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1.3

1.4

(Form 134-Addendum to Medical History Update) was also collected during the first ES
follow-up year.

The annual contact is administered through up to three mailings from the CCC over a five
month period followed by field center follow-up of non-responders after seven months.
Form 33-Medical History Update is viewed as the primary indicator of response.
Response rates to the first follow-up year are high (84.8% respond to the first mailing,
92.5% respond overall), as shown in Table 1.5. Response rates for other data collection
instruments are similar to Form 33. Response rates are somewhat lower in the clinical
trial components than in the observational study, presumably because this follow-up plan
is new to CT participants.

Field centers are responsible for data collection from women that cannot be followed by
mail and from non-responders to the three CCC mailings. Among those women for whom
the CCC mailing interval has expired, 5.9% require field center follow-up and of these,
65.5% have provided a Form 33 (Table 1.6), giving an estimated overall response rate of
over 97%. The response rates for Form 151 are somewhat lower than for other
instruments at this stage because field center follow-up for this form is optional.
Differences between study components are small with the exception that follow-up of HT

_participants appears to be somewhat more difficult,

Study Performance Reports

Reports summarizing field center activities were updated to reflect field center activities in
the WHIES. (See Tables 7.1 to 7.6.) These reports are produced monthly and posted on
the staff website for investigators and field center staff use. The Performance Monitoring
Committee also uses these reports to monitor study activities.

Participants return questionnaires to the CCC by mail for scanning. Forms that cannot be
scanned are key-entered. CCC staff also review all the returned forms for comments the

participant many have written on the form and indicate which forms need to be reviewed
by field center staff (Table 7.7).

Outcomes

Outcomes adjudication for the WHI-ES is now centralized. Field centers collect

documents from self- or proxy-reported cases and forward them to the CCC. The CCC
forwards purported cases of designated WHI outcomes to an adjudicator specific to the
disease category. Outcomes identified from other hospitalizations are first reviewed by

-CCC outcormes staff and then either forwarded to an appropriate adjudicator, or closed

administratively. Adjudicators are divided into committees responsible for cardiovascular
events (which include VTE but not stroke), stroke, hip fractures, fatal events, and cancer.
The cancer committee consists of trained cancer coders at the CCC. All other commiitees
consist of physician adjudicators, many of whom were local physician adjudicators during
WHI. There is a large overlap between the fatal events committee and the cardiovascular
committee. Every case is reviewed by a single adjudicator. QA procedures, which will
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involve double adjudication of at least 10% of the cases by another adjudicator from the
same committee, are currently being implemented.

The detailed procedures for processing are still being refined. The current status indicates
that outcomes processing by the field centers is excellent with timeliness of documenting
and forwarding cases better than it ever was during WHI. Table 7.8 shows the status of
outcomes cases identified at the field centers through Sept. 1, 2006, as well as the number
of outcomes cases at the CCC. There is a working backlog for the adjudication committees
and the CCC, with the largest backlog in the administrative processing of the outcomes
designated as other hospitalizations (sec Table 7.9).

The list of potential outcomes being investigated for the WHI-ES has changed somewhat
from WHI. The most important changes are:

¢ Angina and CHF are no longer adjudicated

* Outpatient stroke is adjudicated (not adjudicated during WHI)

¢ Hip fracture continues to be adjudicated but no others (during WHI other fractures
were adjudicated for Clinical Trial participants)

¢ Hospitalizations of a single night are no longer investigated, unless they occur in
conjunction with a self-report of a designated WHI-ES outcome

Venous thromboembolism (VTE) events continue to be investigated only for (former) HT
participants. For each outcome type, only the first occurrence since the beginning of WHI
is investigated. For example, a woman who has a confirmed MI during WHI will not be
investigated for MI during the WHI-ES. A complete list of adjudicated outcomes. for the
WHI-ES may be found in the WHI-ES protocol.

In future reports we will provide tables of the agreement rates between self-reports and
adjudications for the WHI-ES.

Specimen Repository

The current inventory of the WHI specimen repository are described in Tables 8.1-CT
Outcomes Cases with Blood and 8.2-0S8 Outcomes Cases with Blood by tabulations of the
estimated volume of each type of specimen (serum, EDTA plasma, citrate plasma)
available according to the primary outcomes of interest in the clinical trial and
observational study components separately. Specimen availability is not shown for
women who have not experienced one of these outcomes because of the large supply of
potential controls. Urine samples, collected at the three bone mineral densitometry clinics,
are also not shown but these resources have not yet been used for any purpose.

The WHI specimen resources have been divided into three accounts, (1) that which is
available to WHI investigators now to support core or ancillary study activities, (2) that
which is reserved for Broad Agency Announcement awardees (see below); and (3) that
which is reserved for use by WHI investigators at the end of the Extension Follow-up
period.
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1.6 Core and Ancillary Study Activities

WHI investigators are involved in numerous activities funded by the program designed to
further explicate the results of the clinical trials, to expand the scope of our understanding

‘ of intervention effects and to identify and evaluate biomarkers of disease through use of
the WHI repository. These core studies are summarized briefly in Table 9.1.

In January 2006, the NHLBI released their Broad Agency Announcement (BAA) to the
larger scientific community, requesting proposals designed to use WHI specimens. These
applications are currently under review at NHLBI. Those selected will receive fundmg
and appropriate specimens beginning in January 2007.

resources. To date, the ancillary study use of blood specimens has been limited to OS
participants because the CT specimens were reserved for use in explanatory studies by the
program. No timeline has yet been established to provide CT specimens for testing non-
intervention related hypotheses but this topic is under discussion.

Together these efforts are aimed to maximize the use of these resources to provide insight
into the causes and mechanisms of disease.

'

WHI investigators and their colleagues continue to propose ancillary studies to use WHI
Table 10.1 lists all proposed ancillary studies along with their WHI approval and funding
status. Table 10.2 provides additional information on ancillary studies that are approved
to use WHI biospecimens.
Participant enrollments to ancillary studies requiring a separate consent are tabulated by
center and shown in Table 10.3. Over 31,000 participant enrollments have occurred in
WHI. Table 10.4 provides the distribution of enrollments per participant. Approximately
14% of part1c1pants are enrolled in one or more ancillary study, and of these the majority
participate in only one.

A progress report from the WHI Memory Study (WHIMS) Coordinating Center for the
studies associated with cognition and dementia is provided in the Appendix.

1.7 Publications

WHI investigators remain engaged in the publication process. To date, 610 manuscript
proposals have been received and 418 approved for development by the Publications and
Presentations committee. Of these, 168 have been published or are in press, including 24
since January 2006 (Table 11.1).
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Table 1.1

WHI Centers and Principal Investigators

Principal Investigator

Institution

Location

Annlouise Assaf, PhD
Shirley Beresford, PhD
Henry Black, MD
Denise Bonds, MD
Robert Brunner, PhD
Robert Brzyski, MD
Bette Caan, PhD

Rowan Chlebowski, MD PhD

Dawvid Curb, MD
Margery Gass, MD
Jennifer Hays, PhD
Gerardo Heiss, MD MPH
Susan chdrix,-DO
Barbara Howard, PhD
Judith Hsia, MD

Allan Hubbell, MD
Rebecca Jackson, MD
Karen Johnson, MD, MPH
Tane Kotchen MDD MPH
Lewis Kuller, MD DrPH
Dorothy Lane, MD MPH
Norman Lasser, MD PhD
Cora Lewis, MD MSPH
Marian Limacher, MD
Ioann Manson, MD DiPH
Karen Margolis, MD
Lauren Nathan, MD
Mary-Jo O’Sullivan, MD
Tudith Ockene, PhD

Larry Phillips, MD

John Robbins, MD
Gloria Sarto, MD

Sylvia Smoller, PhD
Marcia Stefanick, PhD
Cyndi Thomson, PhD RD
Linda Van Horn, PhD RD
Jean Wactawski-Wende, PhD
Robert Wallace, MD
Evelyn Whitlock, MD

Memorial Hospital of Rhode Island

Fred Hutchinson Cancer Research Center
Rush Presbyterian/St. Luke’s Medical Ctr.
Wake Forest University

University of Nevada

University of Texas

Kaiser Foundation Research Institute
University of California, Los Angeles
University of Hawaii

University of Cincinnati

Baylor College of Medicine

University of North Carolina, Chapel Hill
Waync State University

MedStar Research Institute

George Washington University
University of California, Irvine

Ohio State University

University of Tennessec

Medical College of Wisconsin
University of Pittsburgh

Research Foundation SUNY, Stony Brook
University of Medicine and Dentistry
University of Alabama at Birmingham
University of Florida

Brigham and Women’s Hospital
University of Minnesota

University of California, Los Angeles
University of Miami

University of Massachusetts

Emory University

University of Californta, Davis
University of Wisconsin

Albert Einstein College of Medicine
Stanford University

University of Arizona

Northwestern University

State University of New York, Buffalo
University of Iowa

Kaiser Foundation Research Institute

Pawtucket, RI
Scattle, WA
Chicago, IL

Winston-Salem/Greensboro, NC

Reno, NV

San Antonio, TX
Oakland, CA

Torrance, CA

Honolulu, HI

Cincinnati, OH

Houston, TX

Chapel Hill, NC

Detroit, MI

Washington, D.C.
Washington, DC

Irvine, CA

Columbus, OH
Memphis, TN
Milwaukee, WI
Pittsburgh, PA

Stony Brook, NY
Newark, NJ
Birmingham, AL
Gainesville/ Jacksonville, FL.
Boston, MA
Minneapolis, MN

Los Angeles, CA

Miami, FL..

Worcester, MA

Atlanta, GA
Sacramento, CA
Madison, WI

Bronx, NY

San Jose, CA

Tucson and Phoenix, AZ
Chicago and Evanston, IL
Buffalo, NY

Iowa City/Bettendorf, TA
Portland, OR

Ross Prentice, PhD

Sally Shumaker, PhD

Clinical Coordinating Center,

Fred Hutchinson Cancer Research Center
WHI Memory Study Coordinating Center,
Wake Forest University

Seattle, WA

Winston-Salem, NC
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Table 1.2

Consent Status by Study Component and Arm

Data as of: August 18, 2006

Enrolled Eligible for Consented

WHI Enrollment in WHI  extension' N %
Hormone Therapy 27347 25192 20415 81.0
With Uterus 16608 15407 12778 82.9
E+P 8506 7877 6539 83.0
Placebo 8102 7530 6239 820
Without Uterus 10739 9785 7637 78.0
E-alone 5310 4851 3715 77.8
Placebo 5429 4934 3862 78.3
Dietary Modification 48835 45558 37837 830
Intervention 19541 18206 14763 g81.1
Comparison 29294 27352 23071 84.3
Calcium and Vitamin D 36282 34447 29841 86.6
Active 18176 17280 15013 86.9
Placebo 18106 17167 14828 86.4
Clinical Trial Total 68132 63329 52139 82.3
Observational Study 93676 86744 63134 72.8
Total 161808 150073 115273 76.8

! Eligjbility defined as alive at the beginning of consent and willing to be contacted,
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Table 1.3
Consent Status by Age and Race/Ethnicity

Data as of: August 18, 2006

Enrolled Eligible for Consented
‘WHI Enrollment in WHI extension’ N o
Clinical Trial 68132 63329 52139 82.3
Age
50-54 G188 8754 7230 326
55-59 ' 14661 13940 11710 84.0
60-69 > 31389 29288 |, 24521 83.7
70-79 12894 11347 8678 76.5
Race/Ethnicity
American Indian 292 260 185 71.2
Asian/Pacific Islander 1519 1414 1105 78.1
Black 6983 6423 4768 74.2
Hispanic 2875 2686 1786 66.5
White 55525 51679 43649 84.5
Unknown 938 867 646 74.5
Observational Study 93676 86744 63134 72.8
Age
50-54 12381 11969 8977 75.0
55-39 17329 16565 12705 76.7
60-69 41200 38502 28545 74.1
70-79 22766 19708 12907 65.5
Race/Ethnicity
American Indian 421 372 215 57.8
Asian/Pacific Islander 2671 2444 1290 52.8
Black 7635 6868 3571 52.0
Hispanic 3609 3333 1590 477
White 78016 72504 55697 76.8
Unknown 1324 1223 771 63.0

! Eligibility defined as alive at the beginning of consent and willing to be contacted.
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Table 1.6
Response Rates to Field Center Follow-up and Cumulative Response--Extension Study Follow-up Year 1 ‘

Data as of August 18, 2006

Eligible Total
for FC Estimated
Study Form  Follow-up Respondents Response Rate
Total 33 1917 1256 65.5% 97.7%
134 2154 1349 62.6% 97.4%
150 195 105 53.8% 94.8%
151 1232 112 9.1% 92.8%
HT 33 197 121 61.4% 95.6%
' 134 208 123 59.1% 95.2%
150 195 105 53.8% 94.8%
151 197 17 8.6% 89.6%
DM 33 265 184 69.4% 97.4%
134 290 201 69.3% 97.2%
150 71 43 60.6% 95.1%
151 270 16 5.9% 91.7%
CaD 33 213 149 70.0% 97.3%
134 237 160 67.5% 97.0%
150 120 66 55.0% 95.1% |
151 219 12 5.5% 91.4%
0S 33 1528 999 65.4% 98.4% -
134 1729 1071 61.9% 98.0%
151 836 88 10.5% 95.0%
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Table 2.1
Hormone Therapy Component Age — and Race/Ethnicity

Data as of August 18, 2006

. Total % of Overall Design
HT Participants Randomized Goal - Distribution Assumption
Age
Overall 27,347
50-54 3,420 125% 13% . 10%
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 - 8% - 18% 20%
60-69 4,851 88% 45% 45%
70-7% 2,575 84% 24% 25%
With Uterus 16,608 :
50-54 2,024 135% 12% 10%
55-59 3,496 116% 21% 20%
60-69 7,509 111% 45% 45%
70-79 3,579 95% 22% 25%
Race/Ethnicity : TR =
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 2%
Black 1,616 15%
Hispanic 651 6%
White 8,084 15%
Unknown 149 1%
With Uterus 16,608
American Indian 55 <1%
Asian 363 2%
Black 1,122 7%
Hispanic 886 5% _
White 13,946 R 84% &N
Unknown 236 A 1% o5 .
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Table 2.2
Lost-to-Follow-up and Vital Status: HT Participants by Hysterectomy Status
Data as of: August 18, 2006; Extension Participants Only
Without Uterus With Uterus HT Participants
(N=7,637) (N=12,778) (IN=20,415)
N T N i N Y
Vital Status/Participation
Deceased 94 1.2 132 1.0 226 1.1
Alive: Current Participation’ 6874 90.0 11648 91.2 18522 90.7
Alive: Recent Participation® 642 8.4 946 7.4 1588 7.8
Alive: Past/Unknown Participation® 0 0.0 . 1 <0.1 1. <01
Stopped Follow-Up* 27 0.4 51 . 04 78 0.4
Lost to Follow-Up 0 0.0 0 0.0 0 0.0
Data as of: September 12, 2005; Events through Study Closeout
Without Uterus With Uterus HT Participants
(N=10,739) (N=16,608) (N=27,347)
N % N % N o
Yital Status/Participation
Deceased 727 6.8 918 55 1645 6.0
Alive: Current Participation® 9302 86.6 14897 89.7 24199 88.5
Alive: Recent Participation’ 89 0.8 78 0.5 167 0.6
Alive: Past/Unknown Participation® 4 <0.1 4 <0.1 8 <0.1
Stopped Follow-U.E“ 475 4.4 538 32 1013 37
Lost to Follow-Up 142 1.3 173 1.0 315 12

Participants not in any of the above categorics.

L T - S TR S PP

Participants who have filled in a Form 33 within the last 15 months,

Participants who Jast 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 & (absolutely no follow-up} on Form 7 or 9.

