 275 422

Total fracture® 594 1284

Deaths

Cardiovascular deaths 371 : 1431

Cancer deaths 620 2034

Deaths: other known cause 225 1159

Deaths: unknown cause 58 235

Deaths: not yet adjudicated 0 127

Total death 1274 4986

AV-3 date is the blood draw date for participants with an AV-3 blood draw and the OS earcliment date plus 3 years for participants \uthoul an AV.3 blood draw.
All participants have been enrolled for at least 3 years,
“CHD" includes clinical Mi and CHD death.

“CHID death” includes definite and possible CHD death.

“Coronary disease” includes clinical M1, Evolving Q-wave M1, Possible evolving Q-wave M1, CHD death, angina, congestive heart failure, and CABG/PTCA.
Only ane report of “other cancer” or "other fracture” is counted per woman; however, the first other cancer or other fracture of each 1ype is adjudicated. Excludes
non-melanoma skin cancer and fractures indicated as pathological.

Hip fractures are adjudicated at all clinics, while other fractures are adjudicated only at a few clinics.

- oA W w
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Data as of September 12, 2005; Events through Study Closeout

Table 5.7

Counts of Participants with Self-Reported Qutcomes Before and After AV-3'
for OS Participants who did not report a prevalent condition at baseline

Number of Events
QOutcome Before AV-3 [ After AV-3
Ever hospitalized 19160 25289
DVT? 227 535
Pulmonary embolisin 130 350
Diabetes {treated) 1740 3339
Gallbladder disease’ 2137 3553
Hysterectomy 1359 1981
Glaucoma 2755 5761
Osteoporosis 8703 12064
Osteoarthritis* 6339 9280
Rheumatoid arthritis 1723 2884
Intestinal polyps 4397 8786
Lupus 348 653
Kidney stones 646 1681
Cataracts* 9145 18061
Pitls for hypertension 8141 13448

3

AV.3 date is the blood draw date for purticipants with an AV-3 blood draw and the OS enrollment date plus 3 years for participants without an AV.3 blood draw.
All participants have been enrolied for at least 3 years.
 [npatient DVT only.
“Gallbladdcer discase™ includes self-reports of both hospitalized and non-hospitalized events.
* These outcomes have not been self-reported on all versions of Form 33. The annualized percentages arc corrected for the different amounts of follow-up.
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Table 6.3

Agreement of Central Adjudications with Local Adjudications — CT Participants

Data as of September 12, 2005, Events through Study Closeout

Locally 7| ° Called forward for Centrally
confirmed central adjudication adjodicated In agreement
N N %! N %o’ N %"

Cardiovascular
Clinical MI 1610 1128 T0% 1089 97% 982 90%
Angina* 2363 1709 T2% 1677 08 1298 7%
Congestive heart failure 1667 1132 63% 1086 96% 877 81%
CABG/PTCA 2656 1851 70% 1801 97% 1756 98%
DVT® 395 395 100% 382 97% 369 97%
Pulmonary embolism’ 267 267 100% 257 26% 248 96%
Stroke® 1458 674 46% 642 95% 584 91%
Cancers
Breast cancer 2720 2720 100% 2659 O8% 2652 >90%

Invasive 2148 2148 100% 2007 98% 2055 98%

Non-invasive 572 372 100% 562 98% 488 87%
Ovarian cancer 237 237 100% 224 95% 179 80%
Endometrial cancer 334 334 100% 325 97% 314 7%
Colorectal cancer 713 713 100% 692 97% 666 6%
Fractures
Hip fracture 778 775 >00% 740 95% 699 94%

L= R o Y R

HRT only.

Percentage is relative to locally confirmed cases.

Percentage is relative to cases called forward for centrat adjudication.
Percentage is relative to centrally adjudicated cases.
Participants with a confirmed MI no longer require adjudication of angina.

