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Executive Summary

The Women’s Health Initiative (WHI) Clinical Trial and Observational Study (OS) was put into the
field on September 1, 1993. Vanguard Clinical Centers (VCCs) began recruitment into the Clinical
Trial (CT) component at that time. The OS proceeded upon receipt of OMB approval, and was
officially opened for enrollment on September 1, 1994. The 24 new Clinical Centers (NCCs) were
named in September 1994. Recruitment for both the CT and OS was officially opened for NCCs on
February I, 1995.

As of August 31, 1996, 32,406 women had been randomized into the CT, representing 11,692
Hormone Replacement Therapy (HRT) randomizations (71% of cumulative goal) and 24,636
Dietary Modification (DM) randomizations (85% of cumulative goal). Randomizations into the
Calcium and Vitamin D (CaD) component, designed to occur at a CT participant’s first annual
follow-up visit, began on June 15, 1995, in VCCs and in February 1996 for NCCs. At this time,
7,390 women have been randomized (67% of cumulative design-based goal). In addition, 42,899
women have be enrolled in the OS.

There has been a concerted effort on the part of CCs with assistance from the Performance
Monitoring Commitiee (PMC) to address recruitment lags. The past six months showed
considerable improvement in the overall goals in both VCCs and NCCs. Continued performance at
this level will allow us to complete recruitment essentially on schedule for DM and with only a
short extension for HRT.

The age distribution has seen a small shift to older age groups. Closing younger age cells to further
recruitment on a clinic by clinic basis is beginning to have its impact particularly in VCCs. We
anticipate that this approach will eventually give the appropriate balance of women in each age
group as it is applied to additional clinics. Minority recruitment has increased and is currently at
18% for the CT.

First year follow-up data indicate that VCCs have conducted 95% of the six month follow-up
contacts, 94% of the first annual visit, 89% of the second semi-annual contact, and 90% of the
second annual visit. Year 3 visits are now underway at VCCs. Approximately 1% of women have
missed two or more consecutive contacts and 1% of randomized women have stopped the usual
follow-up procedures.

Adherence to the HRT study appears at this early state to be slightly lower than original projections.
Approximately 9.5% of HRT women have discontinued study hormones after an average of
approximately 12.4 months on study. Adherence to HRT medications at the first annual visit is
between 73% and 85% (defined as percent taking at least 80% of pills). At the second annual visit
adherence is between 63% and 85%. Reports of symptoms are common at routine contacts during
the first year on study. The HRT Advisory Committee is discussing additional methods of
managing these symptoms while encouraging adherence.

Intervention activities in the DM study are progressing well. Process measures of attendance at
group sessions, completion of self-monitoring activities and self-reported scores for nutrient intake
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suggest that the DM Intervention women are able to follow the intervention program. As noted in
the previous report the dietary assessment data available indicate that the baseline percent calories
from fat averages based on food records is lower than anticipated (about 34%) and accordingly that
the delta achieved at one year is smaller than anticipated (11%). DM Intervention women appear to
be meeting or even surpassing their goals for limiting fat intake based on the self-monitoring tools.
The analysis of the one year Food Frequency Questionnaires and food records indicate that
Intervention women are consurning approximately 23% of energy from fat, as compared to the
design value of 21.7%. Thus the Intervention is providing results quite close to target and so the
smaller delta is a result of the lower level of fat intake in the controls. In September 1995, the self-
monitoring goals were adjusted in an attempt to help achieve the desired intervention effect. Early
data suggest this change may increase the delta to about 12% at one year. Further monitoring of this
value as well as additional focus on long-term adherence for all and additional assistance for
minority women in the Intervention is needed.

Recruitment and adherence in the CaD component has been lower than originally projected.
Between 56% and 75% of CT women are entering this component with a likely value in the
neighborhood of 65%. Power calculations indicate that a reduction in sample size of this magnitude
would not endanger our ability to test the hip fracture and other fractures hypotheses however.
Adherence to study supplements is of greater concemn as it is clearly lower than expected (with a
drop-out rate of 7.9% or 7 months of follow-up on average and a medication rate between 46% and
58% at 6 months post-randomization). The CaD Advisory Committee has recommended several
steps to address this, which are being implemented. The effect of these efforts should be available
in our next report.

The procedures for documentation and local adjudication of outcomes have been implemented.
Central adjudication activities are underway. Listings of outcomes shown in this report are
primarily self-reported events. A brief summary of locally adjudicated outcomes is provided. These
data are still limited and formal comparisons are not presented here because of their tentative nature.

Current experience indicates some departures from design assumptions particularly for accrual rates,
age distribution and early adherence to interventions. A limited examination of study power
sensitivity presented previously indicated that these individual deviations cause small reductions in
study power (2-3%). Collectively their effects may require some additional design changes if other
corrective maneuvers are not successful.

The CC performance monitoring, as previously described, has received considerable attention. The
PMC consisting of representatives of the NIH Project Office, the Clinical Coordination Center
(CCC) and the Clinical Facilitation Center (Bowman Gray School of Medicine) has been actively
reviewing clinic performance, and providing feedback and assistance where appropriate. The focus
of these efforts is turning from recruitment toward follow-up and adherence issues, The activities of
this Committee are described in this report. A listing of approved publications and of submitted
ancillary study proposals is also included.
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Preliminary Remarks

This report documents study activities of the Women’s Heatth Initiative (WHI}) Clinical Trial (CT)
and Observational Study (OS) during the period September 1, 1995 to August 31, 1996 as well as
the cumulative experience. Topics include recruitment, follow-up, intervention monitoring, safety,
outcomes, data quality, study timeline, design related issues and related scientific efforts. Updates
are provided for each CT component (Hormone Replacement Therapy [HRT], Dietary Modification
[DM], and Calcium and Vitamin D {CaD)).

During this period, major emphases included:

* Recruitment into the CT.

¢ Consideration and preparation for the end of the recruitment period for VCCs without enhanced

recruitment.
s Retention and adherence to all CT components.
» Further implementation and tuning of outcomes procedures.

¢ Continued work by the Performance Monitoring Committee (PMC) to review CC performance
and provide assistance where appropriate.

¢ Initial analyses of baseline data for twelve papers.

All reports summarize Clinical Center (CC) data provided to the CCC by August 31, 1996. Except
for the reports of adverse effects, all data presented are derived from WHILMA, the study database.
Data managed in WHILMA are those defined by standardized data collection procedures and
instrurmnents {see WHI Manuals, Vol. 2 - Procedures and Vol. 3 - Forms).

Table 1.1 - Database Abbreviations for WHI CCs displays the abbreviations used in database
reports to identify CCs. Other organizations providing data to this report are:

¢ McKesson (formerly Ogden) BioServices, Rockville, Maryland, CCC subcontractor for
specimen repository and drug distribution (Harrison Hoppes, PhD, President).

» Epicare, Bowman Gray School of Medicine, Winston-Salem, North Carolina (formerly Epicore,
located at University of Alberta, Alberta, Ontario) CCC subcontractor for central reading of
electrocardiograms (Pentti Rautaharju, MD, Principal Investigator).

e University of California, San Francisco, CCC subcontractor for central reading of bone
densitometry (Steven Cummings, MD, Principal Investigator).

We note that Dr. Valery Miller, Principal Investigator of the NCC at George Washington
University, retired in April 1996. Dr. Judith Hsia, previously a Co-Principal Investigator, has
assumed the leadership role for this site. We thank Dr. Miller for her work in establishing this site
and assuring its excellent start-up.

IVANNUALADSMB I 098\ANNUALMANNPRT_1.DOC



WHI, Annual Progress Report

Page 1-2

Abbreviation

Table 1.1

Database Abbreviations for WHI CCs

CC Institution and Location

Principal Investigator

Vanguard Clinical Centers (VCCs):

ATLANTA

BIRMING

BOWMAN

BRIGHAM

BUFFALOQO

CHICAGO

IOWACITY

LAJOLLA

MEMPHIS

MINNEAPO

NEWARK

PAWTUCK

PITTSBUR

SEATTLE

TUCSON

UCDAVIS

Emory University
Atlanta (Decatur), Georgia

University of Alabama at Birmingham
Birmingham, Alabama

Bowman Gray School of Medicine

Winston-Salem(Greensboro), North Carolina

Brigham and Women’s Hospital
Boston (Chestnut Hill), Massachusetts

State University of New York, Buffalo
Buffalo, New York

Northwestern University
Chicago and Evanston, Illinois

University of Iowa
Iowa City and Bettendorf, lowa

University of California, San Diego
La Jolla and Chula Vista, California

University of Tennessee
Memphis, Tennessee

University of Minnesota
Minneapolis, Minnesota

University of Medicine and Dentistry
Newark, New Jersey

Memorial Hospital of Rhode Island
Pawtucket, Rhode Island

University of Pittsburgh
Pittsburgh, Pennsylvania

Fred Hutchinson Cancer Research Center
Seattle, Washington

University of Arizona
Tuscon and Phoenix, Arizona

University of California, Davis
Sacramento, California

Dallas Hall, MD

Albert Oberman, MD MPH

Gregory Burke, MD MS

Joann Manson, MD DrPH

Maurizio Trevisan, MD MS

Philip Greenland, MD

Robert Wallace, MD

Robert Langer, MD MPH

William Applegate, MD

Richard Grimm, MD

Norman Lassar, MD PhD

Annalouise Assaf, PhD

Lewis Kuller, MD DrPH

Maureen Henderson, MD DrPH

Cheryl Ritenbaugh, PhD

John Robbins, MD
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Abbreviation

Table 1.1 (continued)

Database Abbreviations for WHI CCs

CC Institution and Location

Principal Investigator

New Clinical Centers (NCCs):

CHAPHILL

CHI-RUSH

CINCINNA

COLUMBUS

DETROIT

GAINESVI

GWU-DC

HONOLULU

HOUSTON

IRVINE

LA

MADISON

MEDLAN

MIAMI

University of North Carolina at Chapel Hill

Chapel Hill, North Carolina

Rush Presbyterian- St. Lukes Medical Center

and Cook County Hospital
Chicago, Illinois

University of Cincinnati
Cincinnati, Ohio

Ohio State University
Columbus, Ohio

Wayne State University
Detroit, Michigan

University of Florida
Gainseville and Jacksonville, Florida

George Washington University
Washington, DC

University of Hawaii
Honolulu, Hawan

Baylor College of Medicine
Houston, Texas

University of California, Irvine
Irvine, California

University of California, Los Angeles
Los Angeles, California

University of Wisconsin
Madison, Wisconsin

Medlantic Research Institute
Washington, D.C.

University of Miami
Miami, Florida

David Sheps, MD MSPH

Henry Black, MD

James Liu, MD

Rebecca Jackson, MD

Susan Hendrix, DO

Marian Limacher, MD

Judith Hsia, MD

David Curb, MD

John Foreyt, PhD

Frank Meyskens, Jr., MD

Howard Judd, MD

Catherine Allen, PhD

Barbara Howard, PhD

Marianna Baum, PhD
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Table 1.1 (continued)

Database Abbreviations for WHI CCs

Abbreviation CC Institution and Location Principal Investigator

NCCs: (cont.)

MILWAUKE Medical College of Wisconsin Jane Morley Kotchen MD MPH
Milwaukee, Wisconsin

NEVADA University of Nevada Sandra Daugherty, MD PhD
Reno, Nevada

NY-CITY Albert Einstein College of Medicine Sylvia Wassertheil-Smoller, PhD
Bronx, New York

OAKLAND Kaiser Foundation Research Institute Robert Hiatt, MD, PhD
Oakland, California

PORTLAND Kaiser Foundation Research Institute Barbara Valanis, DrPH
Portland, Oregon

SANANTON University of Texas Robert Schenken, MD
San Antonio, Texas

STANFORD Stanford University Marcia Stefanick, PhD
San Jose, California

STONYBRK Research Foundation of SUNY, Stony Brook  Dorothy Lane, MD
Stony Brook, NY

TORRANCE University of California, Los Angeles Rowan Chlebowski, MD PhD
Torrance, California

WORCESTR University of Massachusetts Judith Ockene, PhD

Worcester, Massachusetts
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2.1

Enrollment

Overview

Enrollment into WHI is a multistage process consisting of recruitment, screening and randomization
into the CT or registration into the OS. WHI Manuals, Vol. I - Study Protocol and Policies,
Protocol Section 5.2. - Enrollment describes the model screening process. A brief description is
provided here for ease of reference. Clinical Centers may tailor the process to local needs, subject
to the constraints of informed consent and pre-randomization baseline data requirements.

The initial contact is designed by each CC but is often conducted through a mass mailing, media
event, or local presentation. Responding women are prescreened for basic eligibility using Form
2/3 - Eligibility Screen (self-administered format/telephone interview). Those still eligible for the
HRT or DM components are invited to Screening Visit 1 (SV-1). For efficiency, many CCs ask
women to complete Form 60 - Food Frequency Questionnaire (FFQ) to determine dietary
eligibility prior to scheduling SV-1.

Women attending SV-1 are given an Initial Screening Consent and baseline screening and data
collection activities common to all study components are conducted. Women who are no longer
eligible for, or interested in, CT participation are invited to participate in the OS. Consent and
additional OS data collection are completed, usually at the SV-1 or through mail contact
immediately thereafter. Women still eligible for and interested in HRT or DM are given
component-specific informed consent documents and are scheduled for Screening Visit 2 (SV-2).

Women attending SV-2 complete the appropriate CT consent forms and undergo the clinical
procedures required of all CT participants (ECG, breast exams) as well as component specific
requirements appropriate to their status (gynecological exam and run-in medication dispensing for
HRT, Four-Day Food Record (4DFR) teaching for DM). Screening Visit 3 (SV-3) is scheduled
after an interval of at least four weeks for HRT to allow assessment of the run-in period and to allow
adequate time to obtain required laboratory results.

At SV-3, a final eligibility determination is conducted to assess all available clinical data and
adherence and experience with the run-in for HRT and ability to complete the 4DFR for DM.
Eligible women are randomized to HRT, DM, or both, as appropriate, at this visit.

Women who become ineligible for or disinterested in CT participation at any point in the screening
process are invited to participate in the OS.

Women who are randomized to either HRT or DM and are eligible for the CaD are invited to be
randomized into the CaD component, typically at the time of their first annual follow-up visit.

Limitations of this report result from the following factors: (1) CCs are free to prescreen women
with locally-produced instruments and methods. They are neither obligated to report on this activity
nor are there mechanisms in WHILMA to do so. (2) CCs are free to tailor their screening activities
to local circumstances as described above, making exclusion rates by stage of screening variable
among CCs. (3) CCs are not required to enter data on known ineligible women. This causes the
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2.2

recruitment yields to be overestimated and the screening activities and exclusion rates to be
underestimated.

Recruitment Goals

In the initial planning, NIH anticipated that 45 CCs would be funded in two phases. Sixteen VCCs
were selected for phase one. In the second phase of competition only 24 sites were finally selected
resulting in a total of 40 CCs. Recruitment goals and budgets were based on 45 clinics however, so
the program is addressing this shortfall by asking existing clinics, particularly VCCs, to consider
recruiting beyond the original goals. Ten VCCs have offered to do enhanced recruitment over an
extended period and were awarded the additional funds to support this activity. Five NCCs have
also been awarded enhanced recruitment. (See Figure 2.1 - Enhanced Recruitment Sites.) In
addition, clinics having the ability to over-recruit in increments less than 25% have been encouraged
to do so with assurances that budgets will be adjusted accordingly at the end of recruitment.

Two NCCs had their recruitment goals reduced: Rush Presbyterian at Chicago (to 50%) and
Harbor-UCLA at Torrance (to 75%). The NIH made these changes after the assessment of the
Performance Monitoring Committee that these Clinical Centers would not be able to catch up to
their original goals within the defined recruitment period. In July the goals for these clinics were
changed retroactively to the start of recruitment.

These combined adjustments to clinic goals provide the equivalent of 44.25 clinics recruiting into
DM, 45.25 for HRT, and 44.75 for OS. It is anticipated that over-recruitment in the remaining
clinics can account for a significant portion of the remaining deficits, particularly for DM.

Finally, in a continuing effort to emphasize CT recruitment over the OS, the monthly goals for OS
were reduced by 35%. The reduction was calculated to reflect the yield for OS recruitment expected
under the most efficient CT recruitment strategies. This change was made to reinforce the message
that resources and strategies should be managed to optimize CT recruitment. While this does not
represent a formal change in the overall expected enrollment of 100,000 in OS, some shortfzll may
Or may not occur.
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Figure 2.1
Enhanced Recruitment Sites
Increase Date Comments
Initiated

Pawtucket vCC 75% 4/1/95

La Jolla VCC 50% 4/1/95 { Reduced minority recruitment goal to 47%
overall.

Brigham & Women's VCC 50% 4/1/95

Minneapolis vCC 25% 4/1/95

Memphis VCC 25% 4/1/95 { Offered additional minority recruitment to
26% overall.

Birmingham VCC 25% 4/1/95 | Continued minority recruitment goal of
60%. Bone Density measures not required
on additional participants.

Tuscon vCC 25% 12/1/95 | Reduced minority recruitment goals to 52%
overall.

Atlanta vCC 25% 5/1/96 | Reduced minority recruitrnent goals to 52%
overall.

lowa VCC [ 100% HRT| 5/1/96

50% OS

Cincinnati NCC 25% 5/1/96

Gainesville NCC 25% 5/1/96

Stanford NCC 25% 571196

Houston NCC 50% 5/1/96

Newark VCC 50% 5/1/96

New York City NCC 25% 5/1/96

Progress

VCC recruitment into the CT officially opened September 1, 1993. OS enrollment at VCCs was
delayed until September 1, 1994 at which time the study obtained clearance from the Office of
Management and Budget to begin OS accrual. Recruitment into both the CT and OS components
officially began in NCCs on February 1, 1995,

Figure 2.2 - Projected and Actual Randomizations at All CCs compares recruitment progress to date
for all components by cumulative goals. As of August 31, 1996, 11,692 women had been
randomized to HRT (71% of cumulative goal), 24,636 women had been randomized to DM (85% of
goal), 7,390 participants had been randomized to CaD (67% of cumulative goal), and 42,899
enrolled into OS (131% of revised cumulative goal). In the last six months accrual has proceeded at
82% of monthly goal for HRT and 98% for DM, as compared to the 65% and 74% observed in the
previous six month interval. The retroactive change in goals accounts for 1% of this increase.

Figure 2.3 - HRT and DM Randomizations per Month at VCCs (a) and NCCs (b) and Table 2.1 -
Randomization Activity by Clinic Group, Study Component and Month display monthly HRT and
DM randomization activities separately for VCCs(a) and NCCs(b). The pace of studywide
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recruitment has increased in the last few months, particularly for DM where both VCCs and NCCs
have been able to exceed their monthly goals.