FParlicipants who have filled in a Form 33 within the last 9 months.
Panticipants who last filled in a Forma 33 between 9 and 18 months age.
Participants without a Form 33 within the Jast 18 months, who have been located (as indicated on Form 23) within the 1ast 6 months.
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Table 2.3
Verified Outcomes (Annualized Percentages) by Age for Hormone Therapy
Data as of: August 18, 2006
Age
Outcomes Tatal 50-54 55.59 60-69 70-79
Number randomized 27347 3420 5413 12360 6154
Mean follow-up {(months) 104.3 110.2 107.3 103.8 §99.5
Cardiovascular

CHD' 1083 (0.46%) 53 (0.17%) 115 (0.24%) 498 (0.47%) 417 (0.82%)
CHD death? 325 (0.14%) 13 (0.04%) 25  (005%) 130 (0.12%) 157 (0.31%)
Total MI? 857 (0.36%) 42 (0.13%) 97  (0.20%) 399 (0.37%) 319 (0.63%)

Clinical M1 823 (0.35%) 41 (0.13%) 05  (0.20%) 382 (0.36%) 305 (0.60%)

CABG/PTCA 1303 (0.55%) | 59 (0.19%) 169 (0.35%) 650 (0.61%) 425 (0.83%)

Carotid artery disease 222 (0.09%) 5 (0.02%) 23 (0.05%) 118 (0.11%) 76 (0.15%)

Stroke 740 (0.31%) 27 (0.09%) 70 (0.14%) 328 (0.31%) 315 (0.62%)
Non-disabling stroke” 410 (©.17%) 21 (0.07%) 48  (0.10%) 173 (0.16%) 168 (0.33%)
Fatal/disabling stroke’ 272 (©11%) | . 3 (0.01%) 16 (0.03%) 125 (0.12%) 128 (0.25%)
Unknown status from stroke® 58 (0.02%) 3 (0.01%) 6 (0.01%) 30 (0.03%) 19 (0.04%)

PVD 214  (0.09%) 9 (0.03%) 20 (0.04%) 114 (0.11%) 71 (0.14%)

DVT 421 (0.18%) | 24 (0.08%) 59 (0.12%) 194 (0.18%) 144 (0.28%)

Pulmonary embolism 303 (0.13%) 20 (0.06%) 44  (0.09%) 145 (0.14%) 94 {0.18%)

Coronary disease” 2774 (1.17%) | 147 (047%) 326  (0.67%) 1299 (1.22%) 1002 (1.96%)

DVT/PE 585 (0.25%) | 32 (0.10%) 79 (0.16%) 284 (027%) 190 (0.37%)

Total cardiovascular disease 4068 (1.71%) | 209 (0.67%) 481 (0.99%) 1910 (1.79%) 1468 (2.838%)

Cancer .

Breast cancer 975 (0.41%) 97 (0.31%) 177 (037%) 461 (0.43%) 240 (0.47%)
Invasive breast cancer 782 (0.33%) 71 (0.23%) 143 (0.30%) 365 (0.34%) 203 (0.40%)
Non-invasive breast cancer 197  (0.08%) 26 (0.08%) 35 (007%™ 99 (0.09%) 37 (0.07%)

Owvarian cancer 78 (0.03%) 3 (0.01%) 15 {0.03%) 41 (0.04%) 19 (0.04%)

Endometrial cancer® 96 (0.04%) 5 (0.02%) 23 (0.05%) 51 (0.05%) 17 (0.03%)

Colorectal cancer 331 (0.14%) 19 (0.06%) 36 (0.07%) 165 (0.i5%) 111 (0.22%)

Other cancer’ 1282 (0.54%) 9% (0.31%) 177 (0.37%) 603 (0.56%) 406 (0.80%)

Total cancer 2646 (1.11%) | 213 (0.68%) 418 (0.86%) 1259 (1.18%) 756 (1.48%)

Fractures
Hip fracture 396 (0.17%) 4 (0.01%) 23 (0.05%) 123 (0.12%) 246 (0.48%)
Deaths .

Cardiovascular deaths 570 (0.24%) | 23 (0.07%) 42 (0.09%) 222 (0.21%) 283 (0.55%)

Cancer deaths 741 (0.31%) 37 (0.12%) 90 . (0.19%) 351 (0.33%) 263 (0.52%)

Other known cause 352 (0.15%) 16 (0.05%) 45 (0.09%) 138 (0.13%) 153 (0.30%)

Unknown cause 55 (0.02%) 4 (0.01%) 4  (0.01%) 27 (0.03%) 20 (0.04%)

Not yet adjudicated 206 (0.09%) 6 (0.02%) 22 (0.05%) 79 (0.07%) 99 (0.19%)

Total death 1924 (0.81%) 86 (0.27%) 203 (042%) 817 (0.76%) 818 (1.60%)

includes Glasgow scale 6 and status not yet known,

Q-wave MI, angina, and congestive heart failure are not collected in the WHI Extension Study,

Only women without a baseline hysterectomy are used to compute the annual rates of endometral cancer.
Only one repert of "other cancer” is counted per woman; however, the first of each type is adjudicated. Excludes non-meianoma skin cancer,

“CHD" includes clinical MI, evolving Q-wave MI, and CHD death; Q-wave MI is not collected in the WHI Extension Study.
“CHD death” includes definite and possible CHD death.

“Total MI" includes clinical M1 and evolving Q-wave MI; Q-wave MI is not collected in the WHI Extension Study.
Non-disabling stroke includes Glasgow scales 1 and 2; fatal/disabling includes Glasgow scales 3-5 and death within 1 month of stroke; and unknown status

“Coronary discase” includes clinical MI, evolving Q-wave MI, possible evolving Q-wave MI, CHD death, angina, congestive heart faiture, and CABG/PTCA;
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Table 2.3 (continued)
Verified Outcomes (Annualized Percentages) by Race/Ethnicity for Hormone Therapy
Data as of: August 18, 2006
_ Race/Ethnicity
American
Indian/ Asian/Pacific Black/African  Hispanic/

Qutcomes Alaskan Native  Islander American Latino White Unknown
Number randomized 130 527 2738, 1537 22030 385
Mean follow-up (months) a9.1 98.9 102.2 99.2 105.2 99.9
Cardiovascular
CHD! 5 (0.47%) 13 (0.30%) 112 (0.48%) 31 (0.24%) 900 (0.47%) 22 (0.69%)

CHD death® 2 (0.19%) 5 (0.12%) 54 (0.23%) 6 (0.05%) 255 (0.13%) 3 (0.09%)

Total M 4 (0.37%) 11 (0.25%) 72 (©.31%) 26 (0.20%) 724 (0.37%) 20 (0.62%)

Clinical M1 4 (037%) 10 (0.23%) 71 (0.30%) 24 (0.19%) 695 (0.36%) 19 (0.59%)

CABG/PTCA 7 (0.65%) 13 (0.30%) 115 (0.49%) 48 (0.38%) 1102 (0.57%) 18 (0.56%)
Carotid artery disease 1 (0.09%) 1 (0.02%) 8 (003%) 2 (0.02%) 208 (0.11%) 2 (0.06%)
Stroke 5 (047%) 14 (0.32%) 99 (042%) 22 (0.17%) 588 (0.30%) 12 (0.37%)

Non-disabling stroke* 3 (0.28%) 8 (0.18%) 48 (021%) 13 (0.10%) 332 (0.17%) 6 (0.19%)

Fatal/disabling stroke* 2 (01%%) 6 (0.14%) 40 (0.17%) 6 (0.05%) 214 (0.11%) 4 (0.12%)

Unknown status from stroke* 0 (0.00%) 0 (0.00%) 11 (0.05%) 3 (0.02%) 42 (0.02%) 2 (0.06%)
PVD 2 (0.19%) I (0.02%) 23 (0.10%) 2 (0.02%) 186 (0.10%) O (0.00%)
DVT 2 (0.19%) 2 (0.05%) 45 (0.19%) 7 (0.06%) 363 (0.19%) 2 (0.06%)
Pulmonary embolism 3 (0.28%) 1 (0.02%) 38 (0.16%) 4 (0.03%) 255 (0.13%) 2 (0.06%)
Coronary disease’ 12 (1.12%) 32 (0.74%) 310 (1.33%) 102 (0.80%) 2278 (1.18%) 40 (1.25%)
DVT/PE 5 (047%) 2 (0.05%) 66 (0.28%) 9 (0.07%) 500 (0.26%) 3 (0.09%)
Total cardiovascular disease 20 (1.B6%) 46 (1.06%) 454 (1.95%) 132 (1.04%) 3367 (1.74%) 49 (1.53%)
Cancer
Breast cancer 3 (0.28%) 22 (0.51%) 86 (0.37%) 32 (0.25%) 823 (043%) 9 (0.28%)

Invasive breast cancer 3 (0.28%) 16 (0.37%) 69 (0.30%) 24 (0.19%) 663 (0.34%) 7 (0.22%)

Non-invasive breast cancer 0 (0.00%) 6 (0.14%) 17 (0.07%) 8 (0.06%) 164 (0.08%) 2 (0.06%)
Qvarian cancer 0 (0.00%) 1 (0.02%) 6 (0.03%) 0 (0.00%) 69 (0.04%) 2 (0.06%)
Endometrial cancer® 1 (0.05%) 0 (0.00%) 5 (0.02%) 5 (0.04%) 84 (0.04%) 1 (0.03%)
Colorectal cancer 1 (0.09%) 8 (0.18%) 28 (0.12%) 14 (0.1i%) 274 (0.14%) 6 (0.19%)
Other cancer’ 7 (0.65%) 24 (0.55%) 97 (042%) 40 (0.31%) 1100 (0.57%) 14 (0.44%)
Total cancer 12 (L12%) 55 (1.27%) 213 (091%) 85 (0.67%) 2252 (1.17%) 29 (0.90%)
Fractures
Hip fracture 1 (0.09%) 4 (0.09%) 10 (0.04%) 7 (0.06%) 372 (0.19%) 2 (0.06%)
Deaths
Cardiovascular deaths 3 (0.28%) 10 (0.23%) 93 (040%) 11 (0.09%) 448 (0.23%) 5 (0.16%)
Cancer deaths 5 (0.47%) 14 (0.32%) 66 (0.28%) 25 (0.20%) 622 (0.32%) 9 (0.28%)
Other known cause 4 (0.37%) 2 (0.05%) 31 (©.13%) 6 (0.05%) 303 (0.16%) 6 (0.19%)
Unknown cause 0 (0.00%) 2 (0.05%) 12 (0.05%) 2 (0.02%) 38 (0.02%) 1 (0.03%)
Not yet adjudicated 0 (0.00%) 2 (0.05%) 14 (0.06%) 7 (0.06%) 179 (0.09%) 4 (0.12%)
Total Death 12 (1.12%) 30 (0.69%) 216 (0.93%) 51 (0.40%) 1590 (0.82%) 25 (0.78%)

R

includes Glasgow scale 6 and status not yet known.

Q-wave M, angina, and congestive heart failure are not collected in the WHI Extension Study.

Only women without a baseline hysterectomy are used to compute the annual rates of endometrial cancer,
Only one report of “other cancer” is counted per woman; however, the first of cach type is adjudicated. Excludes non-melanoma skin cancer.

“CHD" includes clinical MI, evolving Q-wave MI, and CHD death; Q-wave Ml is not collected in the WHI Extension Study,
“CHD death” includes definite and possible CHD death.
“Total MI" includes clinical MI and evolving Q-wave MI; Q-wave M1 is not collected in the WHI Extension Study.
Non-disabling stroke includes Glasgow scales 1 and 2; fatal/disabling includes Glasgow scales 3-5 and death within 1 month of stroke; and unknown status

“Coronary disease” includes clinical MI, evolving Q-wave ML possible evolving Q-wave MI, CHD death, angina, congestive heart failure, and CABG/PTCA,
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Table 2.4
Verified Outcomes (Annualized Percentages) for HT Participants Without and With Uterus

Data as of: August 18, 2006

Outcomes Without Uterus With Uterus
Number randomized 10739 16608
Mean follow-up (months} 1034 104.9
Cardiovascular
CHD' 510 (0.55%) 573 (0.39%)
CHD death? 175 (0.19%) 150  (0.10%)
Total MI® 392 (0.42%) 465  (0.32%)
Clinical MI 377 (0.41%) 446  (0.31%)
CABG/PTCA 609  (0.66%) 694 (0.48%)
Carotid artery disease 117 (0.13%) 105 (0.07%)
Stroke 325 (0.35%) 415  (0.29%)
Non-disabling stroke® 169  (0.18%) 241 (0.17%)
; Fatal/disabling stroke* 124 (0.13%) 148  (0.10%)
| Unknown status from stroke* 32 (0.03%) 26 (0.02%)
| PVD ' 100 (0.11%) 114  (0.08%)
DVT 164 (0.18%) 257 (0.18%)
Pulmonary embolism 109 (0.12%) 194 ({0.13%)
Coronary disease® 1346 (1.46%) 1428 (0.98%)
DVT/PE 228 (0.25%) 357 (0.25%)
Total cardiovascular disease 1892 (2.05%) 2176 (1.50%)
Cancer
| Breast cancer 325  (0.35%) 650 (0.45%)
Invasive breast cancer 265  (0.29%) 517 (0.36%)
Non-invasive breast cancer 61 (0.07%) 136 (0.09%)
‘ Ovarian cancer - 20 (0.02%) 58 (0.04%)
Endometrial cancer® 0 NA 96 (0.07%)
‘ Colorectal cancer 136 (0.15%) 195  (0.13%)
| Other cancer’ 507 (0.55%) 775 (0.53%)
‘ Total cancer 959  (1.04%) 1687 (1.16%)
‘ Fractures
| Hip fracture 146 (0.16%) 250 (0.17%)
‘ Deaths
Cardiovascular deaths - 281 (0.30%) 289  (0.20%)
Cancer deaths 317 (0.34%) 424 {0.29%)
Other known cause 137 (0.15%) 215 (0.15%)
Unknown cause 25 (0.03%) 30 (0.02%)
Not yet adjudicated 87 (0.09%) 119 {0.08%)
Total death 347 (0.92%) 1077 (0.74%)

“CHD" includes clinical MI, evolving Q-wave MI, and CHD death; Q-wave M1 is not collected in the WHI Extension Study.

“CHD death™ includes definite and possible CHD death. .

“Total MI” includes ¢linical MI and evolving Q-wave MI; Q-wave Ml is not collected in the WHI Extensicn Study.

Non-disabling stroke includes Glasgow scales 1 and 2; fatal/disabling includes Glasgow scales 3-5 and death within 1 month of stroke; and unknown status
inclodes Glasgow scale 6 and status not yet known,

“Coronary disease” includes clinical M), evolving Q-wave MI, passible evolving Q-wave MI, CHD death, angina, congestive heart failure, and CABG/PTCA;
Q-wave M1, angina, and congestive heart failure are not collected in the WHI Extension Study.

Only women without a baseline hystercctomiy are used to compute the annual rates of endometrial cancer.

Only one report of "other cancer” is counted per woman; however, the first of each type is adjudicated. Excludes non-melanoma skin cancer.

a8 w N e

‘ L3
| T
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Table 2.5
Counts (Annualized Percentages) of Participants with Self-Reported Qutcomes by Age and Race/Ethnicity
for HT Participants who did not report a prevalent condition at baseline

Data as of: August 18, 2006

Age )
Qutcome Total 50-54 55-59 60-69 70-79
Number randomized 27347 3420 5413 12360 6154
Mean follow-up {months) 1043 110.2 1073 103.8 99.5
Hospitalizations
Ever 14791 (6.22%) 1332 (4.24%) 2359 (4.87%) 6915 (6.47%) 4185 (8.20%)
Two or more 3647 (3.64%) 640 (2.04%) 1241 (2.56%) 4034 (3.77%) 2732 (5.35%)
Other
Diabetes (treated) 2557 (1.14%) 359 (1.19%) 498 (1.09%) 1192 (1.18%) 508 (1.06%)
Gallbladder disease’? 2117 (1.11%) 282 (1.09%) 443 (1.12%) 988 (1.17%) 404 (1.01%)
Hysterectomy 778 (0.54%) 66 (0.35%) 154 (0.49%) 391 (0.60%) 167 (0.56%)
Glaucoma® 3203 (1.47%) 287 (0.97%) 548 (1.21%) 1519 (1.55%) 849 (1.87%)
Osteoporosis® 6115 (2.83%) 477 (1.61%) 962 (2.13%) 2055 (3.05%) 1721 (3.89%)
Osteoarthritis® 5387 (3.64%) 693 (2.90%) 1090 (3.229%) 2474 (3.86%) 1130 (4.35%)
Rheumatoid arthritis® 1698 (0.78%) 211 (0.73%) 341 (0.76%) 764 (0.78%) 382 (0.83%)
Intestinal polyps 4419 (2.00%) 468 (1.54%) 838 (1.81%) 2206 (2.22%) 907 (2.01%)
Lupus 305 (0.13%) 35 (0.11%) 65 (0.13%) 138 (0.13%) 67 (0.13%)
Kidney stones™? 769 (0.40%) 94 (0.38%) 143 (0.36%) 346 (0.39%) 186 (0.44%)
Cataracts™® 8650 (5.05%) 505 (2.01%) 1345 (3.46%) 4578 (5.84%) 2222 (7.68%)
Pills for hypertension 8019 (4.74%) 0913 (3.60%) 1561 (4.17%) 3682 (4.96%) 1863 (5.80%)
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
Mean follow-up (months) 99.1 98.9 102.2 99.2 105.2 99.9
Hospitalizations
Ever 71 (6.61%) 211 (4.86%) 1494 (6.41%) 648 (5.10%) 12171 (6.30%) 196 (6.11%)
Two or miore 50 (4.66%) 105 (2.42%) 885 (3.80%) 315 (2.48%) 7183 (3.72%) 109 (3.40%)
Other ]
Diabetes (treated) 13 (1.39%) 54 (1.36%) 392 (1.92%) 226 (1.93%) 1834 (0.99%) 38 (1.28%)
Gallbladder disease’ * 13 (1.64%) 32 (0.84%) 187 (0.93%) 129 (1.40%) 1730 (1.13%) 26 (1.02%)
Hysterectomy 2 (0.44%) 6 (0.20%) 51 (0.53%) 37 (0.51%) 675 (0.55%) 7 (0.36%)
Glaucoma® 16 (1.65%) 60 (1.50%) 410 (1.98%) 190 (1.60%) 2480 (1.40%) 47 (1.64%)
Osteopomsis2 32 (3.26%) 141 (3.52%) 3497 (1.61%) 338 (2.95%) 5162 (2.95%) 93 (3.19%)
Osteoarthritis® 35 (4.80%) 111 (3.61%) 543 (3.83%) 372 (4.22%) 4242 (3.57%) 84 (4.05%)
Rheumatoid arthritis® 15 (1.64%) 30 (0.75%) 272 (1.33%) 220 (1.88%) 1126 (0.63%) 35 (1.20%)
Intestinal polyps 23 (232%) 67 (1.69%) 457 (2.10%) 208 (1.71%) 3615 (2.02%) 49 (1.66%)
" Lupus 2 (0.19%) 4 (0.09%) 34 (0.15%) 24 (0.19%) 240 (0.12%) 1 (0.03%)
Kidney stones™ * 9 (1.08%) 25 (0.69%) 82 (043%) 62 (0.60%) 583 (0.37%) g (0.30%)
Cataracts®? 44 (5.48%) 143 (4.52%) 790 (4.63%) 450 (4.49%) 7110 (5.15%) 113 (4.87%)
Pills for hypertension 48 (6.32%) 142 (4.67%) 718 (6.19%) 495 (5.20%) 6521 (4.59%) 95 (4.53%)

? Data not collected for WHI Extension Study.
* These outcomes have not been stlf-reported on all versions of Form 33 during WHI follow-up. The annualized percentages are corrected for the different

amounts of follow-up.