Stroke is locally adjudicated for the entire CT bui only centrally adjudicated for HRT participants.
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Table 6.4

Agreement of Central Adjudications with Local Adjudications — OS Participants

Data as of September 12, 2005; Events through Study Closeout

Centrally

Locally Called forward for
confirmed central adjudication adjudicated In agreement
N N %o N %o’ N %*

Cardiovascular
Clinical Mi 1783 772 43% 754 98% 620 82%
Angina* 2725 1448 53% 1429 99% 1124 79%
Congestive heart failure 2162 898 42% 874 97% 702 80%
CABG/PTCA 2972 1385 47% 1362 98% 1304 06%
Cancers
Breast cancer 3776 3776 100%, 3670 97% 3604 98%

Invasive 3075 3075 100% 2986 7% 2865 96%

Non-Invasive 701 701 100% 634 98% 559 2%
Ovarian cancer 323 323 100% 305 94% 257 84%
Endometrial cancer 472 472 100% 456 97% 429 94%
Colorectal cancer 841 841 100% 797 95% 755 95%
Fractures
Hip fracture 1071 1071 100% 987 92% 941 95%

L
2
3
4

Perccntage is relative to locally confirmed cases.
Percentage is relative to cases called forward for central adjudication.
Percentage is relative to centrally adjudicated cascs.

Participants with a confirmed M! no longer require adjudication of angina.
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Table 6.7
Verified Outcomes {(Annualized Percentages) by Age for CT Participants

Data as of September 12, 2005; Events through Study Closeout

) Age
Qutcome Total 50-54 55-59 60-69 70-79
Number randomized 68132 2188 14661 31389 12894
Mean follow-up {(months) 96.1 102.9 99.1 94 .4 92.0
Cardiovascular
CHD' 2198 (0.40%) | 116 (0.15%) 251 (0.21%) 1003 (041%) 828  (0.84%)
CHD death® 620 (0.11%) | 29 (0.04%) 44 (0.04%) 266 (0.11%) 281 (0.28%)
Total MI’ 1772 (0.32%) | 91 (0.12%) 218 (0.18%) 810 (0.33%) 653 (0.66%)
Clinical MI 1692 (031%)1 85 (0.11%) 210 (0.17%) 772 (0.31%) 625 (0.63%)
Evolving Q-wave MI* 84 (0.02%) 7 (0.01%) 8 (0.01%) 41 {0.02%) 28 (0.03%)
Possible evolving Q-wave MI* 390 (0.07%) | 40 (0.05%) 54 (0.04%) 170 (0.07%) 126 (0.13%)
Angina 2412 (0.44%) { 129 (0.16%) 331 (0.27%) 1213 (0.49%) 739 (0.75%)
CABG/PTCA 2740 (0.50%) | 134 (0.17%) 362 (0.30%) 1382 (0.56%) 8062 (0.87%)
Carotid artery disease 461 {0.08%) | 14 (0.02%) 53 (0.04%) 239 (0.10%) 1535 (0.16%)
Congestive heart failure 1743 (0.32%) | 81 (0.10%) 172 (0.14%) 744 (0.30%) 746 (0.76%)
Stroke 1589 (0.29%) | 58 (0.07%) 159 (0.13%) 722 (0.29%) 650  (0.66%)
FVD 410 (0.08%) | 20 (0.03%) 50 {0.04%) 200 (0.08%) 140  (0.14%)
CHD'/Possible evolving Q-wave MI 2564 (0.47%) | 155 (0.20%) 304 (0.25%) 1162 (0.47%) 943 (0.95%)
Coronary disease’ 5925 {1.09%) | 330 (0.42%) 748 (0.62%) 2823 (1.14%) 2024 (2.05%)
Total cardiovascular disease 7720 (1.42%) | 398 (0.51%) 954 (0.79%) 3684 (1.49%) 2684 (2.72%)
Cancer
Breast cancer 2790 (0.51%) | 314 (040%) 595 (049%) 1321 (0.53%) 560 (0.57%)
Invasive breast cancer 2242 (041%) | 231 (0.29%) 489 (0.40%) 1059 (043%) 463 (0.47%)
Non-invasive breast cancer 569 (0.10%) | 86 (0.11%) 110 (0.09%) 271 (0.11%) 102 (0.10%)
Ovary cancer 239 (0.04%) | 22 (0.03%) 50 (0.04%) 114 (0.05%) 53 (0.05%)
Endometrial cancer® 372 0.07%) | 36 (0.05%) 87 (0.07%) 183 (0.07%) 66 (0.07%)
Colorectal cancer 722 (0.13%) | 40 (0.053%) 104 (0.09%) 339 (0.15%) 219 (0.22%)
Other cancer’ 2970 (0.54%) | 227 (0.29%) 482 (040%) 1466 (0.59%) 795 (0.80%)
Total cancer 6789 (1.24%) | 617 (0.78%) 1269 (1.05%) 3286 (1.33%) 1617 (1.64%)
Fractures
Hip fracture 791 (0.14%) | 14 (0.02%) 50 (0.04%) 279 (0.11%) 448 (0.45%)
Vertebral fracture 828 (0.15%) | 30 (0.04%) 83 (0.07%) 353 (0.14%) 362 (0.37%)
Other fracture’ 7691 (141%) | 890 (1.13%) 1422 (1.17%) 3611 (1.46%) 1768 (1.79%)
Total fracture 8848 (1.62%) | 928 (1.18%) 1532 (1.27%) 4061 (1.64%) 2327 {2.306%)
Deaths .
Cardiovascular deaths 1113 {020%) | 46 (0.06%) 78 (0.06%) 449 (0.18%) 540  (0.35%)
Cancer deaths 1627 (030%) | 91 (0.12%) 219 (0.18%) 794 (0.32%) 523 (0.53%)
Other known cause 735 (0.13%) | 392 (0.05%) 80 (0.07%) 294 (0.12%) 322 (0.33%)
Unknown cause 122 (0.02%) 6 (0.01%) 10 (0.01%) 57 (0.02%) 49 (0.05%)
Not yet adjudicated 8 («<0.01%) 2 (<0.01%) 0 (0.00%) 3 (<0.01%) 3 («0.01%)
Total death 3605 (0.66%) | 184 (0.23%) 387 (0.32%) 1597 (0.65%) 1437 (1.45%)