VCCs as a group have averaged 260 HRT and 547 DM randomizations per month, an increase of 51
HRT and 138 DM randomizations per month over the previous six month interval. The change in
VCC goals during this period was small so this represents a significant improvement in recruitment
performance. The VCC monthly accrual rate is now at 75% of goal for HRT and 93% for DM as
compared to the previous report of 69% and 83% respectively. The variation between clinics in
achieving goals continues to be large, ranging from 59% to 109% of goal for HRT and 73% to
107% for DM. Related clinic performance issues are discussed in Section 9 - Clinical Center
Performance Monitoring.

In the last six months NCCs recruited at the rate of 364 per month or 79% of their monthly goal for
HRT and 708 per month or 88% of goal for DM, bringing them to 65% and 75% of the
corresponding cumulative goals. This represents an 11% increase in the cumulative goals during
this period. As a group, the NCCs have not yet met the monthly goal for HRT; they were able to
exceed the monthly DM goals in August. If these trends continue, NCCs will be able to complete
recruitment in the defined recruitment period. The variation in NCC performance is large; for HRT
recruitment the range is 34% to 113% of cumulative goal; for DM the range is 36% to 98%. See
Section 9 - Clinical Center Performance Monitoring for more discussion of clinic specific issues.

Recruitment into CaD began in June 1995 for VCCs and February 1996 for NCCs. Table 2.2 - CaD
Randomization Activity and OS Enrollment Activity by Clinic Group and Month indicates that in
this time 7390 women have been randomized to CaD (6204 in VCCs and 1186 in NCCs), 67% of
the uniform accrual based design goal. This represents 56% of those who had been randomized to
another CT component as of July 31, 1995 (date selected to allow one additional month for the
annual follow-up visit to occur). This figure probably underestimates the true participation rate as
some CCs experienced further start-up delays. We note that approximately 75% of women asked to
sign a CaD consent form have agreed (see Table 2.3) though this value probably overestimates
consent since the completion of Form 11 - Consent Status may not be complete for women not
randomized. The CaD power calculations assume that 70% of CT participants will be accrued into
CaD. These data suggest that women may be somewhat less willing to participate in this additional
component than expected. The power of the CaD component is robust to rather large changes in
sample size, however, so these early results should be viewed cautiously.

OS enrollment in both VCCs and NCCs has progressed well in the last year, with 42,899 women
currently participating representing 131% of the revised cumulative goal. (See above discussion of
recruitment goals.) The study continues to emphasize CT recruitment over OS; CCs are advised to
give priority to scheduling screening visits for potential CT participants.

Exclusions

Available data on reasons for CT exclusions can be given only a limited interpretation because data
entry is not required for women found to be eligible early in the screening process.
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The primary reason for excluding age-eligible women from HRT is lack of interest or willingness to
be randomized, accounting for approximately 79% of the HRT exclusions. Other exclusions
accounting for 1% or more (where a woman can be excluded for multiple reasons) include: not
postmenopausal; cancer; clinical assessment of ability to participate; logistical issues; history of
DVT, extreme BMI; and recent unexplained weight loss.

The primary reason for excluding women from DM is dietary fat intake, accounting for 46% of the
women excluded. Other prevalent exclusions are: lack of interest; large number of meals eaten
away from home; cancer; clinical assessment of ability to participate; logistics; not postmenopausal;
extreme BMI; recently unexplained weight loss; and age.

Table 2.3 - Reasons for Refusing/Revoking Consent provides further detail on reasons for refusing
consent for each consent process (Screening, HRT and DM). See Form 11 - Consent Status for the
list of reasons for refusing or revoking consent. (Revoking consent in this setting means the woman
initially signed a consent and later decided not to participate and hence is not randomized.) Overall,
85% of women at VCCs and 86% at NCCs asked to sign the screening consent have agreed to do
50; 29% and 32% of women offered HRT participation at VCCs and NCCs respectively have signed
HRT consents. Similarly 61% of VCC women and 63% of NCC women offered DM participation
have signed the component-specific consents. CaD consent has been signed by approximately 75%
of women approached at VCCs and NCCs though this probably overestimates the proportion
consenting as the data may be incomplete for women not participating in CaD.

Among those women who attend a clinic visit but do not consent to screening procedures,
commonly reported reasons for not participating include personal issues, study limitations and travel
issues. For both HRT and CaD the primary reasons were study limitations, treatments, and worries
about symptoms, procedures or risks, and “other.” For DM, personal issues, study limitations, and
travel were the most frequently identified reasons. The reasons cited have remained quite consistent
over time and do not vary substantially between VCCs and NCCs except for some small differences
associated with changes in procedures for collecting this information.

Issues

The challenges of recruiting women into WHI are large and complex. As previously reported, we
face issues of identifying and attracting women into clinic, educating them in the purpose, methods,
risks, and benefits of the study and the treatments involved. Clinics must conduct the recruitment
effort with limited resources and sometimes with local medical community resistance to HRT,
geographical constraints particularly for DM, and ambitious goals for age and ethnic minority
subgroups. From the perspective of a potential study participant, WHI is complex in its multiple
components and their associated entrance criteria, its many required forms and procedures, and even
in its hypotheses. In particular, the objective of weighing potential benefits and risks of HRT is
especially difficult to understand and possibly accept.

The differential yield and study requirements for HRT and DM have suggested that HRT
recruitment could be usefully broadened to a larger catchment area. The clinics that adopted this
strategy earlier showed such good results that others have been encouraged to follow suit. An
informational brochure useful for HRT only recruitment was developed and recently provided to
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assist in this effort. A variety of other materials such as recruitment videos and public service
announcements in both English and Spanish, and guidelines and recommendations for recruiting
older women have also been developed by joint efforts of several committees, the NIH, the CCC
and Porter-Novelli, a public relations firm engaged by the CCC for these activities. The PMC has
also provided assistance to all sites in the form of a spreadsheet designed to help manage and project
recruitment and clinic activities and a “Hot Tips” booklet which listed recommendations for
recruitment and clinic operations. The PMC has also visited the clinics experiencing the most
serious recruitment lags to assess the situation and provide targeted assistance.

The recruitment effort continues to be a high priority of the study leadership and is discussed
frequently in the governing committees. The Steering Committee discusses recruitment issues on a
monthly basis. Actions taken by this committee include developing policies for closing recruitment
for age cells and extending the recruitment period for HRT and for some VCCs without enhanced
recruitment that have the capacity to over-recruit. If these modifications allow us to meet our
monthly goals studywide for the duration of recruitment we will reach our total recruitment goals by
mid-1998 (5/98 for DM and 7/98 for HRT), only a few months after the original projection.
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HRT and DM Randomizations per Month at VCCs
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Figure 2.3b
HRT and DM Randomizations per Month at NCCs
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Table 2.2

CaD Randomization Activity and OS Enrollment Activity
By Clinic Group and Month

Data As Of: 08/30/96
Clinic Group: VCC
CALCIUM AND VITAMIN D SUPPLEMENTATION OBSERVATIQNAL STUDY
RANDOMIZATIONS ENROLLMENTS
Cum. Cum. Pct Cum Cum, Cum. Pct Cum
Year Month Number Number Goal Goal Goal Number Number Goal Goal Goal
1994 September 0 0 0.0 0.0 0.00% 25 25 0.0 0.0 0.00%
Cctober o +] 0.0 0.0 {4.00% 14B 173 0.0 0.0 G.00%
November 0 o} ¢.0 0.0 ¢.00% 374 547 ¢.0 0.0 0.00%
December 1] 0 0.0 0.0 0.00% 500 1047 700.3 700.3 149.50%
1995 January [+ 0 0.0 0.0 0.006% 621 1668 700.3 1400.7 119.09%
February ¢ 0 Q.0 [ D.00% 981 2649 700.3 2101.0 126.0B%
March ¢ 0 0.¢ 0.0 0.00% 1091 3740 7006.3 2801.3 13131.51%
April ¢4 0 0.0 0.0 0.00% 1037 4777 767.9 356%.3 133 .84%
May 2] ] 0.0 0.0 0.00% 1199 5976 767.9 4337.2 137.78%
June 118 118 0.0 0.0 0.00% 1010 €986  167.9 5105.1 136.84%
July 298 416  582.3 582.3 71.44% 880 7866  167.9 5B73.0 133.83%
August 480 B%6  582.1 1164.6  76.94% 1110 8976  767.9 6641.0 135.16%
September 415 1311 582.13 1746.9 75.05% ES5B 9814 767.% 740B.9 132.73%
October 484 1795 382.2 2329.2 77.07% B840 10674 767.9% B176.8 130.54%
Novexber 428 2223 582.3 2911.4 76.35% 832 11506 T67.9 8944.7 128.63%
December 353 2376 371.7 34831.1 73.96% 684 12180 ‘773‘6 5718.1 125.44%
1996 January 462 3028 571.7 40%4.8 74.92% 917 13107 773.4 10491.5 124,93%
February 462 3500 571.7 4626.4 75.65% 1021 14128 773.4 11264.9 125.42%
March 467 3967 571.7 5198.1 76.32% 992 15120 173.4 12038.3 125.60%
April 550 4517 571.7 5769.8 78.29% 1083 16203 3.4 12811.7 126.47%
May 547 5064 554.8 6324.5 80.07% 1115 17318 82B.1 13639.8 126.97%
June 509 5573 554.8 €879.3 B1.01% 1037 18355  B2ZB.1  14467.9 126.87%
July 31z 5885 554.8 7434.0 79.16% 1202 19557 828.1 152%6.0 127.86%
August 319 6204 554.8 7988.8 77.66% 1191 20748 828.1 16124.2 125.68%

WHIP1138 1.1
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Table 2.2 (continued)

Clinic Group: NCC

CALCIUM AND VITAMIN D SUPPLEMENTATION OBSERVATICNAL STUDY

RANDOMIZATIONS ENROLLMENTS

Cum. Cum. Pct Cum Cum. Cum. Pct Cum

Year Month Number HNumber Goal Goal Goal Number Number Goal Goal Goal
1995 February 0 0 0.0 0.0 D.00% 22 22 D.Q c.0 0.00%
March 0 0 0.0 0.0 0.00% 234 256 D.o 0.0 0.00%
Aprii 0 b g.0 0.0 0.00% 481 737 0.0 g.0 0.00%
May o o] 0.0 0.0 0.00% 932 166% 1017.7 1017.7 164.00%
June o) o] 0.0 0.0 Q.00% 1154 2B63 1017.7 2035.4 140.66%
July Q +] o.o 0.0 Q.00% 1039 3%02  1017.7 3053.0 127.B1%
August a o 0.0 0.0 0,00% 1345 5247 1017.7 4070.7 12B.9%0%
September 0 [ 0.0 0.0 0.00% 1350 6597 1017.7 5088.4 129.65%
October 0 ¢ 0.0 0.0 0.00& 1322 7919 1017.7 6106.1 129.&6%%
November 0 4] 0.0 0.0 0.008 1389 9308 1017.7 7123.7 130.66%
December 0 o 0.0 0.0 0,008 1246 10554 1017.7 Bl41.4 129.63%
1996 January 0 0 0.0 0.0 0.00% 1323 11877 1017.7 9159.1 129.67%
February 1 1 0.0 0.0 0.00% 1425 13302 1017.7 10176.8 130.71%
March 7 8 0.0 0.0 0.00% 139¢ 14692 1017.7 11194.4 131.24%
April 68 76 ¢.0 0.0 0.00% 1483 16175 1017.7 12212.1 132.45%
May 210 286 750.0 750.0 38.13% 1430 17605 1120.9 13333.0  132.04%
June 242 5z8 750.0 1500.0 35,208 1502 19107 1120.9 14453.8 132.19%%
July 1135 B43 750.0¢ 2250.0 17.47% 1445 20552 1120.9 15574.7 131.96%
August 343 1186 750.0 3000.0 19.53% 1569 22151 1120.9 16695.5 132.6B%
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3. Baseline
3.1  Design Parameters and Study Goals
Figure 3.1 - Partial Factorial Design shows the current number of women in each original CT cell
under the design (compare to Figure ! of the Protocol in the WHI Manuals, Vol. I - Study Protocol
and Policies, Section 2 - Protocol). The numbers originally randomized to ERT and subsequently
transitioned to PERT are shown in parentheses under the now closed ERT arm.
Figure 3.1
Partial Factorial Design
Number of women in each cell of the partial factorial design.
HRT ]
Not
' Intact Uterus - Randomized
Yes No
| 7,004 (331)' 4,688 20,714 |
Intervention 9,867 937 ( 52) 638 8,292
Control 14,769 1,315( 79) 1,032 12,422
Not Randomized 7,770 4,752 (200) 3,018 -

' Randomizations to ERT among women with an intact uterus was stopped on 12/16/94. The number of these
women is shown in parentheses.

Age and, for HRT, hysterectomy status are important design factors in determining the required
sample size for the CT. Figure 3.2 - Age Distribution by Study Component and Hysterectomy
Status displays the distribution of age and hysterectomy status by study component. Note that the
target age distribution for each component is 10%, 20%, 45% and 25% for the age categories 50-54,
55-59, 60-69, and 70-79, respectively. For HRT, the proportion of randomized women having had
hysterectomies at baseline has been modified to reflect the redesign of HRT; the new target is 45%.

The study continues to experience a deficit in the oldest age category; only 18% of HRT participants
and 14% of DM participants are 70-79 years of age. This is a 1% increase over the levels reported
previously. In the 60-69 year age group the deficits are 4% to 5%. With respect to uterine status,
40% of women randomized to HRT have had hysterectomies.

The difficulties in recruiting older women are numerous. Often these women have multiple health,
personal or family issues that create barriers to participation. The long follow-up period had also
been reported as a reason these women are reluctant to commit. When these women do attend
clinic, the screening process is more difficult for many of the same reasons. To address these
recruitment problems systematically, an ad hoc task force, led by Mary Haan, Ph.D. and Co-
Principal Investigator at UC Davis and Robert Wallis, MD, Principal Investigator at lowa developed
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3.2

recommendations for targeted recruitment of women over 70. These were approved by Council in
August and referred to the Clinical Centers and the CCC for implementation.

The policy to close recruitment into the younger age cells at clinics who are nearing or have reached
their comresponding goals has been further refined. After updating recruitment projections to reflect
recent experience, some modifications were made to permit age-specific recruitment overages at
well-performing clinics to make up for the anticipated shortfall at others. Currently for HRT we
have closed recruitment at 7 VCCs and 1 NCC for 50-54 year olds. For DM we have closed
recruitment at all VCCs and 8 NCCs for 50-54 year olds and 8 VCCs for 55-59 year olds.

Race and ethnicity have been defined to assure the study’s-ability to address particular questions in
minority populations. The study-wide goal to recruit 20% of the WHI population from racial and
ethnic minorities (as compared to the 1990 U.S. Census figure of 17%). To achieve this goal, CCs
were awarded in two pools: Pool 1 CCs are obliged to recruit 60% of their enrollees (for CT and
OS) from racial and ethnic minorities; Pool 2 CCs are asked to recruit minorities in proportion to
their local population. Among VCCs, four Pool 1 clinics were named, each with a particular
minotity population focus: Atlanta (Black/African American); Birmingham (Black/African
American); La Jolla (Hispanic); and Tucson (Hispanic/Native American). There are six NCCs
identified as Pool 1 clinics: Chicago-Rush (Black/African American); Detroit (Black/African
Arperican); Honolulu (Asian/Pacific Islander); Medlantic (Black/African American); Miami
(Hispanic); San Antonio (Hispanic). Enhanced recruitment decisions have modified these goals
slightly.

Race and ethnicity are determined by self-report on Form 2/3 - Eligibility Screen in accordance with
the U.S. Census defined categories. Figure 3.3 - Distribution of Race and Ethnicity presents the
distribution of race and ethnicity among all women randomized or enrolled to WHI by CC group
and funding category (Pool 1 or 2).

Among Pool | VCCs, 32% of currently recruited women are from racial or ethnic minorities, with
most of these being Black/African American (20%) or Hispanic (10%). Among Pool 2 VCCs
minority women represent 10% of the accrued population. Among NCCs, Pool 1 sites have
recruited 58% of their enrollees from racial or ethnic minorities, 28% Black/African American, 13%
Asian/Pacific Islander and 14% Hispanic. Pool 2 NCCs have also recruited over 12% minorities.
Minority recruitment in the CT is at 18% overall, and shows a continuing modest increase.

The Special Population Advisory Committee is working with Pool 1 centers, the CCC, NIH and
Porter-Novelli to facilitate greater recruitment of minority and lower SES women as well as those
over age 70.

Selected Baseline Predictors

To further characterize the recruited population and to demonstrate the balance achieved on other
baseline characteristics, Table 3.1 - Baseline Characteristics by Study Component presents the
comparisons of selected self-reported baseline variables by study component and by treatment arm.

e Demographic: race/ethnicity; martial status; income; education.
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¢ General Health History: ever smoker; ever drank alcohol.

* Breast Cancer risk factors: age at menarche; parity; age at first pregnancy; family history of
breast cancer; history of breast biopsy; oophorectomny status.

* CHD risk factors: history of angina and MI; diabetes; current use of anti-hypertensive
medications and cholesterol lowering medications, family history of MI (males and females)
before age 55 and at any age.

¢ Fracture risk factors: history of falls, fainting and broken bones.

Table 3.2 - Physical Measures by Study Component shows the similar component specific data for
height, weight, body mass index, and systolic and diastolic blood pressures.

The differences between the two HRT cohorts defined by uterine status are of some interest. HRT
participants with a uterus are more often white, tend to be of higher SES, lower BM! and blood
pressure, and report fewer other key CHD risk factors (history of angina, MI and diabetes, current
use of anti-hypertensive medications and some family history of MI). The concemn in examining
these factors is that the study power for the comparisons within these cohorts is a function of the
CHD event rate and differences in baseline risk factors may suggest differential event rates. If the
women with a uterus indeed show a lower CHD risk profile, it may become necessary to increase
the target fraction of HRT women with a uterus (from 55%) to preserve the power of this treatment
comparison. Such a change in goals could be easily implemented since the fraction of women with
a uterus in the HRT component currently stands at 60%.
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nd Ethnicity

Figure 3.3

Distribution of Race a
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Table 3.2 i
Physical Measures by Study Component |
HRT DM CaD Total
without uterus
Measure
Weight (kg) 78.6 (16.5) 74.3(15.9) 76.3 (15.7) 75.5 (14.6) 75.9(16.2)
Height {cm) 161.6 (6.8) 161.8 (6.5) 162.4 (6.3) 162.4 (6.0) 162.3 (7.2)
BMI 31.2 (44.7) 28.5(9.9) 29.5 (23.5) 28.6 (6.0) 29.4 (21.6)
Systolic BP 130.2 (18.2) 127.0 (18.0) 127.2(17.3) 127.4 (17.2) 1274 (18.0)
Diastolic BP 77.0 (9.7) 75.9 (9.5) 76.1 (9.4) 76.0 (9.5) 76.1 (9.0)
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4.1

4.2.