“Gallbladder disease™ includes self-reports of both hospitalized and non-hospitalized events.
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Table 2.6 -
Selected Medication Use after Stopping of the HT Intervention

Data as of: August 18, 2006

Without Uterus With Uterus
E-alone Placebo E+P Placebo
N Jo N %o N % N %o

Use after stopping but before closeout'

Number due for medication collection 7463 7063

% missing medication information 20.3% 21.0%

Estrogen N/A N/A 385 6.5 301 54

Osteoporosis® N/A N/A 739 12.4 949 17.0

SERM N/A N/A 124 2.1 118 2.1
Use during extension®

Number in extension 3775 3862 6539 6239

% missing medication information 9.6% 10.0% 8.8% 8.8%

Any prescription hormone 222 6.7 121 3.6 242 4.2 180 33

E-alone use 156 47 82 24 - 160 27 128 23

E+P use 20 0.6 17 0.5 104 1.8 42 038

Non-prescription (natural) hormone 95 29 89 2.7 178 31 155 2.8

Osteoporosis* 567 17.4 699 21.1 1271 22.4 1474 27.1

SERM 76 23 59 3.0 231 4.0 167 3.0

Bisphosphonate or calcitonin.
Use at any time during the first year of extension.
Bisphosphonate, calcitonin, or PTH.

R

Collected at annual visits 1, 3, 6, and 9. Insufficient data available on the E-alone participants.
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Table 3.1
Dietary Modification Component Age — and Race/Ethnicity

" Data as of August 18, 2006

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%

Agsian 1,105 2%

Black 5,262 11%

Hispanic 1,845 4%

White 39,762 81%

Unknown 659 1%
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Table 3.2
Lost-to-Follow-up and Vital Status: DM Participants

Data’'as of: August 18, 2006; Extension Participants Only

DM Participants
(N =37,834)
N %
Vital Status/Participation

Deceased 280 0.7
Alive: Current Participation’ 35167 93.0
Alive: Recent Participation” 2294 6.1
Alive: Past/Unknown Participation’ 8 <0.1
Stopped Fouow-U?* 84 0.2
Lost to Follow-Up 1 <0.1

Data as of: September 12, 2005; Events through Study Cleseout

DM Participants
(N = 48,835)
N %
YVital Status/Participation
Deceased 2404 49
Alive: Current Participation® 44116 90.3
Alive: Recent Participation’ 235 0.5
Alive: Past/Unknown Participation® 5 <0.1
Stopped Follow-Up* 1553 3.2
Lost to Follow-Up 522 1.1

Participants who have filled in a Form 33 within the last 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 menths, who have been located (as indicated on Fortn 23) within the last § months.
Participants with codes 5 (no follow-up) or 8 (absotutely no follow-up) on Form 7 and 9.

Participants not in any of the above categories.

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

Participants who last filled in a Form 33 between 9 and 18 months ago.

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

o T - S TS S R WY
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Table 3.3
Verified Outcomes (Annualized Percentages) by Age for Dietary Modification

Data as of: August 18, 2006

Age
Outcome Total 50-54 55-59 60-69 70-79
Number randomized 48835 6961 11037 22715 8122
Mean follow-up (months) . 1074 114.6 110.7 105.7 101.8
Cancer
Breast cancer 2310 (0.53%) |281 (042%) 529 (0.52%) 1090 (0.54%) 410 (0.60%)
Invasive breast cancer 1855 (0.42%) [204 (0.31%) 430 (0.42%) 887 (0.44%) 334 (0.48%)
Non-invasive breast cancer 477 (0.11%) 80 (0.12%) 104 (0.10%) 212 (0.11%) 81 (0.12%)
Ovarian cancer _ 185 (0.04%) | 22 (0.03%) 38 (0.04%) 85 (0.04%) 40 (0.06%)
Endometrial cancer' 309 (0.07%) | 34 (0.05%) 74 (0.07%) 148 (0.07%) 53 (0.08%)
Colorectal cancer 515 (0.12%) | 32 (0.05%) 84 (0.08%) 255 (0.13%) 144 (0.21%)
Other cancer? 2087 (048%) | 177 (0.27%) 360 (0.35%) 1055 (0.53%) 495 (0.72%)
Total cancer 5165 (1.18%) (525 (0.79%) 1035 (1.02%) 2509 (1.25%) 1096 (1.59%)
Cardiovascular
CHD’ 1492 (0.34%) | 82 (0.129) 180 (0.18%) 709 (0.35%) 521 (0.76%)
CHD death* 413 (0.09%) | 20 (0.03%) 32 (0.03%) 194 (0.10%) 167 (0.24%)
Total MI° 1210 (0.28%) | 64 (0.10%) 156 (0.15%) 574 (0.29%) 416 (0.60%)
Clinical MI ‘ 1155 (0.26%) | 58 (0.09%) 149 (0.15%) 548 (0.27%) 400 (0.58%)
CABG/PTCA 1919 (0.44%) | 91 (0.14%) 262 (0.26%) 1016 (0.51%) 550 (0.80%)
Carotid artery discase 298 (0.07%) 11 (0.02%) 35 (0.03%) 158 (0.08%) 94 (0.14%)
Stroke 1081 (0.25%) | 46 (0.07%) 116 (0.11%) . 503 (0.25%) 416 (0.60%)
PVD 269 (0.06%) 14 (0.02%) 35 (0.03%) 130 (0.06%) 90 (0.13%)
Coronary disease® 4081 (0.93%) |230 (0.35%) 538 (0.53%) 2045 (1.02%) 1268 (1.84%)
Total cardiovascular disease 5287 (1.21%) | 282 {(042%) 685 (0.67%) 2639 (1.32%) 1681 (2.44%)
Fractures
Hip fracture 530 (0.12%) 13 (0.02%) 35 (0.03%) 212 (0.11%) 270 (0.39%)
Deaths
Cardiovascular deaths 745 (0.17%) | 33 (0.05%) 52 (0.05%) 319 (0.16%) 341 (0.49%)
Cancer deaths 1169 (027%) | 72 (0.11%) 163 (0.16%) 380 (0.29%) 354 (0.51%)
Other known cause 504 (0.12%) | 28 (0.04%) 54 (0.05%) 208 (0.10%) 214 (0.31%)
Unknown cause 64 (001%) | 1(<0.01%) 6 (0.01%) 34 (0.02%) 23 (0.03%)
Not yet adjudicated 278 (0.06%) 16 (0.02%) 25 {(0.02%) 142 (0.07%) 95 (0.14%)
Total death 2760 (0.63%) | 150 (0.23%) 300 (0.29%) 1283 (0.64%) 1027 (1.49%) |

Only women without a baseline hysterectomy are nsed to compute the annual rates of endometrial cancer.

Only one report of “other cancer™ is counted per woman; however, the first of each type is adjudicated. Excludes non-melanoma skin cancer.

“CHD".includes clinical M1, evolving Q-wave MI, and CHD dcath; Q-wave M1 is not collected in the WHI Extension Study.

“CHD death™ includes definite and possible CHD death.

“Total MI” includes clinical Ml and evolving Q-wave MI; Q-wave MI is not collected in the WHI Extension Study.

“Coronary disease” includes clinical M, evolving Q-wave M, possible evolving Q-wave M1, CHD death, angina, congestive heart failure, and CABG/PTCA;
Q-wave M1, angina, and congestive heart failure are not collected in the WHI Extension Study.

- T
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Table 3.3 (continued)
Verified Outcomes (Annualized Percentages) by Race/Ethnicity for Dietary Modification
Data as of: August 18, 2006
Race/Ethnicity
American
Indian/Alaskan Asian/Pacific Black/African  Hispanic¢/

QOutcome Native Islander American Latino White Unknown
Number randomized 202 1105 5262 1845 39762 659
Mean follow-up (months) 103.9 103.7 104.1 100.1 108.4 1022
Cancer ’

Breast cancer 5 (029%) 55 (0.58%) 185 (0.41%) 359 (0.38%) 1981 (0.55%) 25 (0.45%)
Invasive breast cancer 4 (023%) 42 (044%) 138 (0.30%) 46 (0.30%) 1605 (0.45%) 20 (0.36%)
Non-invasive breast cancer 1 (0.06%) 13 (0.14%) 48 (0.11%) 13 (0.08%) 397 (0.11%) 5 (0.09%)

Ovarian cancer 1 (0.06%) 6 (0.06%) 11 (0.02%) 7 (0.05%) 157 (0.04%) 3 (0.05%)

Endometrial cancer' 0 (0.00%) 3 (0.03%) 20 (0.04%) 8 (0.05%) 273 (0.08%) 5 (0.09%)

Colorectal cancer 4 (0.23%) 8 (0.08%) 56 (0.12%) 18 (0.12%) 422 (0.12%) 7 (0.12%)

Other cancer® 6 (034%) 32 (0.34%) 162 (0.35%) 43 (0.28%) 1817 (0.51%) 27 (0.48%)

Total cancer i5 (0.86%) 99 (1.04%) 413 (0.90%) 127 (0.82%) 4450 (1.24%) 61 (1.09%)

Cardiovascular :

CHD’ 4 (0.23%) 16 (0.17%) 163 (0.36%) 27 (0.18%) 1261 (0.35%) 21 (0.37%)

CHD death® 0 (0.00%) 3 (0.03%) 63 (0.14%) 9 (0.06%) 328 (0D.09%) 10 (0.18%)

Total MI° 4 (023%) 15 (0.16%) 119 (0.26%) 21 (0.14%) 1034 (0.29%) 17 (0.30%)

Clinical MI 4 (0.23%) 15 (0.16%) 114 (0.25%) 20 (0.13%) 986 (027%) 16 (0.28%)

CABG/PTCA 6 (0.34%) 15 (0.16%) 181 (0.40%) 40 (0.26%) 1657 (0.46%) 20 (0.36%)

Carotid artery discase 2 (0.11%) 1 {(0.01%) 22 (0.05%) 3 (0.02%) 266 (0.07%) 4 (0.07%)

Stroke 4 (0.23%) 19 (0.20%) 153 (0.34%) 27 (0.18%) 863 (0.24%) 15 (0.27%)

PVD 3 (0.17%) 2 (0.02%) 49 (0.11%) 2 (0.01%) 209 (0.06%) 4 (0.07%)

Coronary disease® 15 (0.86%) 45 (047%) 515 (1.13%) 102 (0.66%) 3352 (0.93%) 52 (0.93%)

Total cardiovascular disease 22 (1.26%) 66 (0.69%) 663 (1.45%) 130 (0.84%) 4337 (1.21%) 69 (1.23%)

Fractures
Hip fracture 2 (0.11%) 3 (0.03%) 16 (0.04%) 10 (0.06%) 494 (0.14%) 5 (0.09%)
Deaths

Cardiovascular deaths 2 (0.11%) 10 (0.10%) 108 (0.24%) 15 (0.10%) 599 (0.17%) 11 (0.20%)

Cancer deaths 6 (034%) 17 (0.18%) 102 (0.22%) 32 (0.21%) 993 (0.28%) 19 (0.34%)

Other known cause 8 (0.46%) 7 (0.07%) 59 (0.13%) 12 (0.08%) 411 (0.11%) 7 (0.12%)

Unknown cause 0 (0.00%) 1 (0.01%) 14 (0.03%) 1 {0.01%) 46 (0.01%) 2 {0.04%)

Not yet adjudicated 1 (0.06%) 4 (0.04%) 27 (0.06%) 3 (002%) 238 (0.07%) 5 (0.09%)

Total death 17 (097%) 35 (0.41%) 310 (0.68%) 63 (0.41%) - 2287 (0.64%) 44 (0.78%)

“CHD death” includes definite and possible CHD death.

L R O

Q-wave M], angina, and congestive heart failure are not collected in the WHI Extension Study.

Only woinen without a baseline hysterectomy are used to compute the annual rates of endometrial cancer.
Only one report of “other cancer” is counted per woman; however, the first of each type is adjudicated. Excludes non-melanoma skin cancer,
“CHD” includes clinical M1, evolving Q-wave ML and CHD death; Q-wave Ml is not collected in the WHI Extension Study.

“Total MI” includes clinical MI and evolving Q-wave MI; Q-wave MI is not collected in the WHI Extension Study.
"Coronary disease™ includes clinicat M1, evolving Q-wave MI, possible evolving Q-wave M1, CHD death, angina, congestive heart failure, and CABG/PTCA;

R:\Reports\Annual\Progressi2006\Annual3_aug06.doc

O




WH]I, Progress Report

Page 3-5

Table 3.4
Counts (Annualized Percentages) of Participants with Self-Reported Outcomes by Age and Race!Ethmcny
for DM Participants Who Did Not Report a Prevalent Condition at Baseline
Data as of: August 18§, 2006