! “CHD" includes clinical M), evolving Q-wave MI, and CHD death.

? “CHD death” includes definite and possible CHD death.

¥ “Total MI" includes clinical M1 and evolving Q-wave ML

! Only women with a follow-up ECG are used to compute the annual rates for {possible} evolving Q-wave Mis. ‘
* “Coronary disease” includes clinical M1, evolving Q-wave MI, possible evolving Q-wave M1, CHD death, angina, congestive heart failure, and CABG/PTCA,

% Only women without a baseline hysterectomy are used to compute the annual rates of endometrial cancer. |
7 Only one report of "other cancer™ or "other fracture” is counted per woman; however. the first other cancer or other fracture of each Iype is adjudicated. Excludes

non-melanoma skin cancer and fractures indicated as pathological.
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. Table 6.7 (continued)
Verified Qutcomes (Annualized Percentages) by Race/Ethnicity for CT Participants

" Data as of September 12, 2005; Events through Study Closeout

Race/Ethnicity
American
Indian/Alask Asian/Pacific Black/African  Hispanic/
QOutcome an Native Islander American Latino White Unknown
Number randomized 292 1519 6983 2873 55525 938
Mean follow-up (months) 93.8 92.7 94 .8 917 96.6 92.1
Cardiovascular
CHD' 8 (0.35%) 26 (0.22%) 225 (041%) 48 (0.22%) 1857 (0.42%) 34 (0.47%)
CHD death® 2 (0.09%) 8 (0.07%) 96 (0.17%) 13 (0.06%) 489 (0.11%) 12 (0.17%)
Total MT® 7 (031%) 23 (0.20%) 159 (0.29%) 39 (0.18%) 1516 (0.34%) 28 (0.39%)
Clinical MI 7 (0.31%) 22 (0.19%) 154 (0.28%) 37 (0.17%) 1446 (0.32%) 26 (0.36%)
Evolving Q-wave mrt 0 (0.00%) 2 (0.02%) 5 (0.01%) 2 (0.01%) 73 (0.02%) 2 (0.03%)
Possible evolving Q-wave mr 3 (0.13%) 9 (0.08%) 42 (0.08%) 13 (0.06%) 319 (0.07%) 4 (0.06%)
Angina 12 (0.53%) 30 (0.26%) 299 (0.54%) BO (0.36%) 1961 (0.44%) 30 (042%)
CABG/PTCA 12 (0.53%) 24 (0.20%) 258 (047%) 71 (0.32%) 2344 (0.52%) 31 (0.43%)
Carotid artery disease 3 (0.13%) 2 (0.02%) 28 (0.05%) 4 (0.02%) 418 (0.09%) 6 (0.08%)
Congestive heart failure 5 (0.22%) 17 (0.14%) 244 (0.44%) 49 (0.22%) 1404 (0.31%) 24 (0.33%)
Stroke 7 (0.31%) 31 (0.26%) 212 (038%) 42 (0.19%) 1274 (0.28%) 23 (0.32%) |
PVD 5 (0.22%) 3 (0.03%) 60 (0.11%) 4 (0.02%) 334 (0.07%) 4 (0.06%)