Follow-up and Retention

Overview

Routine follow-up contacts for the CT are designed to ascertain outcomes, assure safety, and assess
and promote adherence to interventions. The follow-up schedule consists of annual clinic visits for
all CT women, a semi-annual clinic visit (or contact after year 1) for HRT women and a semi-
annual contact (visit, telephone or mail contact at CC discretion) for DM women, and a telephone
contact at six weeks post-randomization for HRT women. The Protocol defines a 4-week interval
surrounding the anniversary of randomization, or surrounding the six month time point post-
randomization as the designated contact window.

Adherence to Follow-up Procedures

Table 4.1 - Adherence to Follow-up Procedures summarizes adherence to the follow-up protocol by
time since randomization and study component. Women are considered to have been due for a
contact if the corresponding 4-week contact window was completed by August 31, 1996, indicating
that a contact should have occurred.

Current data indicate that approximately 95% of the first semi-annual visits (SAV-1) required to
date have been conducted, with 73% occurring within the 4-week window overall; in 95% of these
visits all of the required data collection procedures have been completed. For the first annual visit
(AV-1), 94% have been conducted, 74% within the four week window and 78% have completed all
data collection activities. For the second semi-annual contact (SAV-2), are 89% conducted, 66% in
window and 91% complete. The corresponding statistics for the second annual visit (AV-2), are
90% conducted, 68% within window and 83% complete. For the third serni-annual visit we have
75% conducted, 60% within window and 87% complete. This represents a modest improvement in
compliance with the procedures, particularly for SAV-2 and AV-2. Though the study strives for
complete data whenever practical, the goal for conducting AV-1 is 98%. The current performance,
while not yet reaching this goal, represents very high compliance on a whole.

There continue to be small differences in follow-up rates between study components, HRT rates
being slightly higher than DM. While small, these differences are likely to persist as women on
HRT must attend follow-up visits to stay on their hormones. This linkage between intervention and

follow-up does not exist in DM so the perceived need to fulfill study requirements may be less in
DM.

Follow-up for women participating in CaD typically begins at SAV-2, six months after their CaD
randomization. A small number of women are being randomized at their second annual visit as
CaD was not open in time for their AV-1. Their follow-up experience is not reflected in this table.

Clinical Center specific follow-up rates range from 83% to 100% for the SAV-1, 88% to 100% for
the AV-1, 66% to 100% for the SAV-2, and 73% to 100% for the AV-2 among VCCs. The
improvement seen in some of the more poorly performing clinics may be in part attributed to the
focus brought to their issues by the PMC and the corrective actions taken by the CCs. For NCCs the
range of performance is expectedly wider and unstable as the numbers are small; many of the

INANNUALADSMB H096\ANNUAEVANNRPT_4.DOC

L




WHI, Annual Progress Report Page 4-2

4.3.

follow-up procedures are still not routine and their primary focus remains recruitment. For SAV-1,
the proportion of required contacts conducted ranges from 72% to 100%. For AV-1 the range is
17% to 100% which is a considerable improvement over the previously reported low of 33%.
Further discussion of monitoring and improving CC-specific performance may be found in Section 8
- Clinical Center Performance Summary.

Completeness of visits is lower than desirable, especially for AV-1 (78%) because of the critical
measures of intervention effects collected at this point. Several factors contribute to this including
lag time to key entry and assorted data problems, changes in study requirements, and the difficulties
in obtaining lab results from outside organizations. Though there has been some improvement in
this area, we continue to look for ways to increase our performance. Further streamlining may be
required to move this to an acceptable range.

Completeness of visits is greater for DM than HRT, undoubtedly because the number of required
procedures are fewer. HRT women are required to have annual mammograms and pelvic exams
whereas DM women need only biennial mammography. As many of these activities require
requesting information from local providers, there may be a noticeable delay in completing the
required activities.

Table 4.2 - Consecutive Missed Contact Summary presents the number of women who have missed
their first two, first three, or first four consecutive follow-up contacts. Overall approximately 1% of
women due 1o have these visits have missed all of the required contacts. DM control women are
missing consecutive visits twice as often as Intervention women. This difference does not create a
significant problem for the study as long as outcome information can still be obtained.

Retention

Women may refuse to participate in continued intervention or follow-up activities. Women who
withdraw from further intervention are strongly encouraged to participate in routine follow-up
procedures to promote complete outcome ascertainment. Women who decline Protocol-defined
safety related follow-up procedures are to be withdrawn from the intervention. Reports of women
changing their participation status post-randomization and associated reasons are to be submitted on
Form 7 - Participation Status.

Table 4.3 - Participation Status summarizes the current number of women who have asked to stop
either their usual follow-up contacts or their intervention by study component and randomization
assignment. With an average follow-up time of about 13 months, one percent are not being
followed according to the normal procedures, usually at the woman's request. Procedures for
maintaining contact, for conducting limited surveillance of health and vital status, and for re-
engaging these participants when appropriate are being implemented.

Currently 1107 (9.5%) of the 11,692 women randomized to HRT have discontinued use of study
hormones indefinitely. Removing the 331 women who were originally randomized to ERT and
moved to PERT, of whom 33% stopped hormones, we would have an intervention drop-out rate of
8.8% with an average of 12.4 months of follow-up, as compared to a design assumption of 6% for
12 months. This may underestimate the true one year drop-out rate because of the large number of
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HRT participants with less than one year of follow-up. The drop-out rate among hysterectomized
women is 9.9%, somewhat higher than that for women with an intact uterus (7.7% after removing
those women who were changed from ERT to PERT by the December 1994 protocol change). In
VCCs the drop-out rate is 12.9% with an average of 15.6 months of follow-up. For NCCs the rate is
4.1% with 7.4 months average follow-up time.

For DM, 2.1% of women randomized to the intervention have stopped the intervention activities,
with 13 months of follow-up on average.

With only 6.8 months average follow-up, 7.9% of CaD participants are reported as having stopped
intervention. If this result persists we would project an annual drop-out rate of 13.4% as compared
to the 6% rate assumed in the design.

Table 4.4 - Reasons for Stopping Interventions summarizes the frequency of reported reasons for
stopping interventions by study component. The most commonly cited reasons for stopping HRT
are: intervention related issues (42%) and health reasons (31%). Personal reasons (35%) were the
most often stated among DM stopping intervention, followed by other (36%), intervention (22%)
and health reasons (19%). For CaD, intervention related issues are given most often (51%),
particularly intervention associated symptoms and dislike of the pills.
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Table 4.1
Adherence to Follow-up Procedures
Number
Number Conducted in Number Fully
Number due Conducted Window Completed
6-week contact
HRT 9279 8562 (92%) 6925 (75%)

SAV-1 21585 20455 (95%) 15734 (73%) 19432 (95%)
HRT 7712 7439 (96%) 6243 (81%) 6423 (86%)
DM 16564 15611 (94%) 11662 (70%) 15235 (98%)

Intervention 6640 6283 (95%) 4721 (71%)
Control 9924 9328 (94%) 6941 (70%)

AV-1 13826 13021 (94%) 10167 (74 %) 10180 (78 %)
HRT 4788 4555 (95%) 3629 (76%) 3319 (73%)
DM 10865 10210 (94%) 7937 (73%) 8129 (80%)

Intervention 4358 4150 (95%) 3268 (75%)
Control 6507 6060 (93%) 4669 (72%)

SAV-2 8391 7446 (89%) 5526 (66 %) 6812 (91%)
HRT 2885 2633 (91%) 2036 (71%) 2076 (79%)
DM 6691 5891 (88%) 4347 (65%) 5603 (95%)

Intervention 2685 2359 (88%) 1735 (65%)
Control 4006 3532 (88%) 2612 (65%)
CaD 3169 2951 (93%) 2266 (72%)

AV:-2 4039 3616 (90%) 2734 (68 %) 2995 (83%)
HRT 1294 1168 (90%) 877 (68%) 810 (69%)
DM 3295 2947 (89%) 2239 (68%) 2541 (86%)

Intervention 1312 1178 (90%) 903 (69%)
Control 1983 1769 (89%) 1336 (67%)
CaD 826 738 (89%) 580 (70%)
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Table 4.1 (continued)
Adherence to Follow-up Procedures
Number
Number Conducted in Number Fulfly
Number due Conducted Window Completed
SAV-3 333 251 (75%) 200 (60%) 219(87 %)
HRT 133 111 (83%) 95 (11%) 85 (77%)
DM 252 183 (73%) 140 (56%) 164 (90%)
Intervention 97 69 (71%) 54 (56%)
Control 155 114 (74%) 86 (55%)
CaD 160 138 (86%) 106 (66%)

INANNUALADSMB 1096\ ANNUALMANNRFT_4.DOC



‘WHI, Annual Progress Report

Page 4-6

Table 4.2
Consecutive Missed Contact Summary

Missing Missing Missing

SAV-1, AV-1' SAV-1, AV-1. SAV-2! SAV-1, AV-1

SAV-2, AV.2
HRT 66 1%) 37 (1%) 17 (1%)
DM 161 (1%) 90 (1%) 38 (1%)
Intervention 54 (1%) 24 (1%) 4 (<1%)
Control 107 (2%) 66 (2%) 34 (2%)

! Percentage based on those women due for only these contacts.
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Table 4.3
Participation Status
Randomized Stopped Follow-up Stopped Intervention
HRT! 11692 127 (1%) 1107 (9.5%)
Without Uterus 4688 58 (1%) 462 (9.9%)
With Uterus 7004 69 (1%) 645 (9.2%)
With Uterus and
without 6673 60 (1%) 536 (7.7%)
ERT — PERT
DM’ 24636 218 (1%}
Intervention 9867 89 (1%) 211 (2.1%)
Control 14769 129 (1%)
CaD’ 7390 31 (<1%) 582 (7.9%)

! Average follow-up time for HRT participants is 12.4 months.
* Average follow-up time for DM participants is 13.0 months.

? Average follow-up time for CaD participants is 6.8 months.
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Table 4.4

Reasons for Stopping Interventions

Reasons' HRT (N = 1107) DM (N =211) CaD (N = 582)
Personal 61 (6%) 74 (35%) 18 (3%)
Travel 17 2%) 13 (6%) 2 (<1%)
Study Procedures 17 (2%) 13 (6%) 3(1%)
Health 340 (31%) 39 (19%) 77 (13%)
Experiencing Health problems or symptom’s 118 (11%) 34 (16%) 50 (9%}
not due to Intervention
Worried about health effects of medical tests 3(<1%) 0 (0%) 1 (<1%)
Worried about costs if adverse effects occur 2 (<1%) 0 (0%) 0 (0%)
Advised not to participate by health care 145 (13%) 3(1%) 14 2%)
provider
Study conflicts with health care needs 117 (11%) 4 (2%) 17 (3%)
Expected more care 7 (1%) 0 (0%) 2 (<1%)
Intervention 460 (42%) 56 (27%) 206 (51%)
Reports health problems or symptoms from 399 (36%) 12 (6%) 207 (36%)
WHI intervention
Problem with Clinic Practitioner or other CC 6 (1%) 1(1%) 0 (0%)
staff
Doesn’t like taking pills 25 (2%) 2(1%) 79 (14%)
Doesn't like DM requirements 1 (<1%) 34 (16%) 0 (0%)
Problems with DM group Nutritionist or 2 (<1%) 6 (3%) 1 (<1%)
Group members
Doesn’t like DM eating patterns 1 (<1%) 19 (9%) 0 (0%) |
Doesn’t like randomized nature of 25 (2%) 2{(1%) 23 (4%)
intervention
Expected some benefit from intervention 14 (1%) 2{(1%) 0 (0%)
Won't participate in safety procedures. 4 (<1%) 0 (0%) 1 (<1%)
Other 249 (23%) 75 (36%) 183 31%)
Not Given 138 (13%) 30 (14%) 77 (13%)

! Multiple reasons may be reponted for a woman

IANNUALDSMB1096\ANNUALVANNRPT_4.D0C




- WHI, Annual] Progress Report Page 5-1

5.

3.1

HRT Intervention Status

Adherence to Medication

Adherence to medications is assessed by medication rates and changes to study-prescribed
hormones. Medication rates are determined by data collected at routine follow-up clinic visits using
the actual or estimated number of tablets remaining in the returned bottles and the length of the
interval between visits. For this report, women are considered to be adherent to HRT if they have
taken 80% or more of their randomized medication for the given interval.

Protocol-defined changes to study medications occur because of hormone related symptoms, other
adverse effects or hysterectomy. These changes can be to add progesterone, change to an open-label
hormone, or change to another blinded study hormone (from PERT to ERT after a hysterectomy).

Table 5.1 - HRT Adherence Summary presents the proportion of women who were adherent to study
hormones (excluding the 331 women with a uterus originally randomized to ERT) by time since
randomization and study arm and several demographic and other risk factors. Two approaches were
used to handle women for whom pill counts or estimates were not available. The first column
assumes that women without a pill count for this time point (9% at SAV-1, 14% at AV-1 and 22%
at SAV-2) are non-adherent (taking < 80% of pills), giving an underestimate. The second column
presents data limited to those women from whom we obtained a pill count or an estimated count
(about 7% of participant gave estimates). Since women who do not come to clinic or who forget to
bring their bottles may be less adherent than average, this latter number may be an overestimate.
This implies that the six month adherence rate is between 82% and 90%, and the annual rate is
between 73% and 85%, essentially unchanged from our last report. Year 2 rates are between 68%
and 88% at SAV-2 and between 63% and 86% at AV-2.

Under the best case scenario, adherence rates have decreased only 4.5% from SAV-1 to AV-2. The
number of women missing pill counts has increased from 8.6% to 26% during this interval which
suggests that the decline in adherence may be steeper.

Education and ethnicity have a strong effect on adherence with lower adherence among minority
women and those women having eight or fewer years of education as does the performance of the 6-
week phone contact. Age and hysterectomy status are not strong predictors of adherence.

As an additional measure of pill-taking and participant tracking we have looked at the number of
women who are still considered active in the study but have not had pills dispensed with in the last
215 days (one bottle's-worth of pills). Of the 6,442 women who are active and have been
randomized for at least 215 days, 254 (3.9%) have not had a bottle dispensed within the last 215
days. The variability between CCs indicates this may be a tracking issue. Eight VCCs and 14
NCCs have fewer than 3% of women missing medications whereas one VCC and six NCCs have
greater than 9%.

Finally, as was noted in Section 4.3 - Retention and Tables 4.3 and 4.4, 1107 (9.5%) HRT women
have discontinued study medications entirely. The primary reasons given for stopping study
medications were aspects of the intervention (42%) and health issues (31%).
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5.2

5.3

5.4

Adherence to HRT was the primary focus of the May 1996 meeting for CC clinic practitioners,
gynecologists, and Principal Investigators. Early identification of potential adherence problems and
coping strategies were presented. Further discussion is planned for the November 4 - 5 Annual
General Meeting. In addition, the PMC has begun to target their monitoring and site visits to those
clinics whose participants exhibit poorer adherence.

Symptoms

Women may report symptoms potentially related to HRT at routine follow-up contacts or through
non-routine contacts with the CC. The primary symptoms being monitored are bleeding and breast
changes.

Bleeding is a common problem for women with an intact uterus in the first year on study. Table 5.2
- Reports of Bleeding presents the number of reports of bleeding among women with a uterus by
contact type. Twenty-four percent reported bleeding at their six week contact, 30% at SAV-1, 20%
at AV-1, 16% at SAV-2, 14% at AV-2 and 15% at SAV-3.

Table 5.3 - Other HRT Symptoms summarizes the breast changes at the 6 week, semi-annual and
annual visits and at non-routine contacts. Note that a delay in implementing the data collection
procedures for these symptoms reduces the available sample size compared to other displays.
Reports of breast changes (new lumps, nipple discharge or skin changes) are slightly higher in
hysterectomized women than in women with a uterus at all follow-up time points. While 8% to
10% of women are reporting these symptoms at 6 weeks, by AV-1 the prevalence is reduced to 3%
to 4% by AV-1 and appears to be levelling off.

Unblinding

Unblinding to the HRT randomization assignment is indicated for management of severe symptoms
and for serious adverse effects. See WHI Manuals, Vol. 2 - Procedures, Section 5.4 - Managing
Symptoms, Section 5.5 - Major Health Problems and Section 5.6 - Unblinding for details. As of
August 31, 1996, 563 (4.8%) HRT participants’ assignment had been unblinded. The primary
reason for unblinding is persistent bleeding at 6 months post-randomization. In these instances, the
protocol allows for the consulting gynecologist to be unblinded to better assess the need for an
endometrial aspiration. The remaining cases represent unblinding for other symptoms, medical
conditions, provider request and clinic error, 56 cases in total.

Laboratory Monitoring

The endometrial monitoring plan for HRT has been modified to reflect the revised HRT design. In
the new plan, 5-6% of women with a uterus will have an endometrial aspiration at follow-up years
3,6,and 9. Initially all ERT women with a uterus were to have aspirations annually. Since only a
small number of HRT participants had reached their annual visit before the change in protocaol, there
are very few results available for routine monitoring (see Table 5.4 - Results of Endometrial
Monitoring). At AV-1, hyperplasia was present in 9 (5%) of women biopsied (8 cystic, 1
adenomatous). Abnormalities occurred among 31 (9%) women having unscheduled biopsies.
Nineteen of the 31 cases of cystic hyperplasia and all of the adenomatous cases occurred in wornen
with a uterus originally randomized to ERT (see Section 5.5 - ERT to PERT Transition).
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5.5 ERT to PERT Transition

By December 16, 1994, 331 non-hysterectomized women had been randomized to ERT. InJ annary
1995, these women were personally contacted by the clinic and informed of the change in protocol.
The CCC also sent information to all HRT participants regarding this change. Beginning in
February 1995 and as soon thereafter as the focal IRB approvals were in place, these women were
transitioned to PERT. The transition required several steps including signing a new consent, having
an endometrial aspiration if on ERT for eight or more months, taking MPA 10mg for 30 days and
then changing to the PERT arm. All of these 331 women were unblinded but no other HRT
participants were unblinded as a result. Clinics made every reasonable effort to keep all staff except
the Clinic Practitioner blinded to these women's randomization assignments.

The initial response of these women to the change was positive and accepting. After the transition
began, however, many women experienced symptoms, particularly bleeding. Though this was
expected, many women have found it troublesome. To date 109 (33%) of these women have
discontinued their assigned hormones.

Endometrial aspirations performed for these women (85 at AV-1, 129 unscheduled) have yielded 26
positive results (see Table 5.4): 19 with cystic hyperplasia, 5 with adenomatous hyperplasia and 2
having adenomatous hyperplasia with atypia. These results were included in the discussion above,
accounting for all but thirteen of the abnormalities.
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Participants with Pill Counts!