Age
Quicome Total 50-54 55-59 60-69 70-79
Number randomized 48835 6961 - 11037 22715 8122
Mean follow-up (months) 107.4 114.6 110.7 105.7 101.8
Hospitalizations
Ever 26054 (5.96%)| 2787 (4.19%) 4996 (491%) 12692 (6.35%) 5579 (8.10%)
Two or more 14712 (3.37%) 1264 (1.90%) 2527 (2.48%) 7320 (3.66%) 3601 (5.23%)
Qther
DVT! 592 (0.14%) 34 (0.05%) 90 (0.09%) 285 (0.15%) 183 (0.28%)
Pulmonary embolism 409 (0.09%) 28 (0.04%) 63 (0.06%) 211 (0.11%) 107 (0.16%)
Diabetes (treated) 4185 (1.00%) 592 (0.91%) 957 (0.97%) 1945 (1.02%) 691 (1.06%)
Gallbladder disease® ’ 3830 (1,10%) 573 (1.01%) 902 (1.09%) 1802 (1.15%) 553 (1.04%)
Hysterectomy 1676 (0.67%) 244 (0.65%) 402 (0.65%) 795 (0.71%) 235 (0.63%)
Glaucoma® 5318 (1.32%) 567 (0.91%) 1098 (1.15%) 2589 (1.42%) 1064 (1.74%)
Osteoporosis’ 10221 (2.60%) 129 (1.81%) 1969 (2.10%) 5021 (2.81%) 2102 (3.56%)
Osteoarthritis* 10413 (3.85%) 1588 (3.19%) 2460 (3.53%) 4781 (4.10%) 1584 (4.60%)
Rheumatoid arthritis® 2849 (0.71%) 399 (0.65%) 631 (0.67%) 1319 (0.72%) 500 (0.80%)
Intestinal polyps 8587 (2.11%) 1135 (1.76%) 1944 (2.01%) 4238 (2.30%) 1270 (2.07%)
Lupus 503 (0.12%) 82 (0.12%) 116 (D.11%) 237 (0.12%) 68 (0.10%)
Kidney stones™* 1319 (0.38%) 175 (0.34%) 281 (0.35%) 654 (0.40%) 209 (0.37%)
Cataracts™* 15485 (4.86%)| 1157 (2.21%) 2859 (3.56%) 8462 (5.77%) 3007 (7.61%)
Pills for hypertension 13590 (4.45%) 1821 (3.41%) 3056 (3.98%) 6447 (4.80%) 2266 (5.53%)
Race/Ethnicity
Am Indian/
Alaskan  Asian/Pacific Black/African Hispanic/
Qutcomes Native Islander American Latino White Unknown
Number randomized 202 1105 5262 1845 39762 659
Mean follow-up (months) 103.9 103.7 104.1 100.1 108.4 102.2
Hospitalizations ,
Ever 101 (5.78%) 421 (4.41%) 2734 (5.99%) 796 (5.17%) 21679 (6.03%) 323 (5.75%)
Two or more 64 (3.66%) 190 (1.99%) 1604 (3.51%) 404 (2.62%) 12264 (3.41%) 186 (3.31%)
Other )
DVT' 2 (0.12%) 0 (0.00%) 55 (0.12%) 10 (0.07%) 516 (0.15%) 9 (0.17%)
Pulmonary embolism -2 (0.12%) 1 (0.01%) 42 (0.09%) 5 (0.03%) 354 (0.10%) 5 (0.09%)
Diabetes (treated) 19 (1.17%) 115 {(1.28%) 746 {(1.84%)} 227 (1.57%) 3013 (0.87%) 65 (1.22%)
Galtbladder disease® * 14 (1.16%) 60 (0.73%) 304 (0.78%) 152 (1.36%) 3250 (1.14%) 50 (1.09%)
Hysterectomy 5 (0.61%) 31 (0.51%) 105 (0.52%) 51 (0.62%) 1473 (0.70%) 11 (0.35%)
Glaucoma® 30 (1.87%) 108 (1.23%) 763 (1.86%) 201 (1.40%) 4152 (1.25%) 64 (1.27%)
Osteoporosis® 43 (2.68%) 272 (3.16%) 679 (1.61%) 409 (2.97%) 8678 (2.69%) 140 (2.81%)
Osteoarthritis* 45 (4.49%) 242 (3.49%) 1066 (3.89%) 433 (4.14%) B471 (3.83%) 156 (4.50%)
Rheumatoid arthritis® 23 (1.52%) 49 (0.56%) 506 {1.24%) 222 (1.57%) 1998 (0.60%) 51 (1.00%)
Intestinal polyps 45 (2.77%) 180 (2.06%) 945 (2.22%) 271 (1.84%) 7026 (2.11%) 120 (2.32%)
Lupus 4 (0.23%) 8 (0.08%) 72 (0.16%) 20(0.13%) 392 (0.11%) 7 (0.13%)
Kidney stones™* 9 (0.66%) 27 (035%) 137 (0.37%) 58 (0.46%) 1071 (0.37%) 17 (0.38%)
Cataracts™* 61 (4.91%) 306 (4.32%) 1510 (4.46%) 537 (4.48%) 12867 (4.94%) 204 (4.95%)
Pills for hypertension 48 (4.27%) 281 (4.38%) 1392 (6.09%) 553 (4.84%) 11146 (4.29%) 170 (4.50%)

L

Inpatient DVT only.

“Gallbladder disease” includes self-reports of both hospitalized and nen-hospitalized events.
Data not collected for WHI Extension Study.

These outcomes have not been self-reported on all versions of Form 33 during WHI follow-up.

amounts of follow-up.

The annualized percentages are cormrected for the different
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Table 4.1
Calcium and Vitamin D Component Age — and Race/Ethnicity

Data as of August 18, 2006

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% 45%
70-79 6,341 58% 17% 25%

Race/Ethnicity 36,282
American Indian 149 i ; <1%
Asian 721 : 2%
Black 3,315 9%
Hispanic 1,502 L . 4%
White 30,155 : 83%

Unknown 440 1%
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Table 4.2

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

Data as of August 18, 2006; Extension Participants Only

CaD Participants
(N =29,841)
N o
Vital Status/Participation

Deceased 246 0.8
Alive: Current Paruclpatwn 27670 92.7
Alive: Recent Participation® 1855 6.2
Alive: Past/Unknown Participation® 2 <0.1
Stopped Follow—Ug)" 67 0.2
Lost to Follow-Up 1 <0.1

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® |1 32652 50.0
Alive: Recent Participation’ 1099 30
Alive: Past/Unknown Participation® 27 0.1
Stopped Follow—U? 684 1.9
Lost to Follow-Up 269 0.7

Participants who have filled in a Form 33 within the last 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 § months.
Participants with codes 5 (no follow-up) or 8 (absolutely no follow-up) on Form 7 or ¢,

Participants not in any of the above categories.

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

Participants who last filled in 2 Form 33 between 9 and 18 months ago.

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

L R R Y L
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Table 4.3
Verified Outcomes (Annualized Percentages) by Age for Calcium and Vitamin D
Data as of August 18, 2006
Age

Qutcome Total 50-54 55-59 60-69 70-79
Number of participants 36282 5153 8269 16519 6341
Mean follow-ep (months) 85.5 101.6 98.5 94.0 90.5
Fractures
Hip fracture 398 (0.14%) 7 (0.02%) 36 (0.05%) 136 (0.11%) 219 (0.46%)
Cancer
Colorectal cancer 350 (0.12%) 23 (0.05%) 50 (0.07%) 171 (0.13%) 106 (0.22%)
Breast cancer 1464 (0.51%) 179 (0.41%) 346 (0.51%) 680 (0.53%) 259 (0.54%)

Invasive breast cancer 1163 (0.40%) 130 (0.30%) 278 (0.41%) 546 (0.42%) 209 (0.44%)

Non-invasive breast cancer 312 (0.11%) 49 (0.11%) 70 (0.10%) 138 (0.11%) 55 (0.11%)
Ovarian cancer 127 (0.04%) 15 (0.03%) 35 (0.05%) 52 (0.04%) 25 (0.05%)
Endometrial cancer’ 187 (0.06%) 22 (0.05%) 46 (0.07%) 85 (0.07%) 34 (0.07%)
Other cancer’ 1425 (0.49%) 119 (0.27%) 237 (0.35%) 710 (0.55%) 359 (0.75%)
Total cancer 3411 (1.18%) 348 (0.80%) 691 (1.02%) 1622 (1.25%) 750 (1.57%)
Cardiovascular
CHD? 1039 (0.36%) 57 (0.13%) 126 (0.19%) 494 (0.38%) 362 (0.76%)

CHD death® 283 (0.10%) 13 (0.03%) 23 (0.03%) 118 (0.09%) 129 (0.27%)

Total MI® 842 (0.29%) 46 (0.11%) 107 (0.16%) 415 (0.32%) 274 (0.57%)

Clinical MI 791 (0.27%) 42 (0.10%) 102 (0.15%) 391 (0.30%) 256 (0.54%)

CABG/PTCA 1354 (0.47%) 69 (0.16%) 187 (0.28%) 708 (0.55%) 390 (0.82%)
Carotid artery disease 221 (0.08%) 10 (0.02%) 21 (0.03%) 124 (0.10%) 66 (0.14%)
Stroke 753 (0.26%) 34 (0.08%) 81 {0.12%) 333 (0.26%) 305 (0.64%)
PVD 203 (0.07%) 7 (0.02%) 25 (0.04%) 100 (0.08%) 71 (0.15%)
Coronary disease® 2864 (0.99%) 163 (0.37%) 388 (0.57%) 1410 (1.09%) 903 (1.89%)
Total cardiovascular disease 3745 (1.30%) 204 (0.47%) 493 (0.73%) 1833 (1.42%) 1215 (2.54%)
Deaths '
Cardiovascular deaths 508 (0.18%) 23 {(0.05%) 38 (0.06%) 210 (0.16%) 237 (0.50%)
Cancer deaths 772 (0.27%) 56 (0.13%) 106 (0.16%) 383 (0.30%) 227 (0.47%)
Other known cause 324 (0.11%) 16 (0.04%) 41 (0.06%) 139 (0.11%) 128 (0.27%)
Unknown cause 48 (0.02%) 3 (0.01%) 6 (0.01%) 26 (0.02%) 13 (0.03%)
Not yet adjudicated 225 (0.08%) 10 (0.02%) 29 (0.04%) 95 (0.07%) 91 (0.19%)
Total death 1877 (0.65%) 108 (0.25%) 220 (0.32%) 853 (0.66%) 696 (1.46%)
' Only women without a baseline hysterectomy are used to compute the annual rates of endometnial cancer.
? Only one report of "other cancer” is counted per woman: however, the first of each type is adjudicated. Excludes non-melanoma skin cancer.
! “CHD" includes clinical M, evolving Q-wave M1, and CHD death; Q-wave MI is not collected in the WHI Extension Study.
* “CHD death” includes definite and possible CHD death.
: “Total MI” includes clinical MI and evolving Q-wave MI; Q-wave Ml is not collected in the WHI Extension Study,

“Coronary disease™ includes clinical M, evolving Q-wave MI, possible evolving Q-wave ML CHD death, angina, congestive heart failure, and CABG/PTCA; -

wave MI, angina, and congestive heart failure are not collected in the WHI Extension Study.
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Table 4.3 (continued)
Verified Outcomes (Annualized Percentages) by Race/Ethnicity for Calcium and Vitamin D
Data as of August 18, 2006
Race/Ethnicity
American .
Indian/Alaskan Astan/Pacific Black/African  Hispanic/

Outcome Native Islander American Latino White Unknown
Number of participants 149 721 3315 1502 30155 440
Mean follow-up (months) 93.6 90.9 927 913 96.2 90.6
Fractures .
Hip fracture 2 (0.17%) 5 (0.09%) 7 (0.03%) 3 (0.03%) 380 (0.16%) 1 (0.03%)
Cancer )
Colorectal cancer 3(026%) 5 (0.09%) 32 (0.13%) 10 (0.09%) 297 (0.12%) 3 (0.09%)
Breast cancer 4 (0.34%) 31 (0.57%) 105 (0.41%) 40 (0.35%) 1270 (0.53%) 14 (0.42%)

Invasive breast cancer 3 (0.26%) 21 (0.38%) 80 (0.31%) 31 (0.27%) 1015 (042%) 13 (0.39%)

Non-invasive breast cancer 1 (0.09%) 10 (0.18%) 26 (0.10%) 9 (0.08%) 265 (0.11%) 1 (0.03%)
Ovarian cancer 0 (0.00%) 5 (0.09%) 7 (0.03%) 5 (0.04%) 108 (0.04%) 2 (0.06%)
Endometrial cancer’ 1 (0.09%) 2 (0.04%) & (0.03%) 4 (0.03%) 169 (0.07%) 3 (0.09%)
Other cancer’ 5 (0.43%) 24 (0.44%) 93 (0.36%) 30 (0.26%) 1260 (0.52%) 13 (0.39%)
Total cancer 12 (1.03%) 64 (1.17%) 235 (0.92%) 82 (0.72%) 2984 (1.23%) 34 (1.02%)
Cardiovascular
CHD? 5(043%) 8 (0.15%) 93 (0.38%) 23 (0.20%) 888 (0.37%) 17 (0.51%)

CHD death* 1 (0.09%) 2 (0.04%) 41 (0.16%) 7 (0.06%) 225 (0.09%) 7 {0.21%)

Total MI° 5 (043%) 7 {0.13%) 67 (0.26%) 19 (0.17%) 730 (0.30%) 14 (0.42%) |

Clinical MI 5 (0.43%) 7 (0.13%) 64 (0.25%) 18 (0.16%) 684 (0.28%) 13 (0.39%)

CABG/PTCA 4 (0.34%) 12 (0.22%) . 119 (0.46%) 41 (0.36%) 1161 (048%) 17 (051%) |
Carotid artery disease 1 (0.09%) 1 (0.02%) 11 (0.04%) 3 (0.03%) 203 (0.08%) 2 (0.06%)
Stroke 5(0.43%) 18 (0.33%) 85 (0.33%) 19 (0.17%) 614 (0.25%) 12 (0.36%)
FVD 2 (0.17%) 2 (0.04%) 26 (0.10%) 1 001%) 171 (0.07%) 1 (0.03%)
Coronary disease® 9 (0.77%) 28 (0.51%) 312 (1.22%) 88 (0.77%) 2392 (0.9%%) 35 (1.05%)
Total cardiovascular discase 14 (1.20%) 45 (0.82%) 404 (1.58%) 110 (0.96%) 3125 (1.29%) 47 (1.41%)
Deaths
Cardiovascular deaths 1 (0.08%) 10 (0.18%) 72 (0.28%) 14 (0.12%) 403 (0.17%) g8 (0.24%)
Cancer deaths 2 (0.17%) 16 (0.20%) 57 (0.22%) 20 (0.18%) 665 (0.28%) 12 (0.36%)
Other known cause 6 (0.52%) 4 (0.07%) 29 (0.11%) 7 (0.06%) 273 (0.11%) 5 (0.15%)
Unknown cause 0 (0.00%) 1 (0.02%) 11 {0.04%) 0 (0.00%) 35 (0.01%) 1 (0.03%)
Not yet adjudicated 1 (0.05%) 2 (0.04%) 12 (0.05%) 5 (0.04%) 200 {0.08%) 5 (0.15%)
Total death 10 (0.86%) 33 (0.60%) 181 (0.71%) 46 (0.40%) 1576 (0.65%) 31 (0.93%)
! Only women without 2 baseline hysterectomy are used to compute the annual rates of endormetrial cancer.
% Only one report of "other cancer" is counted per woman; however, the first of each type is adjudicated, Excludes non-melanoma skin cancer,
3 “CHD" includes clinical ML evolving Q-wave M1, and CHD death; Q-wave MI is not collected in the WHI Extension Study.
* “CHD death” includes definite and possible CHD death.
: “Total MI" includes clinical MI and evolving Q-wave MI; Q-wave MIis not collected in the WHI Extension Study.

wave M1, angina, and congestive heart failure are not collected in the WHI Exlens‘ion Study.

“Coronary disease” includes clinical MI, evolving Q-wave MI, possible evolving Q-wave MI, CHD death, angina, congestive heart failure, and CABG/PTCA; Q-
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Table 4.4

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

Data as of August 18, 2006

Age

Qutcome Total 50-54 55.59 60-69 70-79
Number randomized 36282 5153 8269 16519 6341

Mean follow-up (months) 955 101.6 98.5 94.0 90.5
Hospitalizations

Ever 18122 (6.28%) 1884 (4.32%) 3453 (5.09%) 8695 (6.72%) 4090 (8.55%)
Two or more 9753 (3.38%) 794 (1.82%) 1704 (2.51%) 4752 (3.67%) 2503 (5.23%)
Other

DVT 420 (0.15%) 24 (0.06%) 77 (0.12%) 184 (0.15%) 135 (0.29%)
Pulmonary embolism 280 (0.10%) 22 (0.05%) 51 (0.08%) 144 (0.11%) 63 (0.13%)
Diabetes (treated) 3081 (1.11%) 460 (1.08%) 679 (1.04%) 1434 (1.16%) 508 (1.12%)
Gallbladder disease™? 2485 (1.07%) 367 (0.99%) 602 (1.08%) 1157 (1.13%) 359 (0.96%)
Hysterectomy 1067 (0.63%) 144 (0.57%) 264 (0.63%) 501 (0.67%) 158 (0.59%)
Glaucoma® 3730 (1.40%) 401 (0.97%) 770 (1.22%) 1773 (1.50%) 786 (1.84%)
Osteoporosis’ 136 (2.72%) 736 (1.79%) 1362 (2.17%) 3451 (2.95%) 1587 (3.81%)
Osteoarthritis* 7277 (4.03%) 1110 (3.39%) 1712 (3.66%) 3307 (4.30%) 1148 (4.69%)
Rheumatoid arthritis® "1879 (0.71%) 267 (0.66%) 435 (0.69%) 834 (0.71%) 343 (0.79%)
Intestinal polyps 5918 (2.20%) 782 (1.85%) 1330 (2.05%) 2851 (2.38%) 955 (2.24%)
Lupus 352 (0.12%) 57 (0.13%) 82 (0.12%) 149 (0.12%) 64 (0.13%)
Kidney stones™* 819 (0.34%) 111 (0.32%) 180 (0.32%) 383 (0.35%) 145 (0.36%)
Cataracts™ * 11122 (5.28%) 818 (2.38%) 2096 (3.91%) 5937 (6.24%) 2271 (8.25%)
Pills for hypertension 10260 (4.97%) 1384 (3.88%) 2315 (4.42%) 4734 (5.32%) 1827 (6.20%)