[—
—

CHD'/Possible evolving Q-wave MI (0.48%) 34 (0.29%) 265 (0.48%) 00 (0.27%) 2150 (0.48%) 38 (0.533%)

Coronary disease’ 24 {1.05%) 70 (0.60%) 703 (1.27%) 169 (0.77%) 4882 (1.09%) 77 (1.07%) |
Total cardiovascular disease 34 (1.49%) 0§ (0.86%) 9143 (1.65%) 212 (0.96%) 6361 (142%) 99 (1.38%)
Cancer
Breast cancer 7 (0.31%) 63 (0.54%) 225 (0.41%) 72 (0.33%) 2394 (0.54%) 29 (0.40%)
Invastve breast cancer 6 (0.26%) 47 (040%) 175 (0.32%) 58 (0.26%) 1933 (0.43%) 23 (0.32%)
Non-invasive breast cancer 1 (0.04%) 16 (0.14%) 51 (0.09%) 14 (0.06%) 481 (0.11%) 6 (0.08%)
Ovary cancer I (0.04%) G (0.05%) 15 (0.03%}) 7 (0.03%) 205 (0.05%) 5 (0.07%)
Endometrial cancer® 1 (0.04%) 3 (0.03%) 24 (0.04%) 11 (0.05%) 327 (0.07%) 6 (0.08%)
Colorectal cancer 5 (0.22%) 12 (0.10%) 72 (0.13%) 23 (0.10%) 599 (0.13%) 11 (0.15%)
Other cancer’ 11 (0.48%) 50 (0.43%) 217 (0.39%) 73 (0.33%) 2586 (0.58%) 33 (0.46%)
Total cancer 24 (1.05%) 129 (1.10%) 531 (0.96%) 175 (0.B0%) 5853 (1.31%) 77 (1.07%)
Fractures
Hip fracture 3 (0.13%) 7 (0.06%) 24 (0.04%) 13 (0.06%) 738 (0.17%) 6 (0.08%)
Vertebral fracture 2 (0.09%) 16 (0.14%) 12 {0.02%) 13 (0.06%) 769 (0.17%) 16 (0.22%) ‘
Other fracture’ 26 (1.14%) 112 (0.95%) 422 (0.76%) 205 (0.93%) 6831 (1.53%) 95 (1.32%)
Total fracture 29 (1.27%) 131 (1.12%) 452 (0.82%) 222 (LO01%) 7905 (1.77%) 109 (1.51%) |
Deaths ‘
Cardiovascular deaths 5 (0.22%) 19 (0.16%) 165 (0.30%) 21 (0.10%) 889 (0.20%) 14 (0.19%)
Cancer deaths 9 (0.39%) 28 (0.24%) 140 (0.25%) 46 (0.21%) 1381 (0.31%) 23 (0.32%)
Other known cause 9 (0.39%) 9 (0.08%) 78 (0.14%) 13 {(0.06%) 616 (0.14%) 10 (0.14%)
Unknown cause 0 (0.00%) 2 (0.02%) 28 (0.05%) 3 (0.01%) 87 (0.02%) 2 (0.03%)
Not yet adjudicated 0 (0.00%) 0 (0.00%) 0 (0.00%) 1 (<0.01%) 7 (<0.01%) 0 (0.00%)
Total death 23 (1.01%) 58 (049%) 411 (0.74%) 84 (0.38%) 2980 (0.67%) 49 (0.68%)

*CHD"” includes clinical MI, evolving Q-wave Mi, and CHD death.

“CHIY death™ includes definite and possible CHI death.

“Total MI” includes ¢linical Ml and evolving Q-wave ML

Only women with a fellow-up ECG are used to compute the annual rates for {possible) evolving Q-wave Mls.

“Coronary disease” includes clinical M, evolving Q-wave MI, possible evolving Q-wave M1, CHD death, angina, congestive heart failure. and CABG/PTCA.
Only women without a bascline hysterectomy are used to compute the annual rates of endometrial cancer.