SAV-1
Age
50-54
55-59
60-69
70-79
Ethnicity
Minority
White
Education
0-8 Years
Some H.S. or diploma
Any school after H.S.
Hysterectomy
No
Yes :
Had 6-week Call’
No
Yes

AV-1
Age
50-54
55-59
60-69
70-79
Ethnicity
Minonty
White
Education
0-8 Years
Some H.S. or diploma
Any school after H.S.
Hysterectomy
No
Yes
Had 6-week Call’
No
Yes

*p<0.05 **p<0.01;***p <0001

Table 5.1
HRT Adherence Summary
All HRT Participants'
N % Adherent?
7381 81.8
1350 784
1670 81.5
3079 83.8
1282 81.2
1350 716"
6016 84.1
208 69.7°"
1835 80.7
5280 82.7
4293 82.6
3088 80.7
427 64.9™"
6015 83.1
4457 73.3
780 70.9
953 73.9
1965 74.6
759 71.5
705 61.8™
3746 75.4
126 56.3"
1154 71.8
3152 74.6
2502 743
1955 71.9
293 556
3225 74.8

N
6748

1210
1522
2840
1176

1174
5561

177
1678
4840

3937
2811

336
5563

3825

670
814
1707
634

571
3248

97
973
2736

2156
1669

213
2804

' Excludes 331 ER'i‘-PERT participants and includes participants that stopped intervention/meds.
?If no collection then considered < 80% adherent,
? Only includes participants randomized after 7/15/94,

% Adherent
89.5

87.4"
89.4
90.8
88.5

82.47"
91.0

81.0"
88.3
90.2

90.1
88.7

82.4
89.8

85.4

82.5
86.5
85.8
85.6
764"
86.9

732"
85.2
86.0

86.2
84.2

76.5™
86.1
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Table 5.1 (continued)

| HRT Adherence Summary
% AH HRT Participants’ Participants with Pill Counts’
| N % Adherent’ N Adherent
SAV-2 2254 68.4 1993 871.7
‘ Age
} 50-54 459 64.7 349 85.1
| 55-59 528 68.0 405 88.6
| 60-69 1149 71.1 920 88.8
| 70-79 418 65.8 319 86.2
Ethnicity
Minority 352 61.6 263 82.5"
White 2200 69.5 1728 : B8.5
Education
‘ 0-8 Years 73 53.4 50 78.0
i Some H.S. or diploma 674 69.3 526 88.8
| Any school after H.S. 1797 68.8 1409 87.7
Hysterectomy
No 1341 71.0” 1068 89.17
Yes 1213 65.6 925 86.1
| Had 6-week Call*
No 171 526" i12 80.4
Yes 1444 70.7 1166 87.6
AV:-2 1125 62.7 827 85.2
Age
50-54 182 58.8 i26 84.9
55-59 267 61.8 194 85.1
60-69 521 65.1 398 85.2
70-79 155 60.6 109 86.2
Ethnicity
Minority 132 553 94 M7
White 991 63.7 731 86.3
Education
0-8 Years 39 38.5" 25 60.0""
Some H.S. or diploma 303 64.0 235 82.6
Any school after H.S. 780 63.6 567 87.5
‘ Hysterectomy
| No 587 65.2 440 87.0
1 Yes 538 59.9 387 83.2
Had 6-week Call®
No 25 40.0 13 76.9
Yes 161 58.4 113 83.2

*p <005 ** p<0.01;*** p<0.00]

- ! Excludes 331 ERT-PERT participants and includes participants that stopped intervention/meds.
21f no collection then considered < 80% adherent.
* Only includes participants randomized after 7/15/94.
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Page 5-6

6 Week HRT Phone Call
Number with an HRT Safety Interview

Number with Bleeding
Semi-Annual Visit 1
Number Having Visit
Number with Bleeding
Annual Visit 1
Number Having Visit
Number with Bleeding
| Semi-Annual Visit 2
Number Having Visit
Number with Bleeding
Annual Visit 2
Number Having Visit
Number with Bleeding
Semi-Annual Visit 3
Number Having Visit
Number with Bleeding
Non Routine Visit
Number Having Visit

Number with Bleeding

Table 5.2
Reports of Bleeding
Data as of: 08/30/96

with Uterus

5763
1403 (24.3%)

4470
1323 (29.6%)

2701
530 (19.6%)

1544
240 (15.5%)

689
85 (13.8%)

71
11 (15.5%)

7004
759 (10.8%)
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Table 5.3
Other HRT Symptoms
Data as of: 08/30/96

without Uterus with Uterus
6 Week HRT Phone Call
Number with an HRT Safety Interview 3794 5763
Number with Breast Changes 307 (8.1%) 562 (9.8%)
Semi-Annual Visit 1
Number with an HRT Safety Interview 2876 4286
Number with Breast Changes 180 (6.3%) 331 (7.7%)
Annual Visit 1
Number with an HRT Safety Interview 1805 2631
Number with Breast Changes 69 (3.8%) 122 (4.6%)
Semi-Annual Visit 2
Number with an HRT Safety Interview 1029 143}
Number with Breast Changes 26 (2.5%) 53 (3.7%)
Annual Visit 2
Number with an HRT Safety Interview 500 714
Number with Breast Changes 17 (3.4%) 28 (3.9%)
Semi-Annual Visit 3
Number with an HRT Safety Interview 51 79
Number with Breast Changes 2 (3.9%) 5(6.3%)
Non Routine Visit
Number with an HRT Safety Interview 4688 7006
Number with Breast Changes 26 (0.6%) 85(1.2%)
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Table 5.4

Results of Endometrial Monitoring

AV-1
No endometrial tissue
Insufficient specimen
Normal atrophic endometrium
Normal secretory endometrium
Normal proliferative endometrium
Cystic hyperplasia present
Adenomatous hyperplasia present
Other
Value not entered

AV-2
Insufficient specimen
Normal atrophic endometrium
Normal proliferative endometrium
Other

Value not entered

Non-Routine
No endometrial tissue
Insufficient specimen
Normal atrophic endometrium
Normal secretory endometrium
Normal proliferative endometrium
Cystic hyperplasia present
Cystic hyperplasia with atypia
Adenomatous hyperplasia present
Adenomatous hyperplasia with atypia
Atypia Present
Cancer Present
QOther

Value not entered

With Uterus'

ERT to PERT

24 (13%)
19 (1%)
67 (35%)
2 (1%)
53 (28%)
8 (4%)
1 (1%)
4 (2%)
12 (6%)

5 (19%)
12 (46%)
7 (27%)
1 (3.8%)
3 (126)

30 (9%)
24 (1%)
111 (32%)
10 (3%)
100 (29%)
21 (6%)
2 (1%)
4 (1%)
2 (1%)

1 (<1%)
2 (1%)
16 (5%)
23 (%)

7 (8%)
9 (11%)
26 (31%)

2 (2%)
28 (33%)

5 (6%)

1(1%)

2 (2%)

5 (6%)

1(8%)
7 (58%)
3 (25%)

1 (8%)

1(8%)

16 (12%)
13 (10%)
50 (39%)
4 (3%)
44 (34%)
13 (10%)
1{(1%)
4 (3%)
2(2%)
0
0
9 (7%)
9 (7%)

"Includes women transitioned from ERT to PERT. ERT-to-PERT women account for all of the adenomatous hyperplasias and 19 of the 31

cases of cystic hyperplasia.
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6.

6.1

DM Modification Intervention Status

Timeliness of Intervention

Because the Dietary Modification intervention is delivered in a group format, the first major hurdle
in conducting the DM Intervention is starting groups. Ideally, all women in the Intervention arm
should start attending group sessions within 12 weeks of randomization. Waiting times of 20 weeks
Or more are a concern because of the lesser amount of intervention that can be delivered before the
first Annual Visit. Once randomized, the CC nutritionists make monthly contacts (phone or mail}
with DM Intervention participants to discuss group starting times. Women waiting four weeks
receive a copy of Your New Eating Style, a brief overview of the intervention.

Table 6.1 - Timeliness of Intervention Group Formation describes the waiting time for women to
begin their first intervention session by clinic group. Currently 7,605 (77%) of the 9,867 women
randomized to DM Intervention have begun sessions. Of these 10% waited 20 weeks or more for
their first session. Of the 2,262 women waiting to begin sessions, 19% have waited 20 weeks or
more. Of the women randomized to DM Intervention who have reached their first annual visit 136
(3.0%) have not started intervention {data not shown).

Table 6.1
Timeliness of Intervention Group Formation

Page 6-1 -

Randomized to Intervention

VCC

NCC

Total

6172

3695

9867

Intervention Started

5146 (83%)

2459 (66%)

7605 (77%)

Waited > 20 weeks

517 (10%)

248 (10%)

765 (10%)

Awaiting Intervention

1026  (17%)

1236  (34%)

2262 (23%)

6.2

Waiting > 20 weeks 231 (22%) 191 (16%) 422 (19%)

Adherence to the Intervention Program

Adherence to the DM intervention is assessed by a variety of methods including attendance to group
intervention sessions, completing make-up sessions, and by self-monitoring reports of fat, fruit,
vegetable, and grain scores. Sessions 4, 8, and 12, and 16 are used as indicators of performance
during year one of the intervention.

Table 6.2 - Intervention Program Adherence Summary describes the performance of DM
Intervention women at these four sessions. Attendance is relatively high over the first 6 (weekly)
sessions with 85% attending Session 4. When the sessions move to every other week beginning at
Session 7, attendance declines to 78% at Session 8, 70% at Session 12 and 68% at Session 16.
Experience from the Women’s Health Trial suggests that attendance will decline when the time
interval between sessions becomes longer. However, attendance in the WHT was found to be
positively correlated with attaining fat intake goals, emphasizing the value of promoting attendance.
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Completion is defined as session attendance after taking into account make-up sessions. Make-up
sessions may be completed by attending a different group or by individual or group sessions with a
group nutritionist. The effect of make-up compared to regular group attendance on attaining
intervention goals is unknown. Individual make-up sessions do increase staff workload and clinics
are encouraged to minimize the need for individual make-up sessions. Approximately 90% of
make-up sessions are conducted individually or in small groups other than guest attendance at
regular sessions. Completion is above 90% for Sessions 4, 8, and 12, indicating that make-up
$€$S10Ns increase over time.

Another measure of intervention participation is the number of consecutive sessions that
participants miss, which discriminates between occasional and sequential absences. Of the 3,535
women who have been assigned to all 18 sessions of the year 1 intervention, 7.4% have missed 3 or
more consecutive sessions (data not shown). Additional data for 4-8 missed consecutive sessions
are as follows: 5.6% for 4 or more sessions, 4.6% for 5 or more sessions, 3.6% for 6 or more
sessions, 2.9% for 7 or more sessions, and 2.4% for 8 or more sessions. Note that consecutive
missed session data are reported cumulatively, i.e., participants missing eight sessions are also
counted as missing seven, six, five, four, and three sessions. When participants miss 3 consecutive
sessions the nutritionists activate a restart plan (Interrupted Participation) with participants to
partake in as much of the intervention as possible and ultimately attend sessions again.

Self-monitored fat gram scores are collected and recorded at each session beginning with Session 3
so that participants and nutritionists can track progress toward the goal. The CCC monitors fat
scores collected at Sessions 4, 8, 12, and 16, with the expectation that participants should have
attained their fat gram goals by Session 8. Nutritionists provide additional assistance, at a minimum
after Sessions 8, 12, and 16 to women exceeding their fat gram goals by 25% (i.e., at 125% or
greater of their goal). Performance of self-monitoring was also found to be correlated positively
with attending sessions and attaining fat intake goals in the WHT so it is important for participants
to maintain self-monitoring.

Self-monitoring scores were obtained from 93% of participants at Session 4, 88% at Session 8, 84%
at Session 12, and 80% at Session 16. Because missing values are potential indicators of poorer
adherence, the complete collection of these data is a priority. Among those women with scores
available, the average reported fat score was lower than the average goal beginning at Session 4 and
continuing through Session 18 (data not shown). At Session 12, 75% of women who reported
scores were less than their goal and 90% were within 5 grams of achieving their goal (within
approximately 25% of goal, data not shown).

Self-monitored fruit/vegetable and grain scores are collected and recorded at each session beginning
at Session 8 so that participants and nutritionists can track progress toward the goal. The CCC
monitors fruit/vegetable and grain scores at Sessions 8, 12, and 16, with the expectation that
participants should have attained their fruit/vegetable goal of 5 servings per day by Session 12 and
their grain goal of 6 servings per day by Session 16. Over 84% of women provided fruit/vegetable
and grain scores at Session 12, The average scores were 5.5 servings per day of fruit and vegetable
and 5.1 servings per day of grain,
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On average, 2.1% of the women randomized to the DM Intervention have stopped participating in
the intervention (see Section 4.3). The major reasons given for stopping intervention include
personal, the intervention itself, health, and other.

Table 6.3 - Intervention Program Adherence Summary - Participants with Revised (Lower) Fat
Gram Goals displays the performance of DM Intervention who received lower fat gram goals per
protocol change in implemented September 15, 1995. (The rationale for this protocol change is
described in Section 6.3 - Comparison of Dietary Intake.) Approximately 4,144 women have been
assigned to fat gram goals from the revised algorithm. Of these, 818 have had the opportunity to
attend Intervention sessions through Session 16. Over 90% of these women completed fat scores at
Sessions 4, with fewer reporting at sessions 8, 12, and 16. A lower percentage of women with
revised fat gram goals are reporting scores compared to women with the original fat gram goals.
The average fat score at Session 4 was 28.0, Session 8 was 24.4, at Session 12 was 23, and at
Session 16 was 23.1. These self-reports compare favorably with the results from all Intervention
women (Table 6.2), showing a reduction ranging from 1.7 to 3.9 grams of fat (Session 4, 16).

Table 6.4 - Intervention Program Maintenance Summary describes the performance of DM
Intervention women at the Year 2 and 3 quarterly maintenance sessions, which start Year 2 of the
Intervention program. Attendance and completion and percentage fat scores reported are lower in
Summer than other seasons. Peer group activities are optional, though encouraged, when
Maintenance starts in Year 2. Peer-led groups are a way to supplement the required nutritionist-led
maintenance sessions with the intent of increased participant self-management and motivation. On
average, 3.7% of women per month have had a peer group contact of those who have progressed
beyond Year 1 Intervention (data not shown). This low number is likely due to staff workload
impeding initiation and oversight of peer groups. Increasing peer group contacts is a goal of the
Lead Nutritionists and CCC and a discussion topic on regional Lead Nutritionist calls.

6.3  Comparison of Dietary Intake

Dietary intake in DM is assessed at baseline and post-randomization in both the Intervention.and
Control arms with three instruments: the FFQ, the 4DFR, and the 24 Hour Recall (24 HR).
Supplement intake is reported herein from Current Supplement information, which is obtained at
selected time points in conjunction with current medications. All women in the DM complete an
FFQ during screening (baseline) and at their first annual clinic visit. All other dietary assessments
are administered on subsamples of participants.

Table 6.5 - Nutrient Intake Monitoring displays baseline, year one, and year two data by treatment
arm for percent energy from fat, total energy, total fat, and saturated fat for DM studywide. Table
6.6 - Nutrient Intake Monitoring among Minority Women provides a parallel summary for minorities
(all races and ethnicities combined). Table 6.7 - Nutrient Intake Monitoring in Obese Women
provides a paralle! summary for obese women (BMI>32.3 kg/m?). Table 6.8 - Nutrient Intake in
Women Age 70-79 provides a parallel summary for women aged 70-79. Table 6.9 - Nutrient Intake
Monitoring for Women with Revised Fat Gram Goals provides baseline and year one nutrient data
for % energy from fat, total energy, total fat, and saturated fat for women who have received revised
(lower) fat gram goals. Arithmetic means and standard deviations are presented for all nutrients.
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Non-normally distributed data (total fat and saturated fat) were transformed logarithmically before
testing for treatment differences by t-test.

Percent energy from fat at Year 1 among DM Intervention women, measured by the FFQ, is 24.4%
on average, higher than the DM Intervention design assumption of 21.7% fat. Percent energy from
fat at Year 1, measured by the 4DFR, is 21.7%. One can speculate that the differences between the
FFQ and 4DFR (and between the FFQ and 24HR) are due to intrinsic differences in how data are
collected by each of the instruments, an observation that is common to food reporting methodology.
Other reasons for the discrepancy might be due to a cohort effect within the 4DFR sample
population or that FFQ data are list-based estimates of food intake whereas 4DFR and 24HR data
are reflective of actual food eaten. The post-Baseline 24HR data are collected six months after
randomization and thus reflect early intervention effects of the DM. Percent energy from fat,
studywide, in the Intervention group (21.0%) is significantly lower than in the Control group
(31.8%) as measured in the 24HR (Table 6.5). Year 1 24HR are too few (21) to report.

FFQ data for year 2 are now available, although the sample size is relatively small (n=356
Intervention, n=545 Control). Fat intake (% energy) in the Intervention Group increased 1% and
decreased <1% in the Control Group, on average, compared to year one.

The differences between treatment arms at years one and two are less than desirable, owing largely
to the lower reported fat intake in the Controls and potentially to the Intervention group not
achieving the design goals. Note that the baseline FFQ percentage of calories from fat averages are
inflated, probably by about 3-4%, due to the use of the FFQ as a screening tool.

Tables 6.6, 6.7, and 6.8 report nutrient intake data from subgroups of DM women (minority, obese,
aged 70-79). The three subgroups were selected due to potential risk of not adhering to the
intervention or where little background data are available in the literature. A few general comments
are offered about these data. In general, percent fat intake (FFQ) at Years 1 and 2 DM Intervention
1s higher among minority women than studywide. Nothing is notable about the data from obese
women. Scientifically, a concern about obese women is underreporting of fat intake. We cannot
interpret these data to refute or support this concern as there is not a way to truly measure fat intake.
Regarding women aged 70-79, their mean fat intake is similar to studywide fat intake.

Thirty-one percent of DM Intervention women, studywide, had less than or equal to 20% energy
from fat at Year 1 as measured by the FFQ (7able 6.5), yet 75% of DM Intervention women,
studywide, met their fat gram goal at session 12, as assessed by self-monitoring (data not shown).
We attribute this discrepancy in part to incomplete recording and in part to an apparent
underestimation of fat intake by the self-monitoring process. Although 75% of women reported fat
scores < goal, only 84% of women recorded scores. This incomplete recording of scores may lead
to a selection bias and overestimation of percentage of women who meet their fat goal. The self-
monitoring process underestimation is likely due to a variety of factors, such as limitations of the
self-monitoring instruments (by not having all-inclusive lists of foods) and recording bias. This
apparent underestimation of fat intake by self-monitoring provided the basis for a decision to change
the fat gram goal algorithm used for self-monitoring (implemented Sept. 15, 1996). The DM
Intervention goal remains 20% energy from fat but the self-monitoring too!l goals are adjusted
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downward to approximately 15% of estimated post dietary change energy to account for this bias
(most individual goals are now in the range 24-26 grams of fat daily).