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) 93.6 20.9 92.7 91.3 96.2 90.6
Hospitalizations

Ever 71 (6.11%) 264 (4.84%) 1652 (6.45%) 601 (5.26%) 15324 (6.34%) 210 (6.32%)
Two or more 50 (4.30%) 118 (2.16%) 921 (3.60%) 282 (2.47%) 8263 (342%) 119 (3.58%)
Other

DVT! 4  (0.35%) 1 {0.02%) 40 (0.16%) 9 (0.08%) 362 (0.15%) 4 (0.12%)
Pulmonary embolism 3 (0.26%) 0 (0.00%) 27 (0.11%) 4 (0.04%) 242 (0.10%) 4 (0.12%)
Diabetes (treated) 13 (1.20%) 77 (1.50%) 454 (1.98%) 203 (1.89%) 2285 (0.98%) 49 (1.58%)
Gallbladder disease® 10 (1.17%) 39 (0.82%) 169 (0.76%) 121 (1.43%) 2118 (1.10%) 28 (1.04%)
Hysterectomy 2 (041%) 17 (0.48%) 54 (0.49%) 38 (0.60%) 949 (0.65%) 7 (0.37%)
Glaucoma® 20 (1.88%) 59 (1.18%) 472 (2.05%) 177 (1.66%) 2969 {1.33%) 33 (1.09%)
Osteoporosis:” 30 (2.81%) 156 (3.10%) 409 (1.73%) 299 (2.90%) 6160 (2.81%) 82 (2.76%)
Osteoarthritis* 42 (5.70%) 144 (3.61%) 652 (4.19%) 352 (4.50%) 5987 (3.98%) 100 (4.58%)
Rheumatoid arthritis 17 (1.71%) 29 (0.58%) 304 (1.34%) 152 (1.45%) 1349 (0.61%) 28 (0.94%)
Intestinal polyps 34 (3.18%) 94 (1.87%) 577 (241%) 193 (1.76%) 4953 (2.20%) 67 (2.19%)
Lupus 4 (035%) 3 (0.06%) 41 (0.16%) 16 (0.14%) 286 (0.12%) 2 (0.06%)
Kidney stones™* 7 (0.74%) 18 (0.39%) 73 (0.35%) 46 (0.49%) 667 (0.33%) 8 (0.29%)
Cataracts™ * 51  (5.84%) 178 (4.42%) 909 (4.79%) 440 (4.95%) 9409 (5.36%) 135 (5.42%)
Pills for hypertension 137 (5.06%) 178 (4.73%) 928 (6.98%) 471 (5.35%) 8538 (4.80%) 108 (5.13%)

Inpatient DVT only.

“Gallbladder disease” includes self-reports of both hospitalized and non-hospitalized events.
Data not collected for WHI Extension Study.

These outcomes have not been self-reported on all versions of Form 33 during WHI follow-up. 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

Data as of August 18, 2006

Total
Enrolled Distribution

Age 93,676
50-54 12,381 13%
55-39 : 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%
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Table 5.2
Lost-to-Follow-up and Vital Status: OS Participants

PData as of August 18, 2006; Extension Participants Only

OS Participants
(N =63,134)
N %
Vital Status/Participation
Deceased 470 0.7
Alive: Current Participation’ 61332 97.1
Alive: Recent Participation” 1054 1.7
Alive: Past/Unknown Participation® 164 0.3
Stopped Foltow-Up* 112 0.2
Lost to Follow-Up ' 2 <0.1

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

; OS Participants
| (N =93,676)
N Yo

| Vital Status/Participation
Deceased 6260 6.7
Alive: Current Participation “| 78092 834
Alive: Recent Participation® 4818 5.1
Alive: Past/Unknown Participation® 51 0.1
Stopped Follow-Up* 2347 25
Lost to Follow-Up 2105 2.2

Participants who have filled in a Form 33 within the last 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 Jast 6 months.
Participants with codes 5 (no follow-up) or 8 (abselutely no follow-up) on Form 7 or 9.

Participants not in any of the above categories.

L .
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Table 5.3
Verified Outcomes (Annualized Percentages) by Age for OS Participants
Data as of August 18, 20006
Age
Cutcome Total 50-54 55-59 60-69 70-79
Number enrolled 93676 12381 17329 41200 22766
Mean follow-up (months) 101.5 107.0 105.6 101.1 96.3
Cardiovascular
CHD' 2575 (0.32%) 89 (0.08%) 201 (0.13%) 1026 (0.30%) 1259 (0.69%)
CHD death® 849 (0.11%) 21 (0.02%) 42 (0.03%) 277 {0.08%) 509 (0.28%)
Clinical MI 1979 (0.25%) 74 (0.07%) 171 (0.11%) 829 (0.24%) 905 (0.50%)
Angina 2836 (0.36%) 124 (0.11%) 318 (0.21%) 1320 (0.38%) 1074 (0.59%)
CABG/PTCA 3268 (0.41%) 123 (0.11%) 333 (0.22%) 1570 (0.45%) 1242 (0.68%)

Carotid artery disease
Congestive heart failure
Stroke

PVD

Coronary disease
Total cardiovascular disease

3

Cancer

592 (0.07%)
2304 (0.29%)
2043 (0.26%)

551 (0.07%)
6939 (0.88%)
9449 (1.19%)

29 (0.03%)
81 (0.07%)
52 (0.05%)
17 (0.02%)

278 (0.25%)

359 (0.33%)

49 (0.03%)
174 (0.11%)

- 163 (0.11%)

50 (0.03%)

660 (0.43%)

873 (0.57%)

251 (0.07%)
886 (0.26%)
796 (0.23%)
233 (0.07%)

2994 (0.86%)

4001 (1.15%)

263 (0.14%)
1163 (0.64%)
1032 (0.57%)

251 (0.14%)
3007 (1.65%)
4216 (2.31%)

Breast cancer
Invasive breast cancer
Non-invasive breast cancer
Ovarian cancer
Endometrial cancer?
Colorectal cancer
Other cancer®
Total cancer

Fractures

4241 (0.54%)
3530 (0.45%)
734 (0.09%)
374 (0.05%)
573 (0.07%)
922 (0.12%)
4149 (0.52%)
9765 (1.23%)

467 (0.42%)
379 (0.34%)
94 (0.09%)
38 (0.03%)
47 (0.04%)
51 (0.05%)
286 (0.26%)
858 (0.78%)

730 (0.48%)
597 (0.39%)
136 (0.09%)
64 (0.04%)
91 (0.06%)
98 (0.06%)
543 (0.36%)
1460 (0.96%)

1959 (0.56%)
1624 (0.47%)
344 (0.10%)
169 (0.05%)
264 (0.08%)
413 (0.12%)
1901 (0.55%?)

4475 (1.29%)

1085 (0.59%)
930 (0.51%)
160 (0.09%)
103 (0.06%)
171 (0.09%)
360 (0.20%)

1419 (0.78%)

2972 (1.63%)

Hip fracture

Deaths

1198 (0.15%)

31 (0.03%)

75 (0.05%)

392 (0.11%)

700 (0.38%)

Cardiovascular deaths
Cancer deaths

Other known cause
Unknown cause

Not yet adjudicated
Total death

1842 (0.23%)
2707 (0.34%)
1398 (0.18%)
238 (0.03%)
648 (0.08%)
6833 (0.86%)

46 (0.04%)
150 (0.14%)
61 (0.06%)
12 (0.01%)
29 (0.03%)
298 (0.27%)

105 (0.07%)
315 (0.21%)
119 (0.08%)
19 (0.01%)
54 (0.04%)
612 (0.40%)

594 (0.17%)
1178 (0.34%)
506 (0.15%)
90 (0.03%)
251 (0.07%)
2619 (0.75%)

1097 (0.60%)
1064 (0.58%)
712 (0.39%)
117 (0.06%)
314 (0.17%)
3304 (1.81%)

' “CHD" includes clinical Ml and CHL death.

* “CHD death” includes definite and possible CHD death,

w

WHI Extension Study.

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

5

Only one report of “other cancer " is counted per woman; however, the first of each type is adjudicated. Excludes non-melanoma skin cancer.

“Coronary disease” includes clinical M1, CHD death, angina, congestive heart failure, and CABG/PTCA; angina and congestive heart failure are not collected in the
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Table 5.3 (continued)
Verified Outcomes (Annualized Percentages) by Race/Ethnicity for OS Participants
Data as of August 18, 2006
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) 935 96.1 936 90.3 103.1 97.6
Cardiovascular
CHD' 16 (0.49%) 43 {0.20%) 238 (0.40%) 46 (0.17%) 2194 (0.33%) 38 (0.35%)
CHD death® 9 (0.27%) 16 (0.07%) 117 (0.20%) 14 (0.05%) 677 (0.10%) 16 (0.15%)
Clinical MI 9(0.27%) 32 (0.15%) 148 (0.25%) 37 (0.14%) 1726 (0.26%) 27 (0.25%)
Angina 18 (0.55%) 40 (0.19%) 250 (0.42%) 80 (0.29%) 2414 {0.36%) 34 (0.32%)
CABG/PTCA 17 (0.52%) 47 (0.22%) 208 (0.35%) 81 (0.30%) 2869 (0.43%) 46 (0.43%)
Carotid artery disease 3 (0.09%) 6 (0.03%) 25 (0.04%) 11 (0.04%) 536 (0.08%) 11 (0.10%)
Congestive heart failure 16 (0.49%) 22 (0.10%) 235 (0.39%) 42 (0.15%) 1955 (0.29%) 34 (0.32%)
Stroke 12 (0.37%) 50 (0.23%) 202 (0.34%) 45 (0.17%) 1702 (0.25%) 32 (0.30%)
PVD 3 (0.09%) 4 (0.02%) 59 (0.10%) 6 (0.02%) 467 (0.07%) 12 (0.11%)
Coronary disease’ 44 (1.34%) 100 (0.47%) 632 (1.06%) 163 (0.60%) 5909 (0.88%) 91 (0.84%)
Total cardiovascular disease 53 (1.62%) 159 (0.74%) 873 (1.47%) 216 (0.80%) 8011 (1.19%) 137 (1.27%)
Cancer
Breast cancer 12 (0.37%) 92 (0.43%) 281 (047%) 102 (0.38%) 3711 (0.55%) 43 (0.40%)
Invasive breast cancer 11(0.34%) 77 (0.36%) 227 (0.38%) 85 (0.31%) 3093 (0.46%) 37 (0.34%)
Non-invasive breast cancer 1 (0.03%) 16 (0.07%) 56 (0.09%) 18 (0.07%) 636 (0.09%) 7 (0.06%)
QOvarian cancer 1 (0.03%) 5 (0.02%) 19 (0.03%) 12 (0.04%) 335 (0.05%) 2 (0.02%)
Endometrial cancer’ 0 (0.00%) 9 (0.04%) 19 (0.03%) 9 (0.03%) 526 (0.08%) 10 (0.09%)
Colorectal cancer 3 (0.09%) 16 (0.07%) 99 (0.17%) 21 (0.08%) 772 (0.12%) 11 {0.10%)
Other cancer’ 15 (0.46%) 77 (0.36%) 269 (0.45%) 81 (0.30%) 3649 (0.54%) 58 (0.54%)
Total cancer 31 (0.94%) 189 (0.88%) 654 (1.10%) 219 (0.81%) 8557 (1.28%) 115 (1.07%)
Fractures
Hip fracture 5(0.15%) 12 (0.06%) 26 (0.04%) 12 ¢0.04%) 1125 (0.17%) 18 (0.17%)
Deaths
Cardiovascular deaths 14 (0.43%) 42 (0.20%) 224 (0.38%) 39 (0.14%) 1492 (0.22%) 31 (0.29%)
Cancer deaths 12 (0.37%) 55 (0.26%) 223 (0.37%) 66 (0.24%) 2317 (0.35%) 34 (0.32%)
Other known cause 21 (0.64%) 28 (0.13%) 128 (0.21%) 58 (0.21%) 1147 (0.17%) 16 (0.15%)
Unknown cause 1(0.03%) 5 (0.02%) 45 (0.08%) 9 (0.03%) 175 (0.03%) 3 (0.03%)
Not yet adjudicated 5 (0.15%) 5 (0.02%) 46 (0.08%) 15 (0.06%) 569 (0.08%) 8 (0.07%)
Total death 53 (1.62%) 135 (0.63%) . 666 (1.12%) 187 (0.69%) 5700 (0.85%) 92 (0.85%)

“CHD" includes clinical MI and CHD death.
“CHD death™ includes definite and possible CHD death.

* “Coronary disease” includes clinical MI, CHD death, angina, congestive heart failure, and CABG/PTCA; angina and congestive heart failure ate not collected in the

. ‘WHI Extension Study.

Only women without a baseline hystereciomy are used to compute the annual rates of endometrial caneer.

* Only one report of “other cancer” is counted per woman; however, the first of each type is adjudicated. Excludes non-melanoma skin,
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Table 5.4

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 August 1§, 2006

Age
Outcome Total 50-54 55.59 60-69 70-79
Number randomized 93676 12381 17329 41200 22766
Mean follow-up (months) 101.5 107.0 105.6 101.1 96.3
Hospitalizations )
Ever 47067 (5.94%) 4351 (3.94%) 7001 (4.59%) 21304 (6.14%) 14411 (7.89%)
Two or more 25316 (3.19%) 1894 (1.71%) 3209 (2.10%) 11416 (3.29%) 8797 (4.82%)
Other
DVT' 849 (0.11%) 56 (0.05%) 104 (0.07%) 386 (0.12%) 303 (0.17%)
Pulmonary embolism 554 (0.07%) 49 (0.04%) 74 (0.05%) 247 (0.07%) 184 (0.10%)
Diabetes (treated) 5768 (0.76%) 724 (0.67%) 1073 (0.73%) 2635 {(0.79%) 1336 (0.76%)
Gallbladder disease® 5690 (0.95%) 835 (0.96%) 1153 (0.99%) 2549 (0.99%) 1153  (0.85%)
Hysterectomy 3685 (047%) 504 (0.46%) 692 (0.45%) 1705 (0.49%) 784 (0.43%)
Glaucoma® 8516 (1.26%) 852 (0.88%) 1379 (1.05%) 3910 (1.32%) 2375 (1.56%)
Osteoporosis® 20767 (3.20%) 2110 (2.22%) 3384 (2.63%) 9540 (3.39%) 5733 (4.01%)
Osteoarthritis® 17424 (3.78%) 2303 (2.89%) 3300 (3.30%) 7816 (4.03%) 4005 (4.56%)
Rheumatoid arthritis® 4607 (0.69%) 638 (0.67%) 885 (0.68%) 1898 (0.65%) 1186 (0.76%)
Intestinal polyps 14625 (2.04%) 1758 (1.67%) 2893 (2.03%) 6813 (2.19%) 3161 (2.01%)
Lupus 1001 {(0.13%) 143 (0.13%) 200 (0.13%) 440 (0.13%) 218 (0.12%)
Kidney stones™ 2327 (0.39%) 292 (0.36%) 436 (0.39%) 996 (0.38%) 603 (0.43%)
Cataracts®? 27206 (5.32%) 1735 (2.13%) 4109 (3.71%) 14089 (6.17%) 7273 (8.06%)
Pills for hypertension 23600 (4.16%) 2774 (3.02%) 4214 (3.54%) 10493  (4.34%) 6119 (5.33%)
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) 93.5 96.1 93.6 90.3 103.1 97.6
Hospitalizations
Ever 227 (6.92%) 863 (4.04%) 3629 (6.09%) 1344 (4.95%) 40382 (6.02%) 622 (5.77%)
Two or more 129 (393%) 356 (1.67%) 1923 (3.23%) 599 (2.21%) 21978 (3.28%) 331 (3.07%)
Other
DvT! 4 (0.13%) 5 (0.02%) 79 (0.14%) 11 (0.04%) 739 (0.11%) 11 (0.11%)
Pulmonary embolism 2 (0.06%) 4 (0.02%) 39 (0.07%) 5 (0.02%) 500 (0.08%) 4 (0.04%)
Diabetes (treated) 51 (1.81%) 200 (0.98%) 838 (1.59%) 351 (1.39%) 4229 (0.65%) 99 (0.96%)
Gallbladder disease™ 31 (1.31%) 81 (0.45%) 377 (0.78%) 232 (1.19%) 4892 (0.98%) 77 (0.95%)
Hysterectomy 17 (0.52%) 69 (0.32%) 227 (0.38%) 165 ((.61%) 3148 (0.47%) 59 (0.55%)
Glaucoma® 45 (1.63%) 233 (1.35%) 997 (1.98%) 312 (1.32%) 6787 (1.19%) 122 (1.31%)
Os.teoporosis3 92 (3.35%) 630 (3.50%) 1078 (2.07%) 739 (321%) 17902 (3.29%) 326 (3.66%)
Osteoarthritis* 63 (3.45%) 538 (3.57%) 1360 (394%) 771 (4.32%) 14429 (3.74%) 263 (4.01%)
Rheumatoid arthritis® 38 (1.38%) 98 (0.52%) 664 (1.33%) 385 (1.66%) 3333 (0.59%) 89 (0.98%)
Intestinal polyps 51 (1.70%) 356 (1.86%) 1149 (2.11%) 441 (1.74%) 12444 (2.06%) 184 (1.90%)
Lupus 8 (0.25%) . 18 (0.08%) 104 (0.18%) 50 (0.19%) 806 (0.12%) 15 (0.14%)
Kidney stones™* 18 (0.72%) 41 (0.24%) 266 (0.56%) 125 (0.58%) 1832 (0.36%) 45 (0.54%)
Cataracts> 105 (4.88%) 685 (4.89%) 1951 (4.78%) 905 (4.56%) 23165 (5.42%) 395 (5.65%)
Pills for hypertension 102 (4.85%) 617 (4.10%) 1740 (5.95%) 939 (4.61%) 19842 (4.02%) 360 (4,77%)

Inpatient DVT only.