Only one report of "other cancer” or "other fracture” is counted per woman: however, the first other cancer or other fracture of cach lype is adjudicated. Excludes
non-melanoma skin cancer and fractures indicated as pathological.

N W oE W R =
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Table 6.8

Counts (Annualized Percentages) of Participants with Self-Reported Qutcomes by Age and Race/Ethnicity
for CT Participants who did not report a prevalent condition at baseline

Data as of September 12, 2005, Events through Study Closeout

Age
Outcome Total 50-54 55-59 60-69 T0-79
Number randomized 08132 0188 14661 31389 12854
Mean follow-up (months) 96.1 102.9 99.1 94 .4 92.0
Hospitalizations
Ever 34752 (6.37%) 3472 (441%) 6252 (5.16%) 16574 (6.71%) 8454 (8.56%)
Two or more 19193 (3.52%) 1561 {(1.98%) 3053 (2.52%) 9255 (3.75%) 5324 (5.39%)
Other
DVT! 803 (0.15%) 48 (0.06%) 116 (0.10%) 373 (0.16%) 266 (0.28%)
Pulmonary embolism 511 (0.09%) 34 (0.04%) 77 (0.06%) 255 (0.10%) 145 (0.15%)
Diabetes (treated) 5264 (1.01%) 724 (0.95%) 1103 (0.95%) 2458 (1.05%) 979 (1.05%)
Gallbladder disease® 5248 (1.15%) 746 (1.07%) 1195 (1.15%) 2463 (1.21%) 844 (1.00%)
Hysterectomy 2075 (0.65%) 264 (0.58%) 454 (0.60%) 1013 (0.71%) 344 (0.62%)
Glaucoma 7565 {1.44%) 744 (0.96%) 1457 (1.23%) 3662 (1.55%) 1702 (1.86%)
Osteoporosis 14695 (2.86%) 1450 (1.88%) 2635 (2.25%) 7142 (3.08%) 3468 (3.93%)
Osteoarthritis® 13026 (3.87%) 1858 (3.15%) 2923 (3.51%) 5952 (4.11%) 2293 (4.61%)
Rheumatoid arthritis 4009 (0.77%) 538 (0.70%) 866 (0.74%) 1822 (0.77%) 783 (0.84%)
Intestinal polyps 10620 (2.10%) £271 (1.66%) 2215 (1.92%) 5299 (2.33%) 1835 (2.10%)
Lupus 732 (0.13%) 111 (0.14%) 166 {0.14%) 335 (0.14%) 120 (0.12%)
Kidney stones’ 1877 (0.41%) 241 (0.38%) 379 (0.38%) 898 (0.43%) 359 (0.43%)
Cataracts® 21568 (5.21%) 1468 (2.26%) 3731 (3.72%) 11649 (6.14%) 4720 (8.05%)
Pills for hypertension 17885 (4.66%)| 2230 (3.51%) 3784 (4.10%) 8356 (4.98%) 3515 (5.84%)
Race/Ethnicity
Am Indian/
Alaskan  Asian/Pacific Black/African  Hispanic/
Outcomes Native Islander American Latino White Unknown
Number randomized 292 1519 6983 2875 55525 938
Mean follow-up (months} 938 927 94.8 91.7 96.7 92.1
Hospitalizations
Ever 152 (6.60%) 558 (4.76%) 3551 (6.44%) 1176 (5.35%) 28875 (6.46%) 440 (6.11%)
Two or more 853 (4.16%) 250 (2.13%) 2044 (3.70%) 580 (2.64%) 15981 (3.57%) 243 (3.38%)
Other
DVT! 3 (0.14%) 2 (0.02%) 78 (0.15%) 15 (0.07%) 697 (0.16%) 8 (0.11%)
Pulmonary embolism 4 (0.18%) 2 (0.02%) 48 (0.09%) 7 (0.03%) 445 (0.10%) 5 (0.07%)
Diabetes (treated) 25 (1.21%) 146 (1.33%) 913 (1.87%) 351 (L.71%) 3751 (0.87%) 78 (1.16%)
Gallbladder discase® 22 (1.31%) 86 (0.81%) 420 (0.85%) 243 (1.45%) 4403 (1.18%) 74 (1.21%)
Hysterectomy 6 (0.59%) 36 (0.47%) 130 (0.54%) 72 (0.59%) 815 (0.68%) 16 (0.38%)
Giaucoma 40 (1.85%) 153 {1.36%) 1005 (1.96%) 338 (1.59%) 5930 (1.38%) 99 (1.47%)
Osteoporosis 66 (3.04%) 389 (3.50%) 909 (1.71%) 639 (3.12%) 12483 (2.97%) 209 (3.11%)
Osteoarthritis® 63 (4.60%) 307 (3.62%) 1301 (3.92%) 650 (4.31%) 10504 (3.83%) 201 (4.44%)
Rheumatoid arthritis 32 (1.553%) 74 (0.66%) 682 (1.33%) 357 (1.70%) 2787 (0.65%) 77 (1.13%)
Intestinal polyps 53 (2.53%) 215 (2.00%) 1125 (2.19%) 375 (1.78%) 8710 (2.10%) 142 (2.14%)
Lupus 6 (0.27%) 12 (0.10%) 96 (0.17%) 40 (0.18%) 570 (0.13%) 8 (0.119%)
Kidney stones’ I5 (0.81%) 47 (047%) 190 (0.41%) 100 {0.54%) 1501 (0.40%) 24 (0.39%)
Cataracts’ 92 (5.36%) 428 (4.74%) 2002 (4.73%) 828 (4.64%) 17925 (5.31%) 293 (5.31%)
Pills for hypertension 78 (5.27%) 380 (4.76%) 1748 (6.34%) 824 (5.03%) 14636 (4.49%) 219 (4.60%)