Table 6.9 reports data from women who have a revised (lower) fat gram goal, were randomized
after 6/15/95, and had the first annual visit on or before 9/1/96. There is a 12% difference in %

- energy from fat (FFQ) between Control and Intervention at Annual Visit 1 in these women
compared to an 11% difference for women with the original fat gram goals compared to their
Controls. With relatively little data yet, and no data to temporally compare original fat gram goals
with revised fat gram goals, it is early to draw conclusions about the effectiveness of the revised fat
gram goals towards meeting DM design assumptions though the observed value is in the range we
had hoped to see. Although some women with revised fat gram goals were randomized before
6/15/96, we selected a randomization date of 6/15/95 for this analysis to provide a comparison
group who had not been waiting an unusually long time from randomization to the beginning of
intervention.

Table 6.10 - Body Weight displays baseline and year one body weight data per treatment arm for
DM participants studywide, and for minority and obese participants and those aged 70-79. Modest
weight loss would be consistent with adhering to a low-fat dietary pattern as the average
intervention energy intake usually does not reach the pre-intervention level. Body weight, on
average studywide, decreased 2.7 kg in the Intervention group and decreased 0.8 kg in the Control
group one year after randomization. The difference between arms at year 1 is statistically significant
(p < 0.05) for all participants, obese participants, and participants aged 70-79. The difference
between arms at Year 1 is not statistically significant for minority women.

Table 6.11 - Selected Percentiles for Key Nutrients Based on FFQ Data from AV-1 and Table 6.12 -
Selected Percentiles for Key Nutrients Based on FFQ Data from AV-1 for Women with Revised Fat
Gram Goals present estimates of the upper and lower tails of the frequency distribution for reported
intake of selected nutrients: % energy from fat; total energy; total fat; saturated fat; and calcium
from dietary and total sources. These are intended to assist in evaluating participant safety,
particularly the effect of the dietary intervention on nutrient intakes compared to the control group.

Total energy intake appears to be similar in the Intervention and Control groups studywide for the
lower 5th and 10th percentiles, though both are lower than is nutritionally optimal for weight-
maintaining women in the WHI age range. Percent energy from fat intake appears to be adequate
for women in the DM Intervention even at the lower end of the frequency distribution (based on the
1993 FAO recommendations of a minimum of 15% energy from fat for adults). Assuming that
polyunsaturated fat accounts for at least one-third of the total fat intake, we can extrapolate that
essential fatty acid consumption is probably adequate.

Calcium intake, from both dietary and supplement sources, does not appear to be adversely
impacted by the DM Intervention. If anything, calcium intake is slightly higher in DM Intervention
women than Control women. Women at the lower ends of the frequency distribution in ejther the
Control or Intervention groups are not meeting the RDA for calcium. (Calcium intake from antacids
is assumed to be one dosage per day.)

IMANNUALDSMBI0S6\ANNUALVANNRPT _6.DOC




) ,WHI, Annual Progress Report Page 6-6

Table 6.2

Intervention Program Adherence Summary

Intervention Session

4 8 12 16

Participants Assigned 7461 7071 5589 434]
Attendance 85% 78% 70% 68%
Completion 98% 95% 91% 88%
Self-Monitoring
Fat gram

Score obtained 93% 88% 84% 80%

Average score 29.7 26.6 26.2 270

Average goal 28.5 28.7 29.9 31.2
Fruit‘Vepetable

Score obtained n.a 85% 84% 80%

Average score n.a 5.5 5.6 56
Grain

Score obtained n.a 85% 84% 80%

Average score n.a 49 5.2 54
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Table 6.3

Intervention Program Adherence Summary

Participants with Revised (Lower) Fat Gram Goals'

Intervention Session

4 8 12 16
Participants Assigned 3809 3437 2006 818
Attendance 84% 75% 67% 64%
Completion 97% 93% 86% 79%
i
|
Self-Monitoring
Fat gram
Score obtained 91% 84% 79% 68%
Average score 28.0 244 23.2 23.1
Average goal 247 24.7 248 24.9
Fruit/Vegetable
Score obtained n.a. 82% 79% 68%
Average score n.a. 5.6 5.7 59
Grain
Score obtained n.a. 82% 78% 68%
Average score n.a. 5.0 52 5.3

! Implemented in women starting DM Intervention after September 15, 1995.
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Table 6.4

Intervention Program Maintenance Summary

Maintenance Session - Year 2!

Spring Summer Fall Winter
Participants Assigned 2212 2710 1082 1578
Attendance 66% 62% 68% 64%
Completion B3% T71% 89% 85%
Self-Monitoring
Fat gram
Score obtained 1% 64% 78% 74%
Average score 27.1 270 26.7 28.1
Average goal 321 322 3tl 31.7
Fruit/Vegetable
Score obtained 71% 64% 78% 14%
Average score 59 6.0 6.0 6.1
Goal
Grain
Score obtained 1% 64% T8% 74%
Average score 5.7 5.6 54 5.7
Goal
' VCC only
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Table 6.4 (continued)

Intervention Program Maintenance Summary

Maintenance Session - Year 3

Spring Summer Fall Winter
Participants Assigned <100 337 <100 <100
(data not shawn) (data not shown) (data not shown)
Attendance - 58% - -
Completion - 64% - -
Self-Monitoring -
Fat Gram
Score obtained — 52% - -
Average score - 27.0 - -
Average goal — 30.6 - -
Fruit/Vegetable — 52% - -
Score obtained - 6.2 - -
Goal - 5.0 - -
Grain
Score obtained - 52% - -
Average Score - 5.6 - -
Goal - 6 - -
' VCC only
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Table 6.5
Nutrient Intake Monitoring

Intervention Control Difference
N Mean S§D N Mean SD |Mean' SE p-value’
% Energy from Fat
FFQ Baseline 9867 38.8 5.0 14769 389 5.0 0.1 0.1 0.29
FFQ Year 1° 4040 244 7.3 5882 355 7.1 11.0 0.1 0.00
FFQ Year 2° 356 25.5 7.6 545 34.9 7.0 9.3 0.5 0.00
4DFR Baseline 380 33.6 6.3 626 332 6.4 0.3 04 0.41
4DFR Year | 172 21.7 6.8 277 325 6.4 10.8 0.6 0.00
24 Hr Recall, post-Baseline 73 21.0 9.1 105 31.8 7.2 10.8 1.2 0.00
24 Hr Recall Year | 2] 21.3 6.2 35 33.0 9.7 11.7 24 0.00
Total Energy (kcal)
FFQ Baseline 9867 1812 727 14769 1801 711 11 9 0.32
FFQ Year | 4040 1495 530 5882 1576 629 80 12 0.00
FFQ Year 2 356 1546 524 545 1603 593 57 39 0.00
4DFR Baseline 380 1751 456 626 1744 445 7 29 0.85
4DFR Year | 172 1465 331 277 1637 449 172 40 0.00
24 Hr Recall, post-Baseline 73 1557 385 105 1685 499 128 69 0.14
24 Hr Recall, Year 1 21 1493 378 35 1505 457 13 118 0.92
Total Fat (g)
FFQ Baseline 9867 78.9 360 14769 78.5 351 04 0.5 0.57
FFQ Year | 4040 40.8 21.0 5882 63.1 309 222 0.6 0.00
FFQ Year 2 356 43.7 19.6 545 634 30.0 19.7 1.8 0.00
4DFR Baseline 380 66.1 24.7 626 65.3 236 0.8 1.6 0.53
4DFR Year | 172 349 13.0 277 60.0 225 25.1 1.9 0.00
24 Hr Recall, post-Baseline 73 37.9 22.4 105 60.6 24.6 22.7 3.6 0.00
24 Hr Recall, Year | 21 35.8 15.6 35 57.3 279 21.5 6.6 0.01
Saturated Fat (g)
FFQ Baseline 9867 279 13.8 14769 276 13.4 0.2 0.2 0.28
FFQ Year 1 4040 14.2 7.9 5882 22.3 11.8 8.1 0.2 0.00
FFQ Year 2 356 15.1 7.2 545 224 11.5 7.3 0.7 0.00
4DFR Baseline 380 22.0 9.3 626 21.5 8.8 0.5 0.6 0.38
4DFR Year | 172 11.0 4.8 277 20.1 85 9.1 0.7 0.00
24 Hr Recall, post-Baseline 73 12.2 7.6 105 19.8 89 7.6 13 0.00
24 Hr Recall, Year 1 21 11.8 7.1 35 18.6 99 6.8 2.5 0.01

! Absolute difference
2 p_values are based on testing in the natural log scale except for % Energy from Fat.
31245 (31%) Intervention women had £ 20% energy from fat at year 1.

* 84 (24%) Intervention women had < 20% energy from fat at year 2.
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Table 6.6

Nutrient Intake Monitoring in Minority Women

Intervention Control Difference
N Mean SD N Mean SD Mean’ SE p-value?
% Energy from Fat
FFQ Baseline 1714 394 5.2 2550 39.6 51 0.2 0.2 0.29
FFQ Year 1° 526 27.1 8.1 731 359 1.5 8.8 04 0.00
FFQ Year 2* 32 29.4 8.7 4] 34, 6.9 4.8 1.8 0.01
4DFR Baseline 138 337 6.3 238 340 6.3 0.3 0.7 0.67
4DFR Year | 16 24.0 6.3 4] 329 7.0 8.9 2.0 0.00
24 Hr Recall 8 25.0 8.7 14 329 7.3 7.8 35 0.04
post-Baseline
Total Energy (kcal)
FFQ Baseline 1714 1765 818 2550 1758 825 7 26 0.7¢
FFQ Year | 526 1426 577 731 1439 713 13 EY] 0.43
FFQ Year 2 32 1552 563 41 1482 666 71 147 0.84
4DFR Baseline 138 1704 459 238 1732 450 27 48 0.49
4DFR Year 1 16 1350 303 41 1507 480 157 129 0.40
24 Hr Recall 8 1213 352 14 1627 448 414 185 0.06
post-Baseline
Total Fat (g)
FFQ Baseline 1714 77.9 39.8 2550 78.0 40.7 0.1 1.3 0.97
FFQ Year | 526 434 244 731 58.7 34.8 15.3 1.8 0.00
FFQ Year 2 32 50.6 23.1 41 57.2 29.4 6.6 6.3 0.42
4DFR Baseline 138 64,3 22.8 238 66.2 241 2.0 25 0.48
4DFR Year | 16 357 10.7 41 56.8 235 21.1 6.1 0.01
24 Hr Recall g 325 10.5 14 58.8 18.9 263 7.3 0.00
post-Baseline
Saturated Fat (g)
FFQ Baseline 1714 26.2 14.2 2550 26.2 14.9 0.1 0.5 0.87
FFQ Year 1 526 14.6 8.8 731 19.7 126 5.1 0.6 0.00
FFQ Year 2 32 16.6 1.6 41 19.8 11.2 32 23 0.32
4DFR Baseline 138 20.6 84 238 21.2 8.7 0.6 0.9 0.56
4DFR Year | 16 10.8 38 4] 18.3 84 1.5 22 0.00
24 Hr Recall 8 9.9 4.0 14 20.3 7.7 104 29 0.00
post-Baseline

! Absolute difference
! ? P.values are based on testing in the natural log scale except for % Energy from Fat.
i 2102 (19%) Minerity Intervention women had <€ 20% energy from fat at year 1.

‘a(12%) Minoriry Intervention women had £ 20% energy from fat at year 2.
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Table 6.7
Nutrient Intake Monitoring in Obese' Women
Intervention Control Difference
N Mean SD N Mean SD Mean? SE p-value®

% Energy from Fat
FFQ Baseline 2438 39.8 5.4 3665 398 5.3 0.0 0.1 0.74
FFQ Year 1 934 25.3 7.9 1327 360 76 10.7 0.3 0.00
FFQ Year 2° 75 26.2 7.6 116 350 7.4 8.9 1.1 0.00
4DFR Baseline 380 33.6 63 626 332 6.4 0.3 0.4 0.41
4DFR Year | 172 217 6.8 277 325 6.4 10.8 0.6 0.00
24 Hr Recall 18 24.6 12.0 22 348 5.1 10.2 28 0.00

post-Baseline

Total Energy (kcal)
FFQ Baseline 2438 1978 833 3665 1929 777 49 21 0.04
FFQ Year | 934 1550 589 1327 1651 708 100 28 0.01
FFQ Year 2 75 1550 550 116 1537 606 13 87 0.09
4DFR Baseline 380 1751 456 626 1744 445 7 29 0.85
4DFR Year 1 172 1465 331 27 1637 449 172 40 0.00
24 Hr Recall 18 1401 404 22 1707 510 305 148 0.06

Total Fat (g)
FFQ Baseline 2438 88.3 425 3665 86.0 39.1 23 1.1 0.07
FFQ Year 1 934 44.1 24.8 1327 67.1 349 23.0 13 0.00
FFQ Year 2 75 454 21.9 116 61.5 313 16.1 4.1 0.00
4DFR Baseline 380 66.1 24.7 626 65.3 23.6 0.8 1.6 0.53
4DFR Year 1 172 349 13.0 277 60.0 22.5 251 1.9 0.00
24 Hr Recall 8 40.6 286 22 65.7 20.7 25.1 7.8 0.00

post-Baseline

Saturated Fat (g)
FFQ Baseline 2438 31.2 16.1 3665 30.5 14.9 0.7 04 0.12
FFQ Year 1 934 153 9.0 1327 238 13.2 85 05 0.00
FFQ Year2 75 15.7 79 116 216 11.5 59 1.5 0.00
4DFR. Baseline 380 220 93 626 21.5 88 0.5 0.6 0.38
4DFR Year | 172 11.0 4.8 277 20.1 8.5 9.1 0.7 0.00
24 Hr Recall 18 12.5 10.2 22 225 74 10.0 2.8 0.00

post-Baseline

! Obesity defined as BMI > 32.3 kg/m.

2 Absolute difference

3 P-values are based on testing in the natural log scale except for % Energy from Fat.

% 263 (28%) Obese Intervention women had < 20% energy from fat at year 1.

% 15 (20%) Obese Intervention women had < 20% energy from fat at year 2.
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Table 6.8
Nutrient Intake Monitoring in Women Aged 70-79

Intervention Control Difference
N Mean  SD N Mean SD Mean' SE  p-value
% Energy from Fat
FFQ Baseline 1350 38.5 4.6 2017 384 47 0.1 0.2 0.48
FFQ Year 1° 541 25.4 7.1 806 355 6.6 10.1 0.4 0.00
FFQ Year 2* 45 27.8 8.6 62 36.0 6.4 8.2 1.5 0.00
4DFR Baseline 48 316 5.6 74 336 6.4 20 1.1 0.07
4DFR Year | 22 221 49 39 338 5.8 117 1.5 0.00
24 Hr Recall 12 203 23 11 30.8 5.9 10.5 33 0.0
post-Baseline
Total Energy (keal)
FFQ Baseline 1350 1688 656 2017 1681 676 8 23 0.53
FFQ Year 1 541 1433 547 806 1536 634 103 33 0.02
FFQ Year 2 45 1499 552 62 1511 550 12 108 0.38
4DFR Baseline 48 1559 358 74 1614 390 55 70 0.45
4DFR Year | 22 1351 294 39 1522 395 170 97 0.12
24 Hr Recall 12 1644 394 11 1743 443 99 175 0.59
post-Baseline
Total Fat (g)
FFQ Baseline 1350 72.7 31.5 2017 72.1 322 0.7 1.1 0.42
FFQ Year 1 541 40.8 22.2 806 614 30.2 20.5 1.5 0.00
FFQ Year 2 45 45.4 19.2 62 61.1 26.0 15.7 4.6 0.00
4DFR Baseline 48 556 18.7 74 61.4 21.9 59 38 0.17
4DFR Year | 22 329 9.1 39 57.7 19.1 248 43 0.00
24 Hr Recall 12 40.1 26.2 1i 60.1 22.8 200 10.3 0.02
post-Baseline
Saturated Fat (g)
FFQ Baseline 1350 257 12.1 2017 253 12.4 04 04 0.20
FFQ Year 1 541 14.4 83 806 21.7 11.6 7.4 0.6 0.00
FFQ Year 2 45 15.7 7.2 62 21.2 98 56 1.7 0.00
4DFR Baseline 48 18.7 7.2 74 205 8.7 1.8 1.5 0.32
4DFR Year | 22 10.5 4.3 39 19.9 7.3 94 1.7 0.00
24 Hr Recall 12 11.8 7.2 11 204 104 8.6 37 0.01
post-Baseline

! Absolute difference

2 p_values are based on testing in the natural log scale except for % Energy from Fat.
% 134 (25%) Imervention women aged 70-79 had < 20% energy from fat at year 1.
*7 (16%) Intervention women aged 70-79 had < 20% energy from fat at year 2.
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Table 6.9
Nutrient Intake Monitoring For Women With Revised Fat Gram Goals
Intervention' Control’ Difference
N Mean  SD N Mean SD | Mean’ SE p-value’
% Energy from Fat
FF(Q) Baseline 5861  38.8 5.0 9250 388 4.9 0.02 0.1 0.84
FFQ Year | 440  24.1 7.4 984 36.1 6.9 12.0 04 0.00
Total Energy (kcal)
FFQ Baseline 5861 1802 705 9250 1800 711 2 12 0.69
FFQ Year 1 440 1456 474 984 1599 644 143 34 0.00
Total Fat (g)
FFQ Baseline 5861 78.3 347 9250 78.2 350 0.1 0.6 0.70
FFQ Year | 440 39.1 19.8 984 65.0 323 259 1.7 0.00
Saturated Fat (g) .
FFQ Baseline 5861 27.7 13.3 9250 27.6 13.5 0.1 0.2 0.44
FFQ Year 1 440 13.4 7.5 984 228 12.5 9.5 0.6 0.00

! Intervention group is defined as women randomized to Intervention after 6/15/95 that have revised fat gram goals.

? Control group is defined as women randomized to Control after &/15/95.

3 Absclute difference

* P-values are based on testing in the natural log scale except for % Energy from Fat.
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Table 6.10
Body Weight
Intervention Control Difference
Body Weight (kg) N Mean SD N Mean SD Mean' SE p-value?
All Participants
Bascline 9867 76.5 16.1 14769 76.2 15.9 0.3 0.2 0.17
Year | 4003 73.8 16.5 5981 754 16.0 1.7 03 0.00
Year 2 1200 74.1 16.6 1791 752 16.1 1.0 0.6 0.10
Minority Participants
Baseline 1714 80.3 18.0 2550 79.6 18.2 0.6 0.6 0.25
Year | 542 797 19.5 173 793 18.1 0.4 1.0 0.69
Year 2 119 79.5 18.8 171 77.4 16.4 21 21 0.30
Obese Participants®
Baseline 2438 96.8 14.1 3665 96.2 13.8 0.7 0.4 0.06
Year | 949 029 14.8 1358 94.1 12.8 1.2 0.6 0.05
Year 2 255 92.9 13.3 373 92.6 13.0 0.2 1.1 0.82
Participants Aged 70-79
Baseline 1350 72.1 13.8 2017 72.1 13.7 0.0 0.5 1.00
Year 1 551 69.4 13.9 825 72.0 14.8 26 0.8 0.00
Year2 141 70.2 15.7 223 T1.5 14.7 1.3 1.6 042

I Absolute difference

? P-values are based on testing in the natural log scale except for % Energy from Fat.