1
2
3
4

“Gallbladder disease” includes self-reports of both hospitalized and non-hospitalized events.
Data not collected for WHI extension study,
These outcomes have not been self-reported on all versions of Form 33. The annualized percentages are corrected for the different amounts of follow-up.
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Table 5.5

First Reported Verified Outcomes Before and After AV-3' for 0s Participants

Data as of August 18, 2006

Number of Events
Outcome Before AV-3 | After AV-3
Cardiovascular
CHD* 759 1816
CHD death? 177 672
Clinical MI 639 1340
Angina 1270 1566
CABG/PTCA 1165 2103
Carotid artery disease 225 367
Congestive heart failure 719 1585
Stroke 596 1447
PVD 196 355
| Coronary discase® 2584 4355
| Total cardiovascular disease 3465 5984
Cancer
Breast cancer 1604 2637
Invasive breast cancer 1335 2195
Non-invastve breast cancer 275 459
Ovarian cancer 136 238
Endometrial cancer 214 359
Colorectal cancer 333 589
Other cancer’ 1433 2716
Total cancer 3643 6122
Fractures
Hip fracture 295 903
Deaths
Cardiovascular deaths 367 1475
Cancer deaths 616 2091
Deaths: other known cause 223 1175
Deaths: unknown cause 58 180
Deaths: not yet adjudicated 1 647
Total death 1265 5568

All participants have been enrelled for at least 3 years.
I “CHD” includes clinical MI and CHD death.
* “CHD death” includes definite and possible CHD death.

WHI Extension Study.

“Coronary disease” includes clinical MI, CHD death, angina, congestive heart failure, and CABG/PTCA; angina and con

Only one report of "other cancer” is counted per woman; however, the first of each type is adjudicated. Excludes non-melanoma skin cancer.

AV-3 date is the blood draw date for participants with an AV-3 blood draw and the OS enrollment date plus 3 years for participants without an AV-3 blood draw,

gestive heart failure are not collected in the
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Table 5.6

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

Data as of August 18, 2006

wohE W om

Number of Events
QOutcome Before AV-3 | After AV-3
Ever hospitalized 19160 27907
DVT 227 622
Pulmonary embaolism 130 424
Diabctes (treated) 1740 4028
Gallbladder discase™ * 2137 3553
Hysterectomy 1358 2327
Glaucoma® 2755 5761
Osteoporosis® 8703 12064
Osteoarthritis’ 6339 11085
Rheumatoid arthritis* 1723 2884
Intestinal polyps 4397 10228
Lupus 348 653
Kidney stones™* 646 1681
'Cataracts™ 9145 18061
Pills for hypertension 8141 15459

AV-3 date is the blood draw date for participants with an AV-3 blood draw and the OS enrollment date plus 3 years for participants without an AV-3 bleod draw,
All participants have been enrojled for at least 3 years.

Inpaticnt DVT only.

“Gallbladder disease” includes self-reports of both hospitalized and non-hospitalized events.
Not collected on Formn 33 after March 31, 2005,
These outcomes have not been self-reported on all versions of Form 33. The annualized percentages are corrected for the different amounts of follow-up.
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Table 6.1 :
Verified Outcomes (Annualized Percentages) by Age for CT Participants
Data as of: August 18, 2006
Age

Outcome Total 50-54 55-59 60-69 70-79
Number randomized 68132 9188 14661 31389 12894
Mean follow-up (months) 106.3 113.3 105.7 1049 100.8
Cardiovascular
CHD' 2281 (0.38%) 121 (0.14%) 259 (0.19%) 1047 (0.38%) 854 (0.79%)

CHD death® 656 (0.11%) 30 (0.03%) 48 (0.04%) 282 (0.10%) 296 (0.27%)

Total M’ 1827 (0.30%) 95 (0.11%) 222 (0.17%) 843 (031%) 667 (0.62%)

Clinical MI 1747 (0.29%) 89 (0.10%) 214 (0.16%) 805 (0.29%) 639 (0.59%)

Angina® 2413 (0.40%) 129 (0.15%) 331 (0.25%) 1213 (0.44%) 740 (0.68%)
CABG/PTCA _ 2859 (0.47%) 136 (0.16%) 373 (0.28%) 1461 (0.53%) 889 (0.82%)
Carotid artery discase 467 (0.08%) 14 (0.02%) 54 (0.04%) 243 (0.09%) 156 (0.14%)
Congestive heart failure* 1750 (0.29%) 81 (0.09%) 172 (0.13%) 746 (0.27%) 751  (0.69%)
Stroke 1606 (0.27%) 58 (0.07%) 160 (0.12%) 730 (0.27%) 658 (0.61%)
PVD 425 (0.07%) 21 (0.02%) 52 (0.04%) 210 (0.08%) 142 (0.13%)
Coronary discase’ 6076 (1.01%) 334 (0.39%) 764 (0.57%) 2917 (1.06%) 2061 (1.90%)
Total cardiovascular disease 7898 (1.31%) 403 (0.46%) 971 (0.72%) 3792 (1.38%) 2732 (2.52%)
Cancer
Breast cancer 2964 (0.49%) 340 (0.39%) © 639 (0.48%) 1399 (0.51%) 586 (0.54%)

Invasive breast cancer 2380 (0.39%) 250 (0.29%) 521 (0.39%) 1127 (0.41%) 482  (0.44%)

Non-invasive breast cancer 610 (0.10%) 93 (0.11%) -124 (0.09%) 284 (0.10%) 109 (0.10%)
Ovary cancer 243 (0.04%) 23 (0.03%) 51 (0.04%) 116 (0.04%) 53 (0.05%)
Endometrial cancer® 376 (0.06%) 36 (0.04%) 88 (0.07%) 186 (0.07%) 66 (0.06%)
Colorectal cancer 734 (0.12%) 41 (0.05%) 106 (0.08%) 365 (0.13%) 222 (0.20%)
Other cancer’ 2996 (0.50%) 228 (0.26%) 486 (0.36%) 1477 (0.54%) 805 (0.74%)
Total cancer 6992 (1.16%) 644 (0.74%) 1317 (0.98%) 3375 (1.23%) 1656 (1.53%)
Fractures .
Hip fracture 834 (0.14%) 16 (0.02%) 53 (0.04%) 301 (0.11%) 464  (0.43%)
Deaths
Cardiovascular deaths 1167 (0.19%) 48 (0.06%) 80 (0.06%) 471 (0.17%) 568 (0.52%)
Cancer deaths 1689 ((0.28%) 96 (0.11%) 227 (0.17%) 825 (0.30%) 541 (0.50%)
Other known cause 773 (0.13%) 40 (0.05%) 82 (0.06%) 314 (0.11%) 337 (0.31%)
Unknown cause 109 (0.02%) 5(0.01%) 9 (0.01%) 54 (0.02%) 41  (0.04%)
Not yet adjudicated 429 (0.07%) 22 (0.03%) 43 (0.03%) 189 (0.07%) 175 (0.16%)
Total death 4167 (0.69%) 211 (0.24%) 441 (0.33%) 1853 (0.68%) 1662 (1.533%)

B T )

“CHD" includes clinical MI and CHD dsath.

“CHD death” includes definite and possible CHD death.
“Total MI" includes clinical M1 and evolving Q-wave ML
Angina and CHF are not verified outcomes in the WHI Extension Study. Reported statistics represent experience doring the original program.

“Coronary disease” includes clinical MJ, 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.
Only one report of "other cancer” is counted per woman; however, the first of each type is adjudicated. Excludes non-melanoma skin cancer.
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Table 6.1 (continued)
Verijfied Outcomes (Annualized Percentages) by Race/Ethnicity for CT Participants
, Data as of: August 18, 2006
Race/Ethnicity
American
Indian/Alas Asian/Pacific Black/African  Hispanic/ ‘
Outcome kan Native Islander American Latino White Unknown
Number randomized 292 1519 6983 2875 55525 938
Mean follow-up (months) 101.8 102.3 103.3 99.5 107.2 101.3
Cardiovascular
CHD' B(032%) 28(0.22%) 234 (0.39%) 48 (0.20%) 1927 (0.39%) 36 (0.45%)
CHD death? 2 (0.08%) 8 (0.06%) 101 (0.17%) 13 (0.05%) 520 (0.10%) 12 (0.13%)
Total MI® 7(028%) 25(0.19%) 163 (0.27%) 3% (0.16%) 1563 (0.32%) 30 (0.38%)
Clinical MI 7(0.28%) 24 (0.19%) 158 (0.26%) 37 (0.16%) 1493 (0.30%) 28 (0.35%)
Angina’ 12 (0.48%) 30(0.23%) 298 (0.50%) 80 (0.34%) 1963 (0.40%) 30 (0.38%)
CABG/PTCA 12 (048%) 26 (0.20%) 264 (0.44%) 74 (0.31%) 2450 (0.49%) 33 (0.42%)
Carotid artery disease 3(0.12%) 2 {0.02%) 29 (0.05%) 4 (0.02%) 423 (0.09%) 6 (0.08%)
Congestive heart failure’ 5(0.20%) 17 (0.13%) 244 (0.41%) 49 (0.21%) 1411 (0.28%) 24 (0.30%)
Stroke 7 (028%) 31(024%) 212 (0.35%) 43 (0.18%) 1290 (0.26%) 23 (0.29%)
PVD 5 (0.20%) 3 (0.02%) 62 (0.10%) 4 (0.02%) 347 (0.07%) 4 (0.05%)
Coronary disease’ 24 (0.97%) 73 (0.56%) T13(1.19%) 172 (0.72%) 5014 (1.01%) 80 (1.01%)
Total cardiovascular disease 34 (1.37%) 104 (0.80%) 925 (1.54%) 217 (0.91%) 6516 (1.31%) 102 (1.29%)
Cancer
Breast cancer 7(028%) 71(055%) 241 (0.40%) 76 (0.32%) 2539 (0.51%) 30 (0.38%)
Invasive breast cancer 6(0.24%) 53 (041%) 185(0.31%) 61 (0.26%) © 2051 (0.41%) 24 {0.30%)
Non-invasive breast cancer 1(0.04%) 18 (0.14%) 57 (0.09%) 15 (0.06%) 513 (0.10%) 6 (0.08%)
Ovary cancer 1 (0.04%) 7 (0.05%) 15 (0.02%) T(0.03%) 208 (0.04%) 5 (0.06%)
Endometrial cancer® 1 (0.04%) 3(0.02%) 24 (0.04%) 11 (0.05%) 331 (0.07%) 6 (0.08%)
Colorectal cancer 5(0.20%) 13 (0.10%) 73 (0.12%) 25(0.10%) 607 (0.12%) 11 (0.14%)
Other cancer’ 11 (0.44%) 50 (0.39%) 220 (0.37%) 73 (0.31%) 2609 (0.53%) 33 (0.42%)
Total cancer 24 (097%) 139 (1.07%) 3549 (0.91%) 180 (0.75%) 6022 (1.21%) 78 (0.98%)
Fractures
Hip fracture 3 (0.12%) 7 (0.05%) 25 (0.04%) 14 (0.06%) 779 (0.16%) 6 (0.08%)
Deaths
Cardiovascular deaths 5(020%) 19(0.15%) 169 (0.28%) 23 (0.10%) 937 (0.19%) 14 (0.18%)
Cancer deaths 9 (036%) 28 (0.22%) 144 (0.24%) 49 (0.21%) 1436 (0.29%) 23 (0.29%)
Other known cause 9 (0.36%) 9 (0.07%) 77 (0.13%) 17 (0.07%) 650 (0.13%) 11 (0.14%)
Unknown cause 0 (0.00%) 3 (0.02%) 23 (0.04%) 3 {0.01%) 77 (0.02%) 3 (0.04%)
Not yet adjudicated 1 (0.04%) 4 (0.03%) 38 (0.06%) 10 (0.04%) 367 (0.07%) 9 (0.11%)
Total death 24 (0.97%) 63 (049%) 451 (0.75%) 102 (0.43%) 3467 (0.70%) 60 (0.76%)

1
2
3
4
5
6
¥

“CHD includes clinical MI, evolving Q-wave MI, and CHD death.
"CHI} death’” includes definite and possible CHD death.

“Total MI" includes clinical MI and evolving Q-wave ML
Angina and CHF arc not verified outcomes in the WHI Extension Study. Reported statistics represent experience during the original program.
“Coronary disease” includes clinical MI, evolving Q-wave MI, possible evolving Q-wave M), 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” is counted per womnan; however, the first of each type is adjudicated. Excludes non-melanoma skin cancer.
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Table 6.2
Counts (Annualized Percentages) of Participants with Self-Reported Outcomes by Age and Race/Ethnicity
for CT Participants who did not report a prevalent condition at baseline

Data as of: August 18, 2006

' Age
Outcome Total 50-54 55-59 60-69 70-79
Number randomized 68132 9138 14661 31389 12894
Mean follow-up (months) 106.3 113.3 109.7 104.9 100.8
Hospitalizations
Ever 36466 (6.04%)| 3649 (4.21%) 6552 (4.89%) 17467 (6.37%) 8798 (8.12%)
Two or more 20765 (3.44%) | 1686 (1.94%) 3341 (249%) 10054 (3.66%) 5684 (5.25%)
Other
DVT 880 (0.15%) 51 (0.06%) 129 (0.10%) 408 (0.15%) 292 (0.28%)
Pulmonary embolism 577 (0.10%) 40 (0.05%) g5 (0.06%) 285 (0.10%) 167 (0.16%)
Diabetes (treated) 5836 (1.01%) 807 (0.96%) 1238 (0.96%) 2729 (1.05%) 1062 (1.04%)
Gallbladder disease™? 5248 (1.09%) 746 (1.02%) 1195 (1.09%) 2463 (1.14%) 844 (1.00%)
Hysterectomy 2249 (0.64%) 282 (0.57%) 514 (0.62%) 1092 (0.69%) 361 {0.59%)
Glaucoma® 7570 (1.37%) 745 (091%) 1457 (1.16%) 3664 (1.46%) 1704 (L.77%)
Osteoporosis® 14702 (270%) | 1453 (1.79%) 2636 (2.13%) 7143 (291%) 3470 (3.73%)
Osteoarthritis® 14126 (3.79%) | 2032 (3.12%) 3171 (3.44%) 6478 (4.03%) 2445 (4.48%)
Rheumatoid arthritis® 4012 (0.72%) 538 (0.67%) 866 (0.70%) 1823 (0.73%) 785 (0.80%)
Intestinal polyps 11632 (2.08%) | 1434 (1.71%) 2490 (1.95%) 5752 (2.27%) 1956 (2.04%)
Lupus 732 (0.12%) 111 (0.13%) 166 (0.12%) 335 (0.12%) 120 (0.1i%)
Kidney stones™* 1877 (0.39%) 241 (036%) 379 (0.36%) 898 (0.40%) 359 (0.40%)
Cataracts™* 21575 (4.93%) | 1468 (2.14%) 3732 (3.52%) 11651 (5.79%) 4724 (7.65%)
Pills for hypertension 19207 (4.52%) | 2421 (3.45%) 4074 (3.99%) 8999 (4.82%) 3713 (5.62%)
Race/Ethnicity
Am Indian/
Alaskan  Asian/Pacific Black/African  Hispanic/
Outcome Native Islander American Latino White Unknown
Number randomized 292 1519 6933 2875 55525 938
Mean follow-up (months) 101.8 :102.3 103.3 99.5 107.2 101.3

Hospitalizations

Ever
Two or more

Other

153 (6.17%)
101 (4.08%)

590 (4.56%)
274 (2.12%)

3689 (6.13%)
2155 (3.58%)

1223 (5.13%) 30350 (6.12%)
612 (2.57%) 17361 (3.50%)