' Inpatient DVT anly.

* “CGallbladder disease” inciudes self-reports of both hospitalized and non-hospitalized events.
? These outcomes have not been self-reported on all versions of Form 33. The annualized percentages are corected for the different amounts of follow-up.
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Table 6.9
Locally Verified Other Cancers (Annualized Percentages): CT and OS Participants

Data as of September 12, 2005; Events through Study Closeout

CT 0S

Number of participants 68132 93670
Mean follow-up time {months) 96.1 1.0

Ppts with other cancer 2970 (0.54%) 4061 {0.57%)
Accessory sinus 1 ({<0.01%) 1 {<0.01%)
Adrenal gland 1 {<0.01%) 6 (<0.01%)
Anus 12 {(<0.01%) 18 {<0.01%)
Appendix 6 (<0.01%) 9 (<0.01%)
Biliary tract, parts of (other/unspecified) 40 (0.01%) 42 (0.01%)
Bladder 176 (0:03%) 218 {0.03%)
Bones/joints/articular cartilage (limbs) 4  (<0.01%) 8 (<0.01%)
Bones/joints/articutar cartilage (other) 5 (<0.01%) 2 (<0.01%)
Brain 79 (0.01%) 87 (0.01%)
Cervix 51 (0.01%) 44 (0.01%)
Central Nervous System (excludes brain) 0 (0.00%) 3 (<0.C1%)
Connective/subcutaneous/soft tissues 27 (<0.01%) 41 (0.01%)
Endocrine glands, refated structures 6  (<0.01%) 7 (<0.01%)
Esophagus 34 (0.01%) 37 (0.01%)
Eye and adnexa 16 (<0.01%) 13 (<0.01%})
Genital organs 35 (0.01%) 25 (<0.01%)
Kidney 136 (0.02%) 182 (0.03%)
Larynx 15 (<0.01%) 11 (<0.01%)
Leukemia 139 (0.03%) 185 (0.03%)
Liver 33 (0.01%) 4] (0.01%)
Lung 593 {0.11%) 772 (0.11%)
Lymph nodes 12 (<0.01%) 9  (<0.01%)
Lymphoma,Hodgkins 17 (<0.01%) 17 (<0.01%)
Lymphoma,Non-Hodgkins 265 (0.05%) 380  (0.05%)
Melanoma of the skin 400 (0.07%) 510 (0.07%)
Multipie myeloma 106 (0.02%) 96 (0.01%)
Oral (mouth) 22 {<0.01%) 16 (<0.01%)
Palate 5 (<0.01%) 7 (<0.01%}
Pancreas 146 (0.03%) 186  (0.03%)
Parotid gland (Stensen's duct) 9 (<0.01%) 20 (<0.01%)
Peripheral nerves and autonomic nervous sysiem 1 (<0.01%}) 53 (<0.01%)
Pyriform sinus 0 {0.00%) 4 (<0.01%)
Respiratory system, intrathoracic, other 9 (<0.01%) 16 (<0.01%)
Salivary glands, major {other/unspecified) 3 (<0.01%) 11 (<0.01%)
Stomach 45 (0.01%) 56 (0.01%)
Thyroid 20 (0.02%) 106 (0.01%)
Tongue, part of (other/unspecified) 20 (<0.01%) 21 (<0.01%)
Urinary organs (otherfunspecified) 12 (<0.01%) 25 («0.01%)
Uterus, not otherwise specified 41 (0.01%) 81 {0.01%)
Other/unknown site of cancer 246 (0.05%) 309 (0.049)
Other/unknown cancers reported on death form 209 {0.04%) 525 (0.07%)
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Table 6.10
Locally Verified Other Fractures (Annualized Percentages): CT and OS Participants