3 Obesity defined as BMI > 32.2 kg/m*
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Table 6.11

Selected Percentiles for Key Nutrients Based on FFQ Data from AV-1

Intervention
% Energy from Fat
Total Energy (kcal)
Total Fat (g)
Saturated Fat (g)
Calcium FFQ (mg)
Total Calcium (mg)

Control
% Energy from Fat
Total Energy (kcal)
Total Fat (g)
Saturated Fat (g)
Calcium FFQ (mg)
Total Calcium (mg)

5% 10% 50% 90 % 95 %
14.4 15.9 23.5 342 38.2
747 891 1446 2136 2390
16.5 19.8 36.8 65.8 78.6
53 6.5 12.6 235 28.0
272 345 700 1356 1571
282 366 812 1730 2138
234 26.4 35.6 443 47.1
725 862 1493 2365 2703
23.8 29.7 57.7 101.9 119.0
78 9.8 20.2 373 43.9
235 300 627 1219 1427
250 321 718 1595 1928
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Table 6.12

Selected Percentiles for Key Nutrients Based on FFQ Data from AV-1
For Women with Revised Fat Gram Goals

| Intervention’ 5% 10% 50% 90 % 95%
% Energy from Fat  14.7 15.5 22.8 34.0 38.4
| Total Energy (kcal) 814 927 1432 2065 2309
Total Fat (g) 17.1 19.7 352 60.2 75.6

Saturated Fat (g) 54 6.3 11.7 21.5 26.3

Calcium FFQ (mg) 273 344 717 1343 1496

Total Calcium (mg) 278 374 828 1723 1973

Control’

% Energy from Fat 24,2 27.2 36.1 44.9 47.1

Total Energy (kcal) 757 899 1507 2405 2771
Total Fat (g) 26.0 311 59.6 106.0 121.3

Saturated Fat (g} 8.4 10.5 203 37.6 45.6

Calcium FFQ (mg) 250 305 640 1255 1471

Total Calcium (mg) 268 321 764 1634 1915

! Intervention group is defined as women randomized to Intervention after 6/15/95 that have revised fat gram goals.

! Control group is defined as women randomized to Control after 6/15/95.
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7.

CaD Intervention Status

7.1 Adherence to Supplements

Adherence to CaD study supplements is determined using the same procedures and definitions as
HRT. See Section 5.1 - Adherence to Medications for details.

Table 7.1 - CaD Adherence Summary presents the current experience among all CaD participants
who have had at least one follow-up visit for CaD. In calculating adherence among all CaD
participants, women who are missing this adherence information are classified as non-adherent
(consuming <80% of expected tablets). This provides an underestimate of adherence. Adherence is
also shown among all women who have provided an adherence measure. This is likely to over-

estimate adherence somewhat. Thus, at SAV-2, the true value is likely to be between 46% and 58%.

Age, ethnicity and income are emerging as predictors of adherence with younger and minority
women having lower adherence. Interestingly, lower income women have better adherence rates
than upper income women. Education may also be a factor as some of the initial estimates show
large but non-significant effects, CaD participants who are also participants in HRT are more
adherent than DM only women. This is likely associated more with pill-taking behavior than with
any interaction between the interventions, More importantly, even the most optimistic estimate is
much lower than anticipated, requiring corrective action.

Table 7.2 - CaD Drop-out Rate Summary provides a display of participants who have reported

stopping the CaD intervention at any time post-randomization broken down by the same risk factors.

A drop-out rate of 6% after one year (at AV-2) was assumed in the design. With an average of 7
months of follow-up, the current estimate is 7.9%. Assuming a constant drop-out rate, we would
project an annual rate of 13.4%, well beyond the design value.

There is a noteworthy range among clinics in the proportion of women who are considered active in
the study and are due for resupply of their supplements but have not received them (range is 1% to
34%). This variability is affected by tracking problems, delays in reporting drop-outs, or dose
reductions.

The CaD Advisory Committee has discussed the adherence problems and recommended several
approaches that are under development, including: asking for additional changes in the tablet
formulation; adding a 4 week post-randomization phone contact to assess and encourage adherence;
and incorporating a taste-test during screening. Some information on the effect of these efforts
should be available for our next semi-annual report.
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Table 7.1
CaD Adherence Summary
All CaD Participants' Participants with Counts!
N % Adherent’ N % Adherent
SAV-2 3169 46.1 2505 583
Age
50-54 664 39.6%%* 506 52.0%**
55-59 732 43.0 567 55.6
60-69 1332 49.5 1081 61.1
70-79 441 50.3 351 63.2
Ethnicity
i Minority 379 35.1%%* 277 48 .(x**
| White 2788 47.6 2227 59.6
|
Education
| 0-8 Years 40 47.5 29 65.5
\ Some H.S. or diploma 731 417 595 58.7
} Any school after H.S. 2390 45.5 1874 58.1
| |
| Income |
< $10,000 117 53.8** 131 62.4
$10,000-$19,999 388 49.5 319 60.2
$20,000-$34,999 859 47.8 692 59.4 |
$35,000-$49,999 655 45.8 520 57.7 |
$50,000-$74,999 591 45.2 472 56.6 |
$75,000-$99,999 233 45.5 174 60.9
$100,000-$145,999 136 33.1 89 50.6 |
$150,000 or more 63 28.6 43 41.9
|
HRT
Yes 1223 56.0%*+ 1092 62 7% |
Hysterectomy 499 53.7 438 61.2 |
No Hysterectomy 724 57.6 654 63.8
No 1946 39.8 1413 54.8
DM |
Yes 2465 43 gk 1872 572
Intervention 973 434 743 56.8
Control 1492 435 1129 57.5
No 704 553 633 6.5
HRT/DM 519 57.0 459 64.5

¥ Includes participants that have stopped intervention/meds.
21f nio collection then consideted < 809 adherent.
*  p<0.05
#* p<0.01
i =4 5 < (0.001
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Table 7.1 {continued)

CaD Adherence Summary
All CaD Participants' Participants with Counts!
N % Adherent’ N % Adherent
AV-2 826 41.0 601 56.4
Age
50-54 189 392 135 54.8
55-59 228 38.2 172 50.6
60-69 324 429 235 59.1
70-79 85 45.9 59 66.1
Ethnicity
Minority 75 30.7 48 479
White 751 42.1 553 57.1
Education
0-8 Years 7 14.3 5 20.0
Some H.S. or diploma 196 45.4 146 61.0
Any school after H.S. 620 40.0 449 55.2
Income
< $10,000 27 44.4 19 63.2
$10,000-$19,999 99 48.5 75 64.0
$20,000-%34,999 199 437 151 57.6
$35,000-$49,999 179 40.2 130 554
$50,000-$74,999 153 43.8 112 59.8
$75,000-$99,999 71 35.2 53 47.2
$100,000-$149,999 44 25.0 30 36.7
$150,000 or more 18 22.2 it 36.4
HRT
Yes 266 54 1% 210 6B.O%*+*
Hysterectomy 11 45.0* gl 61.7
No Hysterectomy 155 60.6 129 72.9
No 560 3438 391 49.9
DM
Yes 694 39.2* 503 54.1%*
Intervention 268 41.0 190 579
Control 426 38.0 313 51.8
No 132 50.8 98 68.4
HRT/DM 134 571.5 112 68.8

! Includes participants that have stopped intervention/meds.
21 no collection then considered < 80% adherent.

* p<(05

** p<0.01

**+* p < 0.001
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Table 7.2
CaD Drop-out Rate Summary

Number .
Randomized' % Inactive
Overall 7390 79
Age
50-54 1507 8.2
55-59 1863 7.8
60-69 3011 7.5
70-79 1009 87
Ethnicity
Minority 922 7.6
White 6461 7.9
\
| Education |
i 0-8 Years 108 7.4
Some H.S8. or diploma 1635 6.9 |
Any school after H.S. 5621 8.2 ‘
Income 1
< $10,000 263 6.5 |
| $10,000-$19,999 839 7.2
$20,000-$34.,999 1915 7.6
| $35,000-$49,999 1559 7.6
| $50,000-$74,999 1401 75
$75,000-$99,999 615 8.6
| $100,000-$149,999 348 8.9
‘ $150,000 or more 128 14.8
| HRT
‘ Yes 2861 5.2
Hysterectomy 1142 76 i
No Hysterectomy 1719 37 |
No 4529 9.5 |
Du w
Yes 5647 8.8 |
Intervention 2201 10.6
Contro! 3446 7.7
No 1743 4.8
HRT/DM 1118 5.9

! Average follow-up time is approximately 7 months.
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8.1

8.2

Outcomes

Overview

The identification of potential WHI outcomes for CT participants begins with the self-administered
Form 33 - Medical History Update, which is to be completed every six months. The Clinical
Centers then follow up on these self-reported outcomes by obtaining medical records and submitting
them for review by a local physician adjudicator. A portion of the locally adjudicated outcomes are
then reviewed centrally in an attempt to standardize the definition of WHI outcomes study wide.

Over the past six months, the development of the outcomes investigation process has continued to
advance. This report of the experience of the WHI with respect to protocol defined outcomes
includes data on the following items:

1. Timeliness of Outcome Reporting Process

2. Self-reported Outcomes

3. Preliminary Reports of Deaths and Serious Adverse Experiences
4. Verified Outcomes

Timeliness of Outcome Reporting Process

At the June, 1996 meeting of the Data Safety Monitoring Board for WHI, DSMB members had
questions regarding the length of time required for the various steps of the outcome verification
process. Current estimates based on the WHI experience to date are presented below. When
appropriate, estimates are presented based on the cumulative data collected since the inception of
WHI, as well as on only the most recently collected outcomes data.

8.2.1 Completion of Form 33 by CT participants

This form is used to collect self reported data pertaining to potential WHI outcomes. Participants on
any part of the CT are to complete a Form 33 every 6 months. The following table provides the
percentage of participants’ forms which are collected from the participants and received by the
appropriate CC within the designated time periods following the date the Form 33 was due per
protocol. From this table it can be seen that a little over 80% of Form 33s are received at the CCs
within 30 days of the due date, and nearly 90% are received within 60 days of the due date.

<30d <60d <90d <180d
Cumulative 83% 89% 91% 93%
Due after May 1, 1996 81% 87% 89%

8.2.2 Completion of Form 33D by those participants with potential primary outcomes

Under the revised outcomes collection procedures, Form 33 is used to collect those outcomes that
are never investigated further and to screen for the need to collect more detailed information on the
more important WHI outcomes. Participants who indicate on Form 33 that they have had
hospitalizations or recent cancer or fracture diagnoses are then asked to complete a Form 33D. The
following table provides the percentage of participants' forms which are collected from the
participants and received by the appropriate CC within the designated time periods following the
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receipt of the Form 33. Because Form 33D was introduced in March, 1996, all estimates are based
on recent data. From this table it can be seen that approximately one-third of Form 33Ds have not
been received two months after the Form 33 was processed.

<30d <60d <80d
Since March 15, 1996 58% 66% 69%

8.2.3 WHILMA analysis of Form 33D for potential outcomes needing investigation

Following collection of the detailed information regarding potential WHI outcomes on Form 33D,
the CCs are to process the forms within WHILMA to identify those outcomes requiring collection of
medical records and adjudication of outcomes. The following table provides the percentage of
participants' forms which have been analyzed by WHILMA within the designated time periods
following the receipt of the Form 33D. Although WHILMA was also required for Form 33s under
the initial outcomes collection process, that processing was not implemented until 1996. Hence, the
estimates presented below do not include the processing of those early forms.

i <30d <60d <80d
Since June 1, 1996 64% 83% 93%

8.2.4 Collection of medical documentation

After WHILMA has identified those potential outcomes requiring detailed investigation, the CCs
are to obtain specific medical records from the health care providers as indicated by WHILMA (and

! the WHI manuatls). It is difficult to obtain reliable estimates of the time required for this process

‘ from the early procedures for outcomes documentation. Hence, until the outcomes process is

| dealing only with data collected using Form 33D, the distribution of completion times for these

| tasks will need to be inferred from the completion times for the entire adjudication process given in |
item 8.2.6 below.

|
8.2.5 Local adjudication
\

When all medical documentation has been obtained for a particular adjudication case, that

documentation is to be forwarded to a local physician adjudicator at the CC. The following table
| provides the percentage of adjudication cases which have been returned by the local adjudicator
| within the designated time periods measured from the time of receipt of all medical records at the ‘
CC.

<30d <60d <80d
Cumulative 52% 60% 62%
Since June 1, 1996 70% 74% 75%

l
8.2.6 Adjudication Process from Form 33 Due Date to Local Adjudication

The following table provides the percentage of Form 33s for which all identified potential WHI
outcomes have been completely investigated within the designated time periods following the due
date for the semi-annual Form 33s. From this table it can be seen that approximately 80% of
outcomes investigations are completed within 60 days of the due date for the semi-annual Form 33s.
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8.3

84

<30d <60d <80d <120d < 1804d
Cumulative 15% 80% 81% 83% 84%
Since May [, 1996 76% 82% 84% 85%

It should be noted, however, that the preponderance of Form 33s reported as having complete
investigations in the above table had no potential WHI outcomes reported. That is, at this early
stage of the CT, most participants report no WHI outcomes on their Form 33s. When attention is
restricted to those Form 33s requiring collection of more detailed information on a Form 33D, the
percentage of those Form 33s having completed investigation of all identified potential WHI
outcomes within the designated time period following the due date for receipt of the Form 33 by the
CC js as presented in the following table. Thus, the outcomes process is completed fairly quickly
for those participants not reporting potential WHI outcomes, but only about 25% of the outcomes
investigations are completed in less than four months for participants reporting an overnight
hospitalization or treatment of fractures or cancer.

<30d <60d <80d <120d
Since March 15, 1996 11% 17% 20% 23%

Self-Reported Outcomes

Due to the time involved in obtaining medical records and reviewing those records for WHI
outcomes, there will tend to be a substantial delay between the ascertainment of a potential WHI
outcome on a Form 33 and the final verification of that outcome. For this reason, monitoring
reports will include counts of self-reported outcomes which are still pending verification.

When reviewing the results reported for the unverified self-reported outcomes, it is important to
keep in mind the limitations of such data. In particular, although the participants are asked to report
only those potential outcomes occurring since their last medical history update (Form 33), it is
apparent that the subtleties behind such a request are missed by some women. These errors will be
identified in the outcome verification process, however the results presented in this report will not
yet have been corrected.

As of August 31, 1996, one or more Form 33's have been completed by 21,407 participants out of
32,406 participants randomized to date (many participants were randomized less than six months
prior to the date of data analysis). The average length of follow up for those participants is 13.30
months (range 0.62 to 32.27 months).

Table 8.1 presents the counts and annualized proportion of patients reporting potential WHI
outcomes for the HRT, DM and CaD clinical trials, respectively. For HRT these data are presented
by hysterectomy status. Overall, approximately 13.1% of participants report at least one
hospitalization since randomization, with similar distributions in both HRT and DM components.
The incidences of specific cardiovascular, cancer, or fracture outcomes are also displayed in Table
8.1.

Preliminary Reports of Deaths and Serious Adverse Experiences

According to the WHI protocol, deaths of participants while on study are to be reported to the
Clinical Coordinating Center within 48 hours. These deaths are then investigated and locally
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8.5

adjudicated by a process similar to that for Form 33 data. Since the beginning of the clinical trial,
the CCC has received reports of 69 deaths for CT participants, and the CT enroliment status for
those participants is displayed in Table 8.1. Serious adverse experiences (SAEs) are reported to the
CCC by the individual clinics. For the purposes of this report, all SAEs are reported with the WHI
outcomes (e.g., cancer, stroke).

Verified WHI Outcomes

The CCs began data entering the results of local adjudication of the self-reported outcomes in
December, 1995. As of August 31, 1996, a total of 435 WHI outcomes on 317 CT participants have
been locally adjudicated and entered into the WHILMA data base. Table 8.2 presents the number of
locally verified WHI outcomes reported for participants on the HRT and DM clinical trials. It is
still too early in the CaD component for local adjudication of self-reported outcomes to be complete
for any events reported after CaD randomization. It should also be noted that the outcomes reported
in Table 8.2 continue to represent data from about half of the CCs. Over half of the locally
adjudicate outcomes come from just six CCs, and a single CC (Buffalo) is the source for 17% of the
locally adjudicated outcomes.

Owing to the sparseness of the locally adjudicated outcomes, there is not yet sufficient information
to be able to analyze the reliability of the self reported outcomes. Furthermore, the first central
review of the locally adjudicated outcomes will be taking place in November, 1996 for
cardiovascular and mortality outcomes. Cancer and fracture central adjudication will similarly be
starting during Fall, 1996,

In light of the above, the results of Table 8.2 must be interpreted quite cautiously. It is not yet clear
whether these locally adjudicated cases are at all representative of the CT participants as a whole.
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Table 8.1

Counts (Annualized Percentages) of Participants with Self-Reported Outcomes
(Data Entered Through August 31, 1996)

Number of participants with
Form 33"

Mean follow-up (months)”

Hospitalizations
Ever
Two or more

Cardiovascular Hospitalizations
Angina
Heart Auack
Heart Failure
CABG or PTCA
Carotid Endarterectomy
PVD
DVT
Pulmonary Embolism
Other CV hospitalization

Stroke

Cancer
Breast

Ovary
Endometrial

Colorectal
Other (non-skin)

Fractures
Hip
Hysterectomy

Diabetes (treated)

DEATHS

HRT DM CaD
No Uterus Intact Uterus
3086 4579 16405 3345
13.2 13.0 13.5 7.1

477 (14.0%)
129 (3.8%)

26 (0.8%)
18 (0.5%)
4(0.19%)
22 (0.6%)
0 (0.0%)
2 (0.1%)
4(0.1%)
0 (0.0%)
37 (1.1%)

15 (0.4%)

68 (2.0%)
6 (0.2%)
1 (0.0%)
0 (0.0%)
6 (0.2%)
7 {0.2%)

111 (3.3%)
3(0.1%)

5 (0.1%)
101 (3.0%)
16

564 (11.4%)
171 (3.5%)

27 (0.5%)
14 (0.3%)
6 (0.1%)
22 (0.4%)
4(0.1%)
3 (0.1%)
13 (0.3%)
4(0.1%)
23 (0.5%)

15(0.3%)

83 (1.7%)
13 (0.3%)
1(0.0%)
2 (0.0%)
9 (0.2%)
11 (0.2%)

147 (3.0%)
2 (0.0%)

26 (0.5%)
93 {1.9%)
16

2170 (11.7%)
632 (3.4%)

84 (0.5%)
29 (0.2%)
16 (0.1%)
43 (0.2%)
8 (0.0%)

5 (0.0%)
21 (0.1%)
13 (0.1%)
135 (0.7%)

38 (0.2%)

364 (2.0%)
61 (0.3%)
9 (0.0%)

6 (0.0%)
21 (0.1%)
49 (0.3%)

517 (2.8%)
11(0.1%)

98 (0.5%)
342 (1.8%)
50

271 (13.6%)
48 (2.4%)

20 (1.0%)
9 (0. 5%)
2 (0.1%)
14 (0.7%)
1 (0.1%)
0 (0.0%)
2 (0.1%)
0 (0.0%)
9 (0.5%)

3(0.2%)

42 (2.1%)
12 (0.6%)
(4 (0.0%)
0 (0.0%)
3(0.2%)
8 (0.4%)

57 (2.9%)
2(0.1%)

13 (0.7%)
49 (2.5%)
8

© Number of participants with at least one Form 33 - Medical History Update having valid data regarding hospitalizations.