461 (5.82%)
262 (3.31%)

DVT'

Pulmonary embolism
Diabetes (treated)
Galibladder disease® >
Hysterectomy
Glaucoma®
Osteoporosis’
Osteoarthritis*
Rheumatoid arthritis®
Intestinal polyps
Lupus

Kidney stones™*
Cataracts™*

Pills for hypertension

4 (0.17%)
4 (0.16%)
26 (1.16%)
22 (1.25%)
6 (0.55%)
40 (1.77%)
66 (2.90%)
69 (4.64%)
32 (1.49%)
58 (2.54%)
6 (0.24%)
15 (0.78%)
92 (5.14%)

2 (0.02%)

2 (0.02%)
157 (1.29%)
86 (0.77%)
37 (0.44%)
153 (1.29%)
389 (3.31%)
337 (3.59%)
74 (0.62%)
232 (1.96%)
12 (0.09%)
47 (0.44%)
428 (4.49%)
396 (4.49%)

88 (0.15%)
56 (0.09%)
984 (1.85%)
420 (0.81%)
140 {0.53%)
1008 (1.88%)
911 (1.64%)
1391 (3.85%)
683 (1.27%)
1223 (2.18%)
96 (0.16%)
190 (0.39%)
2003 (4.52%)
1833 (6.09%)

16 (0.07%)
7 (0.03%)
379 (1.70%)
243 (1.39%)
77 (0.58%)
338 (1.52%)

760 (0.16%)
502 (0.10%)
4201 (0.88%)
4403 (1.12%)
1973 (0.66%)
5932 (1.30%)

639 (2.99%) 12488 (2.80%)
688 (4.21%) 11422 (3.75%)

358 (1.63%)
403 (1.77%)

40 (0.17%)
100 (0.51%)

2788 (0.61%)
9562 (2.08%)
570 (0.12%)
1501 (0.38%)

828 (4.44%) 17931 (5.02%)
871 (4.90%) 15792 (4.37%)

10 (0.13%)

6 (0.08%)
89 (1.20%)
74 (1.14%)
16 (0.35%)
99 (1.39%)
209 (2.95%)
219 (4.39%)
77 (1.07%)
154 (2.11%)

8 (0.10%)
24 (0.37%)
293 (5.03%)
235 (4.47%)

80 (4.96%)

Inpatient DVT only.
“Gallbladder disease” includes self-reports of both hospitalized and non-hospitalized events.
Data not collected for WHI extension study,

These outcomes have not been self-reported on all versions of Form 33 during WHI follow-up. The annualized percentages are comrected for the different amounts of
follow-up.
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Table 6.3
Verified Other Cancers (Annualized Percentages): CT and QS Participants

.Data as of: August 18, 2006

CT S
Number of participants 68132 93676
Mean follow-up time (months) 106.3 101.5
Ppts with other cancer 2936 (0.49%) 4074  (0.51%)
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 173 {0.03%) 218 (0.03%)
Bones/joints/articular cartilage (limbs) 4 (<0.01%) 8 (<0.01%)
Bonesfjoints/articular cartilage (other) 5 (<0.01%) 2 (<0.01%)
Brain 76 {0.01%) 87  (0.01%)
Cervix : 50 (0.01%) 44 (0.01%)
Central Nervous System (excludes brain) 0] (0.00%) 3 (<0.01%)
Connective/subcutaneous/soft tissues 27  (<0.01%) 41 (0.01%)
Endocrine glands, related structures 6 (<0.01%) 7 (<0.01%)
Esophagus 34 (0.01%) 37 (<0.01%)
Eye and adnexa 14  (<0.01%) 13 (<0.01%)
Genital organs 35 (0.01%) 25 (<0.01%)
Kidney 135 (0.02%) 182 (0.02%)
" Larynx 14 (<0.01%) 11 (<0.01%)
Leukemia 135 (0.02%) 185 {0.02%)
Liver a2 (0.01%) 41 (0.01%)
Lung 580 (0.10%) 772 (0.10%)
Lymph nodes 12 (<0.01%) 9 («<0.01%)
Lymphoma, Hodgkins 16 (<0.01%) 17  (<0.01%)
Lymphoma, Non-Hodgkins 262 (0.04%) 380 (0.05%)
Melanoma of the skin 399 (0.07%) 510 (0.06%)
Multiple mycloma 102 (0.02%) 96 (0.01%)
Oral (mouth) 21 (<0.01%) 16 (<0.01%)
Palate 5 (<0.01%) 7 (<0.01%)
Pancreas 144 (0.02%) 186 (0.02%)
Parotid gland (Stensen’s duct) 9  (<0.01%) 20 (<0.01%)
Peripheral nerves and autonomic nervous system 1 (<0.01%) 5 (<0.01%)
Pyriform sinus 0 (0.00%) 4  (<0.01%)
Respiratory system, intrathoracic, other 2 (<0.019) 16 (<0.01%)
Salivary glands, major {(othet/unspecified) 3 (<0.01%) 11 (<0.01%)
Stomach 44 {0.01%) 56  (0.01%)
Thyroid 86 (0.01%) 106  (0.01%)
Tongue, part of (other/unspecified) 19  (<0.01%) 21  (<0.01%)
Urinary organs (other/unspecified) 12 (<0.01%) 25  (<0.01%)
Uterus, not otherwise specified 41 (0.01%) 80 (0.01%)
Other/unknown site of cancer 245 (0.04%) 309 (0.04%)
Other/unknown cancers reported on death form 224 {0.04%) 539  (0.07%)
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Table 6.4 -
Locally Verified Other Fractures (Annualized Percentages): CT and OS Participants

Data as of: August 18, 2006

Data as of: August 18,2006; Events through Intervention Closeout

T 0s
Number of participants 68132 6365
Mean follow-up time {months} 96.1 97.6
Locally verified
Ppts with other fractures’ 8335°  (1.53%) © 773 (1.49%)
Ankle 1352 (0.25%) 128 (0.25%)
Carpal bone(s) in wrist 192 (0.04%) 13 {0.03%)
Clavicle or collar bone 147 (0.03%) 14 {0.03%)
Elbow, not otherwise specified 31 (0.01%) 1 («0.01%)
Huinerus, shaft/unspecified 86 (0.02%) 7 (0.01%)
Humerus, upper end 842  (0.15%) 69 (0.13%)
Lower end of humerus 104 (0.02%) 10 (0.02%)
Metacarpal bone(s) 272 (0.05%) 27 (0.05%)
Patella 358 (0.07%) 29 (0.06%)
Pelvis 361 (0.07%) 51 (0.10%)
Radius or ulna 2227 (0.41%) 208 (0.40%)
Sacrum and coccyx 107 (0.02%) 12 (0.02%)
Scapula 37 (0.01%) 6 (0.01%)
Shaft of femur 113 (0.02%) 5  (0.02%)
Tarsal/metatarsal bones 1291 (0.24%) 128  (0.25%)
Tibia and fibula 640  (0.12%) 32 (0.06%)
Tibial plateau 176 (0.03%) 10 (0.02%)
Upper radius/ulna 381 (0.07%) 34 (0.07%)
Vertebral 828 (0.15%) 121 (0.23%)
Unknown other fracture 1 (<Q.01%) 0  (0.00%)

Data as of August 18, 2006
CT QS

Number of participants 68132 93676
Mean follow-up time (months) 106.3 101.5
Self-Reports
Elbow 610  {0.10%) 766  (0.10%)
Foot: 2116 (0.35%) 2680  (0.34%)
Hand 501 (0.08%) 531 (0.07%) -
Hip 964  (0.16%) 1386  (0.17%)
Knee 717 (0.12%) 962  (0.12%)
Lower arm 3031 (0.50%) 3766 (0.48%)
Lower leg 2401 (0.40%) 2976 (0.38%)
Pelvis 494  (0.08%) 327  (0.10%)
Taiibone 168 (0.03%) 244 (0.03%)
Upper arm 1335 (0.22%) 1677  (0.21%)
Upper leg 320 (0.05%) 511  (0.06%)
Spine 1419 (0.24%) 2113 (0.27%)
Other 2605  (043%) 2805  (0.35%)
Total fracture 11942 (1.98%) 15033  (1.90%)

1 . » s
‘Other fractures” excludes non-vertebral fractures indicated ag

pathological.
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Table 6.5
Cause of Death (Annualized Percentages): CT and OS Participants

Data as of: August 18, 2006

CT 0S8
Number Randomized ' 68132 93676
Mean Follow-up Time (months) ) 106.3 101.5
Total death 4167 (0.69%) 6833 (0.86%)
Adjudicated death - 3738 (0.62%) 6185 (0.78%)
Centrally adjudicated death 3676 (0.61%) 206 (0.03%)
Lacally adjudicated death (final) 24 (<0.01%) 5859  (0.74%)
Temporary adjudicated death 0 (0.00%) 0 (0.00%)
Identified by NDI search 38 (0.01%) 120 (0.02%)
Cardigvascular )
Atherosclerotic cardiac 656 (0.11%) 849 (0.11%)
CHD deaths locally adjudicated before 10/99 0 (0.00%) 82 (0.01%)
Definite CHD deaths 314 (0.05%) 344 (0.04%)
Possible CHD deaths 142 (0.06%) 423 (0.05%)
Cerebrovascular 282 (0.05%) 478 (0.06%)
Pulmonary embolism 38 (0.01%) 48  (0.01%)
Other cardiovascular 173 (0.03%) 381 (0.05%)
Unknown cardiovascular 18 (<0.01%) g6 (0.01%)
Total cardiovascular deaths 1167  {0.19%) 1842  (0.23%)
Cancer
Breast cancer 110 (0.02%) 392 (0.05%)
Ovarian cancer 117 (0.02%) 190 (0.02%)
Endometrial cancer 26 (<0.01%) 50 (0.01%)
Colorectal cancer 162 (0.03%) 233 (0.03%)
Other cancer 1179  (0.20%) 1704 (0.21%)
Unknown cancer site . 93  (0.02%) 138 (0.02%)
Total cancer deaths 1689 (0.28%) 2707 (0.34%)
Accident/injury
Homicide 7 (<0.01%) 10 (<0.01%)
Aceidént 106 (0.02%) 118 (0.01%)
Suicide 14 (<0.01%) 26 (<0.01%)
Other injury 4 (<0.01%) 16 (<0.01%)
Total accidental deaths - 131 (0.02%) 170 (0.02%)
Other
Other known cause 642 (0.11%) 1228  (0.15%)
Unknown cause 538 (0.09%) . B8 (0.11%)
Total deaths — other causes 1180  (0.20%) 2114  (0.27%)
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WHI, Progress Report

‘Table 10.3
Recruitment to Ancillary Studies Requiring Separate Consents by Field Centers
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Table 10.3 (continued)
udies Requiring Separate Consents by Field Centers
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Table 10.4

Participant Enrollment in WHI Ancillary Studies
Requiring Separate Consents

CT+0S
Ppts Yo
CT+0S 161808
Not Enrolled in Ancillary Studies 139214 86.04
Enrolled in Ancillary Studies 22594 13.96
Number of Studies Ppts % | Enrollments
1 15981 9.88 15981
2 4380 271 8760
3 1655 1.02 4965
4 513 0.32 2052
5 63 0.04 315
6 2 0 12
Total 22594 13.96 32085
Extension
Ppts %o
Consented to Extension 115305
Not Enrolled in Ancillary Studies 96867 84.01
Enrolled in Ancillary Studies 18438 15.99
Number of Studies Ppts % | Enrollments
1 12530 10.87 12530
2| 3788 3.29 7576
3 1551 1.35 4653
4 505 0.44 2020
5 62 0.05 310
6 2 O 12
Total 18438 15.99 27101
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Table 10.5
Ancillary Study PI List
Investigator PI for Sponsoring WHI PI for Supporting CCC PI for

Last Name First Name | Ancillary Study # Ancillary Study # Ancillary Study #
Agarwal Mamta 201

Allen Catherine 101 101

Anderson Garnet 97 97 97, 121, 150, 140, 129
Applegate Bill 71

Barnhart Janice 127

Bassford Tamsen 153, 191, 175, 210, 184, 113,

Baum Marianna 58

Beresford Shirley 162 225

Bird Cloe 220 :

Black Henry 148

Boe Kathryn 32 '

Bonds Denise 201

Bowen Deborah 18,5 39
Bray Paul 137

Brewer Amy 71

Burke Greg 56,139,172, 1

Burrows Beth 50

Carlson Chris 229

Cauley Jane 212, 161, 181

._Cerhan James 26

Chae Claudia 173

Chen Chu 199 164
Chen Zhao 153, 191, 72, 82,

Chiu Brian 186

Chlebowski Rowan 98, 76 108, 20, 21, 99, 76

Cochrane Barbara 133, 149,167, 192, 214, 196,
Cohen Ellen 125

Colditz Graham 207

Cottrell Daryl 96

Coy Christine 1138

Criqui Michael 93

Crouse John 1

Cummings Steve 90, 167 S0

Curb David 25,905,122

David Sean 123

DeRoos Anneclaire 222,193

Detrano Robert 20,21

Dorn Joan 141

Dunn Julie 84

Eng Charis 147

Foreyt John 64 41, 51, 66

Fouad Mona 54,78, 102

Freeman Ruth 81

Fuchs Charles 214, 146

Furniss Kathleen 198

Garland Cedric 116

Gaziano Michael 28

Glanz Karen 122

Going Scott 14

Goodman William 43

QGreen Pamela 5

Greenland Phil 6, 16, 19, 44

Grimm Richard 50, B8, 22, 205

QGrizzle Tim 18

Haan Mary 112, 114, 62 112
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Table 10.5 (continued)
Ancillary Study PI List
Investigator PI for Sponsoring WHI PI for Supporting CCC PI for
Last Name‘[g First Name Acillary Study # Ancillary Study # Ancillary Study #

Haincs Pam 63
Hakim Iman 113
Handa Victoria 136
Harris Randall 23
Harris William 209
Hartmann Katherine 165
Hartz Arthur 35
Hays Jennifer 100, 163 137, 100, 163
He Ka 187
Heiss Gerardo 36, 140, 165, 178, 63, 70, 204,

226
Hendrix Susan 213 34, 87, 213
Herbert James 45 45
Herrington David 172
Ho Gloria 152, 208, 168, 174
Howard Barbara 115,92 92, 151, 217
Hsia Judith 42, 190, 68 190, 68
Hu Jennifer 149, 106
Hubble Allan 118
Hughes Susan 6
Hulka Barbara 36,27
Hunt Julie 220
Jackson Rebecca 94 23, 117, 147, 200, 223
Jeffcoat Marjorie 9
Johnson Karen 180
Judd Howard 43
Kabat Geoffrey 30, 53
Kaplan Robert 142,159, 169,

143, 164
Kaufman Joel 150
Kerner David 77
Kerwin Diana 235
Klein Liviu 196
Kleinstein Robert 31
EKooperberg Charles 90, 126, 169
Kotchen Jane 35,235
Kripke Daniel 11
Kuller Lew 7,157 121, 189, 194, 188,212,2,3, 7,
: 10, 13, 120, 157, 134, 161, 181
LaCroix Andrea 179 222,229,193 153, 137, 165, 179, 191,
211,212, 83, 181, 199

Lampe Johanna 215
Lane Dorothy 216
Langer Robert 8,119 11,24,73,77,93, 124, 8, 47,32,

119
Lasser Norm 12,17, 198
LeBlanc Adrian 51
LeBoff Meryi 211
Lester Gayle 91
Lewis Beth 9. Rl
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Table 10.5 (continued)
Ancillary Study PI List
Investigator PI for Sponsoring WHI P1I for Supporting CCC PI for
Last Name First Name | Acillary Stody # Ancillary Study # Ancillary Study #

Li Rongling 180

Lichtenstein Alice 231

Lin Henry 108

Liu James 144

Lin Simin 132

Lund Bernedine 195, 206
Mackay Meggan 166

Mackey Rachel 189

Manson JoAnn- 37 133,192, 211, 214, 37, 89, 207,

132,227, 29, 38, 146, 110, 131,
) 173

Manson JoAnn 89

Mares Julie 21¢

Mares-Perlman | Julie 105, 232

Margolis Karen 170,197 170, 203, 220, 197

Masaki Kamal 25

Mayo Charlotte 33

McDermott Mary 16

McTiernan Anne 52 36, 178
Meilahn Elaine 10

Melnikow Toy 104

Messina Catherine 216

Michael Yvonne 171

Miller Vallery 42

Modugno Francesmary | 121, 188, 134

Moon Tom 14

Morrisett Joel 41, 66 |
Mouton Charles 12, 17, 156

Namie Joylin 124

Nelson Dorothy 34 |
Neuhouser Marian | 234 218 130, 188
Nicholas I 175

Nichols: Kelley 117

Nordahl Thomas 85

Nygaard Ingrid 135

QO’Sullivan Mary Jo 67

Ober Beth 61 .