Data as of September 12, 2005; Events through Study Closeout

CT 0s'
Locally Verified
Number of participants 68132 6365
Mean follow-up time (months) 96.1 98.6

Ppts with other fractures’

Ankle

Carpal bone(s) in wrist
Clavicle or collar bone

Elbow, not otherwise specified
Humerus, shaft/unspecified
Humerus, upper end

Humerus, lower end
Metacarpal bone(s)
Patella

Pelvis

Radius or ulna

Sacrum and coccyx
Scapula

Shaft of femur
Tarsal/metatarsal bones

Tibia and fibula

Tibial plateau

Upper radius/ulna
Unknown other fracture

Self-Reports

Number of participants
Mean follow-up time {(months)

Elbow
Foot
Hand
Knee

Lower Arm
Lower Leg
Pelvis
Tailbone

Upper Arm
Upper Leg
Vertebra
Other Fracture

7691 (1.41%)

1352 (0.25%)
192 (0.04%)
147 (0.03%)

31 (0.01%)
86 (0.02%)
842  (0.15%)

104 (0.02%)
272 (0.05%)
358 (0.07%)
361 (0.07%)

2227 (0.41%)

107 (0.02%)
37 (0.01%)
113 (0.02%)
1291 (0.24%)

640  (0.12%)
176 (0.03%)
381 (0.07%)

1 (<0.01%)

697  (1.33%)

129 (0.25%)
13 (0.02%)
14 (0.03%)

1 (<0.01%)

7 (0.01%)
71 (0.14%)
10 (0.02%)
27 (0.05%)
29 (0.06%)
51 (0.10%)

210 (0.40%)
12 (0.02%)

6 (0.01%)
10 (0.02%)

130 (0.25%)
32 (0.06%)
10 (0.02%)
34 (0.07%)

0 (0.00%)
93676
91.0

676 (0.10%)
2316 (0.33%)
450 (0.06%)
796  (0.11%)

3357 (0.47%)
2626 (0.37%)
682 (0.10%)
198  {0.03%)

1444 (0.20%)
433 (0.06%)
1708 (0.24%)

2574 (0.36%)

! Locally verified ather fractures for OS Participants are only confirmed in the three bone density clinics.
* “Other fractures™ excludes fractures indicated as pathological.
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Table 6.11

Cause of Death (Annualized Percentages): CT and OS Participants

Data as of September 12, 2005; Events through Study Closeout

CT- 08
Number Randomized 68132 93676
Mean Follow-up Time (months} 96.1 91.0

Total death

Adjudicated death
Centrally adjudicated death
Locally adjudicated death (final)
Temporary adjudicated death
Identified by NDI search

Cardiovascular

3605 (0.66%)
3597 (0.66%)
3439 (0.63%)
78 (0.01%)
42 (0.01%)
38 (0.01%)

6260  (0.88%)
6133  (0.80%)
0 (0.00%)
5893  (0.83%)
120 (0.02%)
120 (0.02%)

Atherosclerotic cardiac
CHD deaths locally adjudicated before 10/99
Definite CHD deaths
Possible CHD deaths

Cerebrovascular

Pulmonary embolism

Other cardiovascular

Unknown cardiovascular

Total cardiovascular deaths

Cancer

620 (0.11%)
0 (0.00%)
297 (0.05%)
323 (0.06%)
271 (0.05%)
38 (0.01%)
166 (0.03%)
18 (<0.01%)
1113 (0.20%)