™ Mean follow-up is computed as the mean number of Forr 33 s per patient times 6 months,
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Table 8.2

Counts of Participants with Locally Verified Qutcomes
for Hormone Replacement Therapy Component

(Data Entered through August 31, 1996)

HRT DM
No Uterus Intact Uterus
Cardiovascular Hospitalizations
Coronary Heart Disease
Myocardial Infarction 6 2 11
Sudden coronary death 1 0 1
Other Cardiovascular Disease
Angina 5 4 21
Congenital Heart Failure 2 1 9
Revascularization 6 1 11
Carotid 0 1 4
Peripherat Vascular Disease 0 0 1
Stroke 4 i 10
Deep Vein Thrombosis 1 3 2
Pulmonary Embolism 0 2 1
Cancer
Major cancers
Breast i 4 21
Ovary 0 0 0
Endometrial 0 0 ]
Colorectal ] 3 3
Other {(non-skin) 4 6 14
Fractures 21 29 131
Hip 0 0 2
Hysterectomy 0 11 17
| DEATHS 4 1 12
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9.1

Clinical Center Performance Monitoring

Performance Monitoring Plan

In June 1995, the CCC implemented a four-step plan for monitoring and assisting CC performance.
The purpose of the four steps is to identify clinic-specific performance issues in a timely fashion, to
reinforce good performance, and to provide assistance or institute corrective action if performance is
inadequate. As part of this four-step plan, the functions of the Regional Resource Center (RRC) at
Bowman Gray School of Medicine were changed to include activities related to this new plan. The
RRC was also renamed the Clinical Facilitation Center (CFC) to reflect this change in activities.
The four monitoring levels are described below. Progress of the CC monitering and follow-up is
reported to the Steering Committee on a monthly basis.

Level I: Routine Performance Monitoring and Follow-up

CCC quality assurance staff and lead staff liaisons regularly contact the clinic lead staff, review
database reports, and perform standard QA visits to all clinics. They monitor clinic-specific and
study-wide performance in key areas to provide timely and routine feedback on performance to the
clinics in question and to provide assistance (e.g., advice, training) where performance needs
improvement.

In July, the Council approved the QA Task Force recommendations for prioritizing and streamlining
QA activities. In response to the recommendations, the content and frequency of the QA visits was
streamlined. Beginning this fall, QA visits will be reduced from a 3-day to a 2-day visit for CCs
without satellite sites and from 4 days to 3 days for CCs with satellite sites. To accommodate the
shorter visits, the standard content of the visits is being reduced to allow time to focus on high
priority areas and on CC-specific issues as needed. In addition, the frequency of the visits has been
reduced from one per year to one every other year for CCs with good performance at the previous
QA visit. As of June, 1996, all NCCs had had an initial QA visit and all VCCs have had a second
annual visit.

Level 2: Performance Monitoring Cominittee

The Performance Monitoring Committee (PMC), formed in July 1995, reviews and notes persistent
concerns in clinic performance. The Committee membership includes two members from the CFC,
two members from the Project Office, and two members from the CCC. Other CCC, Project Office,
and CFC scientists and staff regularly participant in the PMC calls and meetings. The PMC,
meeting via regular conference calls, determines the assistance or other action that may be needed at
selected clinics in the upcoming month. The PMC also identifies the person(s) who will, if asked,
carry out such activities and identifies any study-wide issues to be brought to the attention of the
Steering Committee
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9.2

Level 3: Follow Up on Persistent [ssues

The CFC is responsible for seeing that the recommended activities identified by the PMC are carried
out in a timely fashion. The CFC staff conducts these interactions where appropriate or requests
assistance of another person or group with specialized expertise in the area of concern. A Level 3
site visit may be conducted with one to three members from the CFC, Project Office and/or CCC,
but without selected Pis or lead staff from the other clinics.

Level 4: Performance Enhancement Site Visit.

If the interactions with the PMC do not yield timely results, or if there are sufficiently serious clinic
issues, a Level 4 performance enhancement site visit is conducted. In addition to CFC staff, the site
visit team will typically include investigators and staff from other WHI clinics and a representative
from the Project Office and the CCC. The composition of the site visit team depends, in great part,
on the specific problem areas to be addressed. The CFC takes the lead in coordinating and
arranging these visits, prepares a written report summarizing the site visit team’s finding (for review
by the site visit team), submits the report to the chair of the PMC, and monitors the progress toward
achieving site visit recommendations. A copy of the final report is sent to the clinic, Project Office,
and CCC.

PMC Summary Report

A PMC Summary Report was developed to assist the PMC in monitoring the clinic performance.
The data summary tables include data on the following clinic activities: recruitment, recruitment of
minorities for Pool 1 clinics, HRT, DM, and CaD follow-up and retention, HRT, DM, and CaD
intervention, outcomes, subconiractor data, and data management. Within each table, the
performance of each clinic is detailed for key activities related to the listed category. For example,
the summary recruitment table shows the cumulative percent randomizations/enrollments into each
study component and the percent of goal for the 70 - 79 age group. The tables also include a percent
of goal over a previous time period to allow easy monitoring of trends within each clinic. The
summary recruitment table includes percent of randomization/enroliment goal for the previous two
quarters, and the other tables include cumulative percent through the previous quarter. Within each
table, the final column shows a summary percentage for the activities presented in the table.
Footnotes on each table indicate from which routine database reports the data come. Clmic
performance is further summarized in one summary table listing the summary percentages of each
of the previous tables, thereby presenting an overview of clinic performance in one table. The PMC
report, showing cumulative data through August 31, 1996 is shown in Table 9.1 - Clinical Center
Performance Summary. Possible additions to the report include a summary of the QA visits
conducted by the CCC staff.

The entire PMC report is updated at the CCC every quarter and sent to the PMC. The recruitment
summary table is updated monthly and used for the routine monitoring of specific CCs reviewed on
the routine PMC calls. A copy of each quarterly PMC report is sent to each clinic P1, and an
electronic copy is published to the CC fileservers.
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9.3

PMC Committee Activity

The PMC began meeting via conference call on August 7, 1995. Current membership includes
Anne McTiernan, chair of the PMC; Garnet Anderson and Andrea LaCroix, Co-Project Directors of
the CCC; Ross Prentice, PI of CCC; Curt Furburg, PI of the CFC; Sally Shumaker, Co-PI of the
CFC; Michelle Naughton, Co-PI of the CFC; Jacques Rossouw, Lead Project Officer; and Linda
Pottern, Project Officer. Other routine participants on the PMC calls include Joanne Odenkirchen,
Policy Analyst at NIH; Bernedine Lund, Technical Coordinator at the CCC; and Pam Nance, Project
Manager at the CFC. The Committee held one to two conference calls per month from August 1995
through August 1996, with meetings on January 25 and May 1, 1996. Future scheduled contacts
include six conference calls through the end of the 1996 and a meeting Nov. 4, 1996. The Nov. 4
meeting will focus on a review of the PMC goals and plans for the upcoming year, discussion on
monitoring adherence and retention, and review of additional help that can be given to problem
clinics.

Before each routine call, narrative summaries of performance for each clinic to be reviewed are
circulated to all PMC members. The summaries include information from routine Level 1
monitoring activities by CCC lead staff liaisons as well as updated information about the
functioning of the CC, and reports of current recruitment activities and adherence data. During the
call, briefings on completed PMC visits and calls with clinics are given, materials received from
CCs in response to specific PMC requests, action items from the previous call, and the clinic
summaries are reviewed, and new action items are identified. After the call, a letter summarizing
the PMC discussion is sent to the PI of the clinics reviewed on the call, pointing out areas of good
performance and areas needing improvement.

The PMC reviewed all 40 clinics at least once by December 1995 and a second review of clinics
will be completed by the end of 1996. Specific issues and clinics needing improvement are
addressed more frequently.

During the six months from March ! through August 31, 1996, the PMC conducted one Level 3 and
eight Level 4 PMC visits to clinics. Four additional visits are scheduled through November, and a
visit to two additional clinics is being scheduled for December-January. Three of the completed
Level 4 visits were to clinics that had had a previous Level 3 visit. Subsequently, the PMC agreed
that it would make at most one visit to each clinic for a particular problem area, and refer further
issues to the Project Office. This separation of PMC and NIH site visits helps to clarify and
maintain the CC enhancement function of the PMC visit and separate it from the contract issues
addressed in NIH site visits. The PMC also agreed that after the PMC visits a clinic for a specific
reason, for example, recruitment, it will not usually make a follow-up visit for the same issue.
Rather, follow-up will be by phone, email, or mail, and any further visits to the clinic on that issue
will be in the domain of the Project Office. In addition to PMC visits, the PMC has begun to hold
conference calls with CCs where possible, rather than delaying a visit due to scheduling difficulties.
This is especially effective when the CC has a specific issues that can be discussed on a call, for
example, strategies for HRT-only recruitment. One PMC conference call was held with a CC in
August and one call is scheduled in September.
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After a PMC visit, the chair of the visit prepares a PMC Visit Report, describing the visit, the CC’s
strengths, issues review, and the PMC recommendations. A draft of the report is circulated to the
PMC Visit members before being finalized and sent to the CC PI. Reports for all PMC visits
through August have been completed and sent to the CCs.

During the face-to-face meeting on May 1, the committee reviewed the progress of the PMC to date
and discussed how to monitor changes the CCs were asked to make following discussions on the
PMC call and following a PMC visit. The following suggestions were made and implemented:

showing date requested, date received, assigned PMC member, and date reviewed. This table is

|

1

i * To monitor the request and receipt of materials from the CCs, all requests are listed on a table
|

| included and reviewed on each PMC call.

» To document the CC response to the PMC visit recommendations, a table listing the
recommendations included in the PMC Visit report and the status of each of the
recommendations is prepared. Beginning in July, these tables have been prepared and sent to
the CCs, asking the CC to detail changes they have made.

o To solicit feedback on the PMC visit team’s effectiveness, the PMC prepared a PMC Visit
Survey, that will be sent to all CCs receiving a PMC visit after the final visit report has been
sent. The survey asks for feedback on the content, format, and visitors of the visit, and asks for
suggestions for changes.

It also came to the attention of the PMC that several CCs were scheduling screening visits for OS-
only participants. To encourage the screening of CT women, the Project Office and CCC
temporarily reduced the monthly OS enrollment goals by 35% to encourage CCs to focus on CT
screening.

Two projects begun in the previous reporting period were finalized and sent out to the CCs.

e The Hot Tips booklet, containing generic problems and possible solutions, was finalized and
distributed to the CCs in May.

¢ The Randomization Catch-up Plan spreadsheet that clinics can use as a template from which to
monitor and project individual CC recruitment, screening, and follow-up activities was
distributed to CC PIs and Clinic Managers in April. A second version of the Catch-up Plan
spreadsheet, containing several updates to the participant follow-up schedule, CC-specific yields
from screening visits, and a graph displaying the number of screening visits, CT and OS follow-
up visits, is being prepared and will be distributed to the CCs in September. The Catch-up Plans
have become a very useful tool for CCs to project the number of screening visits and mailings
needed to reach their recruitment goals, and the Project Office plans to request that CCs include
an updated Catch-up Plan with their quarterly reports to the Project Office.

IMANNUALADSMB 1090\ ANNUAL\ANNRPT_9.D0C




200 v6 FNSAON0T ANSAVTYNINN VY]

-suoda) Bumoi|o) BY) JO SUWINIOI AIBLILLINS BU) WO UBYE] $| Biep ABuwiung  ajoN
9 o 5/ S 96 86 62 EL 18 ] 68 68 96 96 o8 8 €8 08 JT] £el SNegon
8 8L 06 16 16 €6 [ £9 6L t8 ¥8 58 £6 6 £L 08 69 7 ¥6 £91 wosong
Sl SL €4 9/ £6 S6 Zl ¥9 [ 18 06 16 96 46 0B 9L 0L 09 Sf AT eMesg
ol L 8 88 96 96 £2 [ 68 88 £6 £6 86 16 1L vl 0L L vl 98 ybingsyid
ti [ 08 [ 16 16 22 ¥ [ 06 88 8 ¥6 ¥6 L gl 8l 9 o 6/ 1eonmed
£l Sl 8L 9L 96 +6 2€ ) 6L 18 €8 €8 6 16 9 S 6L L zL 16 YEMON
] v6 v6 66 | 00L 1S [ 18 68 06 06 26 96 £6 26 16 06 [T oL sjodeauuiy
T 9 9 26 26 £2 vl 58 98 68 06 56 56 £8 28 €9 z8 06 2L siydws iy
8 ' 6L 26 26 96 g6 3 9. BL 18 98 g8 £6 26 84 i SL -7 8L 0t Ejloren
Z i1 98 26 26 8 16 62 (i) 06 68 £6 £6 86 86 6 16 S6 G6 16 al BMO|
IR 18 ¥8 6 1] 52 i9 S8 88 68 88 96 16 £ 1L [ ZL [ 88 afean
£ 1 £8 96 g6 56 z6 zr 9L of 08 ¥8 8 %6 ¥6 8 o8 28 I8 16 ZH oreyng
L 8L 59 £3 56 g5 Iy 2L S8 98 08 L6 ¥6 96 16 3 68 68 49 99 weyBug]|
ol 7 i6 26 06 S6 9 69 o8 18 68 cB 6 56 8z 0B 9L gL 9 921 uBWMOg
S 08 LL 8L 56 96 4 0L i8 08 06 16 [ ¥6 26 ¥6 18 06 98 8 weybuilg
[ 08 6 6 ¥5 6 12 (23 £8 £8 [ S8 6 56 88 28 68 06 2L OEl EJUEY
€ 3 & 2 & ] & 2 a 8 s 8 & ] ] ] 3 3 2 ] & k-3
o o o o) (] o (=] b o nd (=] Y o > o bl o = o0 2 [+:] =]
s 3| 8|2 8|38 2 |2 F| 2|22 12 2 |4
£ E £ £ E E £ E E £ E £ £ £ E g £ £ E E 5
3 3 3 3 3 3| B ] 3 2 3 3 3 ] 3 g B 8 3 3 -
elsagy BlR] qe] RIuUed soWeINO | uopuealslu) OeD | uopusaielul NG |uohusalBly) LHH|  uopueley dn-mopo4 WG |dn-mojiod 1HH juauniniaay
DOA - Lewung
96/1£/8 SJo s 1R
Lpuurng aUSIo3g 3
'l
AIewnuung JIUBULIOLId JIJUI)) [edIUl])
16 2lqeL
G-6 23ed yoday ssa1fo1d [enuuy ‘THM



-spodas Bumojo) S} JO SUWNI0Z AIBWWINS By} WO uaye) S Bjep Arewwng  [8loN

5 Z8 | 88 | 26 | 06 | 06 | 8BS 58 06 56 86 18 | €8 28 06 | 95 19 T815000M]
¥L | 8L | o8 | 06 | 96 | 96 [ ZI 8 ] 001 66 28 | ¥6 08 ¥6 | 89 | 96 BOURLIOL
v | 68 | 86 | 86 | 96 | S6 | ¥B 08 19 56 66 26 | 66 86 66 | 8r | ¥/ | wooighuos
] 8 | 16 | 6 | 96 | 96 v8 06 6 66 98 | 08 26 6 | /5 | €8 pIOjUElS
81 | 9L | v6 | v6 | @6 | B8 | El 8. 8¢ £6 86 vi | 1L 09 v8 19 | 6. | ooy ueg
TZI | 9L | es | 25 | ¥6 | %68 | iF 88 £6 06 66 6L | 56 €8 €8 | 95 | oS puefied
B €8 | 6L | ZZ | €6 | 56 | &L 6. €L 26 66 8L | v8 ) 06 | 89 | 8 puepeQ
L | 4L | 88 | B8 | B | ¥8 | EE 12 S JT] 86 8 | G6 8 56 | 25 | EF A AN
£ 66 | 86 | 86 | /6 | 26 | %2 88 06 v6 66 56 | 16 26 96 | 69 18 EREABN
g 68 | 56 | 96 | 96 | 96 | S5 88 06 86 001 56 | 86 €6 16 | 8L | BL aaynemiiny
ZZ | 0L | 06 | ©6 | 46 | 26 | OF (<] Z0 v6 86 G5 | 68 89 08 | 9¢ | 25 wen
G2 | vz | 28 | 98 | 26 | ¥6 | €¥ 95 /S ve /6 0L | 9 7] B | v5 | 49 SiuEipap
} €6 | 86 | 86 | 86 | 86 | 8B 58 o8 (£ 001 86 | 96 56 96 | 88 | S0} UOSIPEW
EL | 6L | 99 | 19 | 46 | 46 | 1€ £8 06 £6 66 06 | #8 6 | -¥6 | ¥S 18 V1
£2 | 29 | 19 | 99 | &6 | 96 | e L [ [ 66 59 | €9 0s €L | 6y | 28 auln|
ol | iz | £8 | el | 06 [ 8 | e 6/ 8. 16 66 6L | 28 06 06 IS | av ucisnoH
OF | 29 | e8 | 92 | 96 [ €6 | 95 ] 96 56 86 08 | 8 26 98 | ¥5 | ¥9 n{n[ou0H
L Sg | 46 | 96 | ¥6 [ 96 | ¥ 98 18 o8 66 26 | 26 £6 26 | 08 | €8 20-NMD
z | 06 | 96 | 96 | /6 | 88 | 09 06 €6 16 86 06 | 98 16 98 | 88 | S8 ajjiasauen)
vZ | €9 | o8 | o8 | v6 | 88 0L 69 £E 86 25 | 96 it 59 | 62 | 2¢ 1oheq
6t | 9L | 08 | 8/ | 16 | 56 | OF 8 £8 16 66 e | 68 8z 5L THE SNQuINeD
"zl \oe | o8 | s8 | 68 | €8 | ¥ 08 98 86 66 06 | £8 88 06 £5 z5 fneuuBu)
12 | e | 99 [ 89 | 48 | 16 59 B 66 001 6F | 25 9 €5 | €5 | SOk ysNyg-o
v | 8 | g2 | ve | v6 | ¥6 Sl L 06 001 v. | 8 28 98 | 09 | I6 liH edeyd
ple (e ElerE g g g (B E g 8§ BT TEE T EE