Oberman Albert 46 4,33, 54, 60,78, 102, 31, 46

Ockene Judith 75

Orencia Antheny 19

Parra-Medina Deborah .

Paskett Electra 139,200, 223 149, 106

Patterson Ruth 177 128, 108, 65
Peters Ulrike 206, 224

Pisano . Etta 178

Pleuss Toan 56

Polk M.J. &6

Preisler Harvey 148

Prentice Ross 205, 218 195, 206, 215, 224, 234 84

Psaty Bruce 80 80

Rahmani Yasmin 40 176 49

Rajpathak Swapnil 230
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Table 10.5 (continued) -

Ancillary Study P1I List
Investigator PI for Sponsoring WHI PI for Supporting CCC PI for
Last Name First Name Acillary Study # Ancillary Study # Ancillary Study #
Rexrode Kathryn 11¢
Ridker Paul 38,83
Ritenbaugh Cheryl 57,73, 185 57,72, 82,160, 185,171
Robbins John 61, 114, 104, 62, 136
Robinson Jennifer 22
Rodriguez Beatriz 95
Rohan Tom 130, 65, 155, 202,
221
Rosal Milagros 75
Ruff Coralese 151
Sarto Gloria 219, 105, 232
Schaeffer Anthony 44
Schenken Rabert 86, 156
Schlecht Nicolas 182
Schneider Diane 24
Sesso Howard 133
Shadick Nancy 131
Sheps David 70 27
Shikany James R1, 4,60
Shumaker Sally 39, 183, 103, 138 103
Simon : Michael 87
Smoller Sylvia 126, 28, 40, 48 128, 130, 152, 155, 208, 28, 30,
' 79, 125, 127, 142, 158, 159, 168,

174, 176, 202, 221, 53, 182, 230,

169, 40, 48, 81, 143, 129, 164,

166
Strickler Howard 129
Subar Amy 177
Sullivan Jeffrey 225
Talavera Gregory 55 55
Thomson Cynthia 210
Tinker Lesley 88 . 152, 115, R1, 180, 189,

208, 209, 219, 132, 105,
. 218, 187

Trapido Edward 58
Trevisan Maurizio ‘ 141,74, 15, 98
Ulrich Cornelia 195
Valanis Barbara 160
Van Horn Linda 84, 186, 196, 228, 231, 187
Vogt Molly 13,120
Vupputuri Suma 204
Wactawski- Jean 15, 98
Wende
Wallace Robert 26, 135, 209
Wallitt Brian 217
Wang CY. ‘ ' 19
Weber Tom 128
Weissfeld Joel 2,3
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Table 10.5 (continued)
Ancillary Study PI List
Investigator PI for Sponsoring WHI PI for Supporting CCC PI for
Last Name First Name Acillary Study # Ancillary Study # Ancillary Study #

Whitcomb David 145

Whitsel Eric 140

Wodarski Lois 74

Wylie-Rosett Judith 79, 158, 69

Yan Lijing 228

Ye Weimin 203

Zakarija Margita 59, 67

Zhang Shumin 152

Zmuda Joseph 194
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Appendix A

| Women’s Health Initiative
j Memory Study (WHIMS)

‘October 2006

f

The data contained in this réport are preliminary and may contain
unvalidated findings. These data are not intended for public use.
Public use of these data could create erroneous conclusions which, if
acted upon, could threaten public health or safety.




Women'’s Health Initiative Memory Study (WHIMS) Extension
Wake Forest University Health Sciences
Division of Public Health Sciences
Department of Social Sciences and Health Policy
Winston-Salem, North Carolina 27157

Study Activities:

The Women’s Health Initiative Memory Study (WHIMS) Extension clinical centers have
continued to enroll participants and collect data since the last report dated 9/9/2005.
Clinical Center staff have conducted numerous home/off-site visits traveling over 18,000
miles this past year.

- WHIMS Extension Enrollment Data: Currently, there are 4,116 participants enrolled in the
WHIMS Extension. Enrollment rates for the WHIMS Extension average .80 percent for eligible
WHI Extension participants across all sites. The WHIMS Enrollment Report which shows the
cumulative number of participants recruited at each clinical center is attached. (Attachment A)

Suppiemental Case Ascertainment (SCA) Protocol: In February 2006, WHIMS Site Monitors
began conducting informant interviews. To date, 155 informant contacts have been made which
have resulted in 73 completed interviews. The SCAP status report is attached (Attachment B).

Website: The WHIMS Extension website provides capabilities for study and participant
management and participant form data entry via the internet. Extensive personnel effort has
been put forth in establishing the following: Participant eligibility lists, Supplemental Case
Ascertainment (SCA), Form 39 and Status Change data entry screens, Phase 1 — 4 and
Adjudication tracking, Participant Follow-up status along with a Query Edit report. In addition,
programming efforts have provided support to clinical center personnel regarding website access
and operation.

Training Sessions: WHIMS Extension staff have utilized conference calls to train
WHIMS technicians on various study procedures and instruments. These sessions have
been well attended across all clinical centers and have been conducted with much success.
Two training calls are offered on consecutive days, with one held in the morning
(Northeast and Southwest clinics) and the other held in the afternoon (Midwest and West
clinics). However, anyone can join the call that best meets their schedule. Over the past
year, WHIMS Extension staff have conducted the following training sessions for the
WHIMS technicians:

May 24 & 25, 2006 — WHIMS Phase 1 Tracking, Query Edit Report, Status Change Form
July 12 & 19, 2006 — WHIMS Phase 1 and Phase 2 Administration




Participating Clinical Centers/Field Centers: There are 38 WHI Extension clinical centers

participating in the WHIMS Extension. They are as follows:

Adanta Vanguard Clinical Center
Birmingham Vanguard Clinical Center
Boston Vanguard Clinical Center
Buffalo Vanguard Clinical Center
Chapel Hill Clinical Center -
Chicago Vanguard Clinical Center

Evanston Hospital (Satellite)
Chicago-Rush Clinical Center
Cincinnati Clinical Center
Columbus Clinical Center
Davis Vanguard Clinical Center
Detroit Clinical Center
Gainesville Clinical Center
George Washington University
Honolulu Clinical Center
Houston Clinical Center
Iowa City Clinical Center

Des Moines Clinical Center (Satellite)
Irvine Clinical Center
Los Angeles Clinical Center
Madison Clinical Center
MedStar Clinical Center
Memphis Vanguard Clinical Center
Milwaukee Clinical Center
Minneapolis Clinical Center
Nevada Clinical Center
New Brunswick Clinical Center
New York City Clinical Center
Newark Vanguard Clinical Center
Qakland Clinical Center
Pawtucket Vanguard Clinical Center
Pittsburgh Vanguard Clinical Center
Portland Clinical Center
San Antonio Clinical Center
Stanford Clinical Center
Stony Brook Clinical Center
Torrance Clinical Center
Tucson Vanguard Clinical Center
Winston-Salem Clinical Center
Worcester Clinical Center

Findings to Date: Data collection is scheduled to end on September 30, 2007. Findings will not

be known until after this time.

Clinic ID# 19
Clinic ID# 12
Clinic ID# 14
Clinic ID# 15
Clinic ID# 58
Clinic ID# 16
Clinic ID# 20

Clinic ID # 59 & 60

Clinic ID# 61
Clinic ID# 50
Clinic ID# 30
Clinic ID# 62
Clinic ID# 46
Clinic ID# 44
Clinic ID# 45
Clinic ID# 47
Clinic ID# 21
Clinic ID# 73
Clinic ID# 63
Clinic ID# 68
Clinic ID# 56
Clinic ID# 51

- Clinic ID# 24

Clinic ID# 43
Clinic ID# 25
Clinic TD# 65
Clinic ID# 72
Clinic ID# 49
Clinic ID# 26
Clinic ID# 53
Clinic ID# 23
Clinic ID# 28
Clinic ID# 66
Clinic ID# 67
Clinic ID# 42
Clinic ID# 57
Clinic ID# 55
Clinic ID# 29
Clinic ID# 71
Clinic ID# 48



Publications and Ancillary Studies Committee (PASC): The WHIMS PASC held national
conference calls to discuss current manuscript proposals, manuscripts under development and
manuscripts that have been published. The committee reviewed abstracts, draft proposals and
draft manuscripts. The PASC status report is attached (Attachment C).

Manual of Operating Procedures (MOP): An updated WHIMS Extension MOP was
distributed to the WHIMS Clinical Centers (via the WHIMS Extension website) in J anuary 2006.
The WHIMS Extension website, which is located at https://www.phsapps.wfubme.edw/whims/

WHI CCC Subcontract: In previous years, the WHIMS Extension has subcontracted with the
WHI CCC to provide database management and statistical analysis for WHIMS participants. On
July 13, 2006, the WHIMS CCC was notified by NHLBI the support for WHIMS had been
added to the prime WHI contract with FHCRC. Therefore, the subcontract was no longer
needed.
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Effects of Hormone Therapy on Subclinical Neurological Pathology —
WHIMS-MRI Collaborative Study
Wake Forest University Health Sciences
Division of Public Health Sciences
Department of Social Sciences and Health Policy
Winston-Salem, North Carolina 27157

Study Activities:

Protocol Approval: The WHIMS-MRI protocol and informed consent were approved by the
Wake Forest University Health Sciences (WFUHS) Internal Review Board for a period of 12
months beginning 7/29/2006.

No-Cost Extension Approved: Application to the NHLBI for a no-cost extension was
approved on 7/31/06.  The no-cost extension period is from 8/1/06 to 3/31/07. Activities to be
completed during the extension are: central reading of MRI scans; data analyses; dissemination
of study findings and publications.

WHIMS-MRI Coordinating Center Activities: Scanning was completed at all clinical centers
by 4/28/2006. Focus is currently on completion of data entry, resolution of data entry errors,
analysis of preliminary data, transmission of scans to Wake Forest University for archiving, and
development of writing groups for study publications. We will soon begin to develop
documentation for database closure and plans for dissemination activities.

Reports: .

e  WHIMS-MRI Enrollment Report: Clinical centers contacted 2,345 of 2,869
(82%) potential enrollees. 1,529 (65%) women across the clinical sites consented
to enroll in the WHIMS-MRI study. Of the 2,345 women contacted, 3.4% were
ineligible due to absolute contraindications and 31% refused (Attachment 1).

¢ Tracking Report for Completed MRI's: This report tracks scans from the time of
completion, to acceptance by the Reading Center, and transmission to Wake
Forest University. 1,425 scans have been received at the Reading Center. Of
these, 1,133 (80%) have been reviewed and accepted. Ninety-two percent of the
scans received by University of Pennsylvania have been transmitted to Wake
Forest University for archival (Attachment 2).



Manual of Operating Procedures (MOP): The WHIMS-MRI Manual of Procedures was
distributed to the WHIMS-MRI clinical centers via the website, which is located at:
https:/fwww.phsapps. wfubmc.edu/whims/

Committee and Administrative Activity:

¢ The WHIMS-MRI Working Group serves as an advisory committee for the study
and is responsible for monitoring the conduct of the WHIMS-MRI study. This
comimittee consists of technical experts, representatives from clinical centers,
Magnetic Resonance Imaging Quality Control Center (MRIQCC) and the
Coordinating Center (CoC). Also included are the Principal Investigator of
WHIMS-Extension and representation from the NIH. Conference calls were held
on September 26, 2005, December 12, 2005, February 20, 2006, April 28, 2006
and July 24, 2006. Primary issues discussed included the following: quality
assurance of the MRI data by the Reading Center, data analysis, timeline and
venues for presenting data, publications, MRI data flow, data cleaning, and
archiving of images at WFUHS.

¢ The WHIMS-MRI Project Managers Committee held calls on October 19, 2005,
December 14, 2005, February 22, 2006 and April 26, 2006. Primary issues
discussed included: end of recruitment, completion of data entry, resolution of
data entry errors, and dissemination of study results.

WHIMS-MRI Website: The WHIMS-MRI website is included within the larger WHIMS-
Extension website. The site is password protected and includes: a directory of study personnel;
committee rosters; study documents, forms and memorandums. The website provides
capabilities for study and participant management and data entry of forms via the internet.
Extensive reports are available to assist the Coordinating Center and clinical centers with project
management and tracking data flow. Reports are also available to track missing data and to alert
clinical center staff of data entry errors.

The CoC and clinical centers also reviewed and monitored alerts for serious adverse events
(SAE) and/or urgent MRI findings (Level 4) via the website. Once a SAE or urgent finding was
entered on the website, an email was generated to the clinical center PI and staff, CoC staff,
study Safety Officer and the MRIQCC at the University of Pennsylvania. The email prompted
the user to log on to the website to view the alert and record its resolution. The WHIMS-MRI
Safety Officer monitored all serious adverse events and urgent findings as they were reported
and conducted safety follow-up of participants. '

. Coordinating Center Archiving of Images: Image data for 1,313 of the 1,425 scans (93%)
have been received at Wake Forest University from the University of Pennsylvania. Josh Tan
from the Division of Radiologic Sciences at Wake Forest University Health Sciences joined the
study to provide expertise on the transmission of images and to oversee the development of a
central archive.




Study Forms and Materials: A bi-monthly electronic newsletter, the WHIMS-MRI Link
provides helpful information regarding study policies and news. The newsletter is also placed on
the website.

Data/Analysis: Data from the central reading of 924 scans have been received at Wake Forest

University. A complete analysis database is expected to be available in late fall. Two WHIMS-
MRI Coordinating Center biostatisticians serve as point persons for the data analyses. The
Coordinating Center biostatisticians participated on a conference call with the University of
Pennsylvania Reading Center on April 10, 2006 to plan data analyses. Conference calls with the
WHIMS-MRI Working Group (see Committee Activity section above) are a primary venue for
discussion of data analyses plans. Plans are underway for a meeting with principal investigators
in January 2007 where preliminary findings will be disclosed and major study manuscripts will
be framed, if funding for the meeting can be obtained.

Abstracts/Publications: Seven manuscript topics have been proposed, one of which is
underway. Principal Investigators will be asked to make a total of 3 nominations across the 6
remaining topics.
» Topic underway - “Recruitment and Consent into a Brain Magnetic Resonance
Study: Results from the Women’s Health Initiative Memory Study Magnetic
Resonance Imaging Study (WHIMS-MRI)”. Approved by the WHIMS Suite of
Studies and WHI P&P Committees in April 2006.
¢ Three abstracts were presented at the Society of Clinical Trials which was held
May 21-24, 2006 in Orlando, Florida (Attachments 5, 6, 7):
o “Utlization of DICOM Image Transmission in a Multi-Site Clinical Trial”
Submitting Author: Lisa Desiderio, University of Pennsylvania
o “Screening for a Magnetic Resonance Imaging Study”
Submitting Author: Lee Ann Andrews, Wake Forest University Health
Sciences
o “Consent for an MRI Study Involving Women’s Health Initiative Memory
Study (WHIMS) Participants”
Submitting Author: Sarah Jaramillo, Wake Forest University Health
Sciences

WHIMS-MRIQCC

The Reading Center has received 1,425 MRI scans. Of these, 1,133 have been reviewed and
accepted. Of the 1,425 scans received, 1,313 have been sent to WFU for archiving,. Analysis
data on 924 scans has been sent to the WHIMS-MRI Coordinating Center.



Participating Clinical Centers:

Institution
(Site of Clinic)

UNC-Chapel Hill
(Durham, NC)

Univ of Massachusetts
(Worcester, MA)

Ohio State Univ Medical Center
(Columbus, OH)

Univ of California at Davis
(Sacramento, CA)

University of Towa
{Des Moines, TA)

Univ of Florida
(Gainesville and Jacksonville, FL)

Univ of California at Los Angeles
(Los Angeles, CA)

WHIMS-MRI Reading Centers:

Institution
(Site of Clinic)

Medical College of Wisconsin
(Milwaukee, WI)

Berman Center for Qutcomes and
Clinical Research

(Minneapolis, MN)

Univ of Nevada School of Medicine
(Reno, NV)

Albert Einstein College of Medicine
(Bronx, NY)

_ Univ of Pittsburgh

(Pittsburgh, Pa)

Stanford University
(San Jose, CA)

WHIMS-MRI Quality Contro] Center (MRIQCC)

University of Pennsylvania Medical Center

Philadelphia, PA

NIA Neuroimaging Group

Laboratory of Personality and Cognition

National Institute on Aging
Baltimore, MD 21224-6825

WHIMS-MRI CoC:

Wake Forest University School of Medicine

Winston-Salem, NC

Findings to Date: Data analyses will be completed in Fall 2006. Findings will be known at that
time. The WHIMS-MRI Working Group will work with the clinical centers to develop a

dissemination plan for study findings.
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