824 (0.12%)

82 (0.01%)
336 (0.05%)
406 (0.06%)
465 (0.07%)

49 (0.01%)
377 (0.05%)
87 (0.01%)

1802 (0.25%)

Breast cancer
Ovarian cancer
Endometrial cancer
Colorectal cancer
Other cancer
Unknown cancer site
Total cancer deaths

Accident/injury

98 (0.02%)
116 (0.02%)
26 (<0.01%)
154 (0.03%)
1138 (0.21%)
95 (0.02%)
1627 (0.30%)

382 (0.05%)
189  (0.03%)
49  (0.01%)
229 (0.03%)
1666 (0.23%)
139 (0.02%)
2654 (0.37%)

Homicide

Accident

Suicide

Other injury

Total accidental deaths

Other

7 (<0.01%)
100 (0.02%)
14 (<0.01%)
5 (<0.01%)
126 (0.02%)

10 (<0.01%)
117 (0.02%)
25 (<0.01%)
15 (<0.01%)
167 (0.02%)

Other known cause
Unknown cause
Total deaths — other causes

609 (0.11%)
130 (0.02%)
739 (0.14%)

1217 (0.17%)
420 (0.06%)
1637 (0.23%)
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Table 7.3
OS Blood Committed to Ancillary Studies (AS)
Updated through 9-12-05

Volume Committed (Baseline/Year 3)
Cases Cases Serum Citrate EDTA DNA Other
Disease’ reported AS # committed (ml} Plasma | Plasma (ng) {ml)
as of 9-05 (ml) (ml)
Cancer
Breast Cancer 4,106 129 900° 0.25
134 200 0.3
152 900° 3
167 400 1.0
188° 500 0.125 ]
215° 3,398 1
Colorectal Cancer 908 108 50 1
129 500° 0.25
152 500° 3
192° 800 ]
195° 925 0.2 Base 0.8 0.8 0.2 RBC
0.2 AV3
206° 925 0.08 on 725 0.8
0.16 on 200
0.08 AV3
on Q0
2083 500 0.5 1
Endometrial Cancer| 551 129 300° 0.25
152 300° 3
. 188° 500 0.125 1
Lung Cancer 772 182° 550 1.25 Base 1
1.25 Yr |
Ovarian Cancer 362 97 264 Base, 1.0 Base
‘ 132 Yr 3 1.0Yr3
121 200 0.5
188° 350 0.125 1
Pancreatic Cancer 152 146 106 0.6 3
214° 200 1.2 1 0.1 RBC
Cardiovascular
CHD 2,471 83 650 1.0 0.5 3
110 385 1.82
137 1,060 3
165 800 0.25-0.55
164° 350 0.3
189° 150 0.32 0.1
209° 800 25RBC
Stroke 2,011 126 1,100 1.5 1.5
165 750 0.25-0.55
169° 188 0.9 0.5 1
187° 1,050
Hypertension 21,589 133 800 0.8 2
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Table 7.3 (continued)
0OS Blood Committed to Ancillary Studies (AS)
Updated through 9-12-05

Volume Committed (Baseline/Year 3)

Cases Cases Serum Citrate | EDTA DNA Other
Disease! reported AS# committed {ml) Plasma | Plasma (ng) (ml)
as of J=tp (ml) (ml)
Fracture Vo
Hip Fracture 1,132 90 400° 1.7 3
181 400* 0.75°
Any fracture 1,878 2113 2,500 0.5 Base 1
0.5Yr3
400 1.0 0.5 Urine
212° 1,320 1.0
Other
Diabetes 5,079 132 2,150 0.75 3
180° 3,164 3
Eye Discase See note 7 105 1,350 0.6
Frailty/Disability See note 7 179 1,200 0.7 0.25 1
Sarcopenia Seenote 7 | 191/199° 800 0.3 1

! Some ancillary studies include cases from more than onc discase

? No more baseline sample available for selected cases

¥ Pending funding

4 AS 90 and AS 181 sharc cases and controls

© AS 129 and AS 152 share cases and controls
7 Cases determined by AS

3 & A approved cxcceding limit of 1.8 ml sample for this AS
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