. [e,] on o o o (=] (=]
12|88 |5|8|3|8|, 5 &, 8|8/ 2 5§ |\/8\2/8]3 |3 2|3

| E| EJE| E| E| E E £ E g E £ E| el E| E] E E | € | §

cl§5|515|5|28|5| 8 |58 |8| 8| s |2|aja|3|d|&|za]|?3
21N} ereg sgqejenues | sewoong | uopuamsiy) gen | uonusaeluj W | uopuaaei| 1HH | uonuelsy [dnmojiod WG [ dnmOjiod 1HH | Weulirudey

JON - dewing

96/1E/8 30 S8 B1EQ
L L1eUstung IUBULL0JIY DD

{panunuod) 1°6 dqel,

9-6 98egd poday ssa13o01d renuuy ‘THA

J0a'v6 FNSTUE I HNSAVTYIINNYYI



204'V6 SIS0 EWSAVTVAINNVVI

'G2L0dIHM SE QD 1E 9|qe|leAY "8LS0dIHM Wolj paAuRQ ,
"6E1 LdIHM S& D0 18 uni aq ue) “spodey Ananoy AU OO Ul painquisiq 921 LdIHM Wold ¢
‘61 LdIHM SB DD 18 un1 aq ue) suoday Apanoy Alyiuopy OO Ul painquisiq "SZL LdIHM wold ,
"04/0dIHM SB 02 Je uni eq ued "suoday AnAnoy AIUOW OO ul painquisiq 601 LdIHM Wold

G0 g0 SZ'0 L { L siybiam,

"9 [ /8 [eeh | 16 | 28 |oer [ /B | 29 |6EH | €6 [ 4Gk 6L [621 | 28 |€LL | 201 [¥OL [ 6LL | 66 | 9L |BEL | L2 siaegon
L T v6 [€9L L 1ekr | 101 (626 | 281 | €8 |elec [ 991 [€Z) [ep) |8EL ] 06 | 09 [E€LL | 201 | €81 (GkL | 29 411 | 88 uoson |
8 | S8 |ZLL [BIF | a2 |20t | €8 |96 |21 |6sL |Gt |6vL [9EL | 89 | 89 [SOL | S8 |20L | €9 | v6 | 6F) | I8l aeasg
Ih vz |98 | S8 | 1S | v2 | €8 [ev | o | 090 |o6L [ 65 [ Op | 09 | 6S | G2 | 96 |PSL |EFL | €9 | 9L | €9 ybingsuid
Gl | 09 | 64 | 22 | e | v9 |Ov | € | €2 | G¥ |92t |08t [ev2 | 8S | Sy | 6S | €4 (€2 [ 18 | 09 | 82 | 19 | I94dnimed
2l (2. | 1612 |2v | ss | /8 o 6z | 1v |91 (991 {08l | 29 | 46 | 6L |LOL |2E) |6SL | 6S | ¥2 | OF HIBMIN
S |88 | 92 |v0L 1 8v | €€ | v6 | @S | Z& |61+ | et | zvk | O€L |90k | vOL [ vOL | w01 | 95 | 06 | 62 | 68 {801 | siodeauuy
¥ | 06 |22 |20t | 0S | 29 [ 68 | 29 | ov | €8 | 66 |2e1 [ €6 [Er1 | 22 [8LL | v6 | L2 [ 621 | €6 | LL | 66 siydwapy
6 | 8L |0 | 26 | 89 | 65 |29 |29 [ ic | 6p [oLL {o8L |66t | ¥2 [ vO | #6 [ S8 | 06 | IEL | 94 | 8G | OL ejjore
2 16 |92 |96 | sr |05 | 0L |98 [ 69 [1€1 [60L [€9L [ 1O [€0L | 29 [Z2L | 18 | 08 | L4 |60L | ZL | S8 BMO|
O | v2 | 88 | G2 | 8L |26 |2 |29 es | 2 [96 | v6 [Oobt | GO | 99 | /8 | 26 j2EL | 06 | €9 | 66 | €6 ofesy)
€ | 16 |l2tL | €6 | 65 |51 | 62 | €2 |99 | or [z81 991 [s8L | 96 | 29 |02t | 46 | €0L | ¥OL | 64 | 601 | €6 ofeyng
VL | 49 | 99 | SO |e6v | G2 | €L | o€ |82 | 2 |22 [ 48 | 12 | 99 | G2 | 96 | 66 | €0} {901 | 65 | 95 | OF weybug
Gl | v9 |92t | z8 | 6y |ozL |82t | €9 |61z | 08 [ 76 {191 |S2r | €e | e | S [ 28 | €Sk |6kL | ZL |€EL | 99 uewmog
7 198 |28 | 2. |ov |90L | 68 | €F | v9 | Z& |62k | 1GH | 26 |80k | €€ | 26 | 46 |eeb | 06 | 88 | 69 | ¥9 | weybuiuig
€L |22 |oer | s8 [or [9sLsoL |62 [v8 [ €z | 66 | 05 | €8 | 6/ | v2 | 69 | 66 €62 |9l | S9 | vll | €9 BlUENY
T 8 l2 5123 |° sl3|° || |2 |22 2|8 © |82 &
1512 215|2 || 2|32 2|2 3| 2 5|g|2 =

2| sl @ @l w2l E s slE E sy i

el3 26|58 2|8 2|63 2|€|3 2| 3 2|€|=3 =

3 3 3 3 3 3 3

LabelaAe 6L-0L'e0B% | 64-0L 'eob gy [echb e [ech =, jeob 9, [eob o,

| paybiam
IreseAQ JNQ - 9By +1HH - 8By S0 Nalie JWG JLHH

JDA - UBUWINIDAY

(panunuod) 1°6 3qeL,

- L-6 98ed noday ssardold enuuy ‘THM



20a've NS0T HWSAVTYAINNYYI

‘SLLOdIHM SE D0 1e alqelleAy "8L50dIHM Woly paAeg

‘6E L FdIHM SB D0 je uns ag ued ‘spoday Apanoy AYIUOW DO wl peingisiq 921 LdIHM woid
‘6EL LdIHM SB 00 18 uni aq ue) ‘shoday ANAldY Ao DD ul paInguIsig 'Szt LdIHM Wold ,
‘0LL0dIHM SB 00 e uni aq ue) "spodey Auanoy AlUIUOW DD Ul painquisia '604 LdIHM Wold |

50 50 $2'0 ! ! b :siyBlom,
gl 9s 5] 19 ae S LE [ 14 g {49! 1902 | 6SL | LT 0 €€ S8 | 90L | LIL | 9F 9€ £9 13)58210 pA
6 8% 96 4] ot | L2l | 8¢ L2 gs 6L | v¥L | L€} [ POL | SF gF |SE GL | ¥l | 69 ¥S ée €5 asueno |
134 214 vi or e S el 8¢ ¢l L | €cL | ZLL [OLL | 2E S€ |€¢ 09 | #OL | Z¥ €9 g8 59 | yoog Auoig
4] LS £8 L9 (14 B6 v ¢S |62l | ¥9 [ 4L i 2P {991 | 51 6L |0 rL 68 S6 1L L6 56 piojuelg
f 19 6L gl €2 | s EE Qg | £F 8s GL | 0L § £ £9 98 |£8 19 a8 L8 98 | vl | ¥OL | OIUOIUY UBg
[ 95 8§ 65 9c Sc £e gc | tl 6¢ S/ 0Ll | gl | 8E £t |E¢ S6 | ¢0l | G601 | 5SS ¥s 8 puejpod
g 89 88 9. €L Sy | L€ St [F4 62 | €81 { GG| [ €51 | EF tr |EY <6 821 {ver | VL [ 901 ]| S8 puepien
8L {25 | e | Er | 42 [ 81 | B} € | 9¢ | 61 |SL1L |91 |26t | 82 | 82 |9¢ €9 | 05 | 92 | 85 | 0¥ | ¥9 AuD AN
g 69 L9 Sl 6¢c £e 6¢ 0s 8s el |59l | evl | 902 | ¥S 19 |9€ 9L 18 | ¥/ | ¢B | cél | vOL EpPEASN
14 8L 6L £g 8¢ 24 €L 89 1954 98 |8l | 88 | /8L | 19 9L |L1 86 66 | POL | 46 | 801 | 921 aa)neMmiIN
114 9¢ Zs 414 14 £t St Q¢ L 05 09 82 95 9 g8 |0 1S a8 L9 65 | LOL | 64 IWElN
Sl +S L9 4} 1 £e oS £y (74 (34 g6 | BEL | 66 LE ¢y |EE VL 08 0. 8BS vl 0S anuepa
4 88 | 501 | €6 vS ¥S ¥S vi +6 98 | 981 { Occ | 861 | 65 68 |0€ 86 16 66 | 8OL | ISL | 9¥L uosipeny
4" +S L8 [4%] s 85 Ll oF 64 9g | Skt { 26 { bl ]| 9¢€ er {4t LL [ vl | 89 09 S8 94 vi
' 6¥ cB8 [74 6¢ £ 0s 9% 6L G9 | 891 | 642 | BSI 0 0 |0 €L | LeL {021 | ¥S L6 06 eulAl|
6l 5% (14 LS 9t LE 69 £c 0c LS | 8L | L6 08 LS Sy |04 FAT] ] 9t 05 Se FA uolsnoH
£l $S +9 £8 8E ¥S FA3) 54 L G9 | I¥L { SEL | 68BL | 92 Ll €5 ¢B [ 961 | €€l | 6F 9€ LL nnjouoyH
€ 08 £8 S8 4 85 €€ 69 6 BS |l | B6EC [ 091 | I8 L9 (22l 68 i L2 | €4 L1 G8 2G-NMD
1 88 S8 £6 o€ v | €2 99 L5 56 | L6 | €9 | 651 | 88 LL HLEl al 18 65 | €L | SLL | S aasaues)
149 6¢ [43) 61 g S¢ ¥ 61 6¢ . 0L BlL | €01 L 0L [0 9E 05 ge | 09 134 62 nonsg
{44 34 €9 8F | ¥ ee 0S5 St [44 6¢ | S0} {85 | /6 l¢ 6¢ (0 vL | BLY | 66 | #€ 12°] 1% snquinjod
gL [es | 26 | 0L [ 2€ | 9 129 [ 8E | ¥ | OL |BOLIEOL | 26 | IS | W |64 99 | +9 | 08 | 9 [ €S | &F ffeuurouin
LV | 8S |GOL | 19 | B6E | 911 | G2 | SE [ 98B | 62 | €¢1 | S8 |s¢E | 6 £l |0 0L | 2rL ) S8 | B2 [ 691 ]| 06 ysny-1yd
g 09 { /6 [ 29 | 2F | 99 [ 99 [ vC | 98 | 22 {OLLIOFVL { 19 | Op | Ob |EZ G6 | /EL 1921 ) €5 | L | S liH 1edeyd
s1%12 21512 21312 21%]2 2/%]2 2|[% 2 2|52 =
i o1& & s3] i€ s|d & s|2s
13 S{g|3 =2|£|3 F|£|32 2|3 2| 3 2|£(3 2
3 3 3 3 3 3 3
.abeiane 6/ -02'1e06 2, | 87-0L 'fe0h s reob <, jeob o |eob o, jeob o,
peybraom
[[=2E0Te] ,Na - eby ,LHH - @by SO ,0/ed JNa yLHH

DON - JuaunnIaay

(ponunuod) 1'6 2qe],

uoday ssa1foid enuuy ‘THA



20a've aWSTOGa0I BNSAVTYNNNYV]

LLLdIHM SE D0
1e uni 8q uen ‘suoday ANAoY Algiuow

ul paINGUISIA "0960dIHM WOy paaeq |

L 2 0€ |Owoy ueg
g 23 8z el
€ 59 9 anuelpsiy
F 0L zl ninjoucy
g 1€ 8¢ nonsQg
1 1l 89 ysnyg-yo
SOON
0l 02 0¢ uoson |
) 8z 62 ejjore
t a4 Iy |weybuluing
) 82 82 BlUBjY
= S g SJOA
& & x
< p=
SO/WA/LHH
BUYM-UON %

S21UND | jood
1€ Jualjjosuz/uoneziwopuey AjLouly

(panuyuod) 16 Iqe.

6-6 93ed

woday ssarfold fenuuy ‘THA



204've ANSAYTENSTVIVIINNWAT

"spodey AABOY AUIUop Ui PRINGUISIP "L LLdIHM Wold ,
‘98704 IHM 10 1820dIHM SE D0 1B UNI 8G UBD “LELLAIHM WOl |

LG6 ‘0S6 ‘¥B ‘18 '08 'E€ '0L SHSE] Z NSIA [ENUUY
LS6 ‘056 ‘€€ 'O SASE (Z IPBU0Y [BnuUy-lWes
156 '0S6 '001 'v8 L8 '08 'SP ‘¥b ‘8C 'EL ‘0L SASE L MSIA [BNUUY
156 '056 'EE ‘01 SYSE) | IDBU0D [ENUUY-[LUSS
‘Areaaads -pessius-Aey uasq aaey SHSE] peloadxe |IB UDIM 10} PBIINPUOD SIISIA JO 9% = 8jejdwo)
-a)ep 166181 8Y} JO SH2aM Z UIYIM PAIONPUOD UBAQ SABY JEY) BNP S|ISIA JO 9% = SBOM Z -1+
-poIBlua-AaY UABq SBY YSE] AUO JSB8| 18 YOJUM 10} BNP SIS JO 9% = PBIONPUCD 'SIION

5 1o 108 [ 82 169 [ 99 1 v | 90 |68 | ZZ | 98 | is [ 08 |66 |88 | GZ [ v | 25 | 89 | G6 | <6 | €8 [ ez | &6 | S8 | /6 | 26 | 66 | 86 SINEGON
o 6o [oz | 2¢ | €5 | cv [ 18 | 82 | #6 | 0Z | 0z | 65 |02 | €8 | v8 | v | 45 | 89 | 69 | €6 | S6 | 82 | 62 | €9 | 59 | t6 | 16 | £z | 89 UGSoN L
o1 oz 108 {22 122 (22 | 8 |62 | vs | vZ | 19 | €2 | 6c | 98 | 98 | vL | 9 | €6 | €5 | 26 |98 | 06 | ¥8 | €6 | 95 | 56 | 06 | ¥6 | 06 amees
S 02 112 12 {58 |of | ot | S8 | €2 |08 |62 | g5 (v9 | 16 | 16 | 09 | 10 | zv | 26 1 06 | 56 | 16 | 26 | 8 |28 | 86 | 86 | 06 | 06 { uBmashid
51 8L 192 112 €9 | €2 [ S9 1 16 | 16 | 12 | €2 | 95 | %G | 06 | 88 | IZ |2 | Gv 1 66 | 6 | €6 {98 | 98 | 82 | 2/ | €6 | €6 | S6 | ¥6 | 1eonmed
6 16122 192 S0 [ 22 |82 | 96 | 96 | 22 | 89 | iv | 2b | 48 | €8 | Z9 | €9 | GL | ZZ | 96 | 96 § i@ | 08 | ¥3 | G9 | v6 | 6 | 06 | @6 WEMdN
z |6 06 |18 [ 58 | »8 | 28 | 86 {001 | 92 | 82 | 28 | S8 |00t | 86 | €8 | 28 | 26 | 06 |00l | 66 | 06 | 06 | 68 | 88 | 0O | 00+ [00i | 00t | Syodesuuiy
T o8 126 [ S0 9y | 18 | v9 | 66 | 26 | 62 | 62 | 92 | 08 | 26 | v6 | 95 | 8BS | 68 | 16 | 46 | 26 | 62 | 62 | 8 | S8 | 86 | 46 Jeg | z8 | Siudwsw
= T 5z 22 |09 |85 |00 [ 65 | 08 | 22 | BZ [ 82 | 29 | 95 | 18 | |8 |69 | 60 | 82 | 99 | 88 | 28 | 92 | G4 | v | 22 | 16 | 68 | /8 [ 58 Bore]
176 1c6 | Zzs [ €8 | 56 | 86 | 86 |00L | 06 | 68 | +6 | €6 | 66 | 66 | 16 | 16 | €6 | €6 |00L | 66 | 96 | G6 | 56 | 6 | 66 | 00} | 00} | 001 emo|
o1 16z (22 1 28 |02 [ 26 |06 |62 [ 02 | 22 | €L (€6 | S5 | 28 | 68 | 20 | 69 | 85 |66 |96 | 26 | e8 | €8 | v9 | €9 |96 | 56 | 06 | 06 obeaiD
e 125 18 Yoo 120 [ 89 | 20 | 06 | 28 | 62 | #Z | 12 | 99 | 06 { é9 | +£ | 2 | €8 | €8 | 96 | G6 | €8 | €8 | S8 | #8 | 96 | 66 | 96 | 46 orepng
> T8 60 VoL | 60 | 98 | 26 | 88 | 26 ] 62 | 08 | 16 | 28 | 46 | 6 | 6. | 28 | €6 | €6 | 66 | 66 | 68 | 98 | ¢6 | ¢6 ; 66 |00} | ¥6 | G6 weubig
i To7 Te2 ¥es 65150 [ €5 |cee {18 |92 | 0Z |8y | ev | 28 | 22 | 99 1 89 | 29 | 46 |26 |26 | €8 |08 |08 | 22 [ v6 | ¥6 | €6 | €6 uewimog
t |76 106 V€8 1 c8 | 06 | €8 |OOL|00L | ¥B | vB | 68 | 16 | 86 | /6 | ¥8 | v8 | 68 | 69 | 66 | 86 | 26 | 26 | /6 | ¢8 { 86 | 86 | 26 | 06 | weyBuwig
S (68 | 06 { 89 68 16 ve 1e8 | <8 | 98 | v6 | 26 | vZ | 2 | 96 | 96 | 66 | 66 | 68 | ¥8 | €6 | 26 | 66 | 66 | ¥6 | ¥6 By

- [7<) [7=) w [r=) [7=] [T+ w0 [7+] [+] w [T5] [74) [75) 3] [Te] [7=] [T+] [T4) [7+] [{+) O [7s] =] w [1%] [14) [75)

A EIEEIE I A A B R H A R BA B B R4 B B A B DA R4 B4 B4 R R

“|s. g[8 E|55|2|5|28|2 1812|5812 8|2)|2 g1 2151815181218 1518

- | E ]l g | E ‘| E ‘| E : | E C | e | E | E ‘| E ‘1 e £ | E

el 5551515551555 |58(5(5|8|5!5|5|5|3|5|z2]58|z|8]|3]58]|s

lelaad m-m_QEOO M 2 -/+ | PeJoNpULD QG_QEOU 94m 2 -4 | pajanpuod O—O_Q oo SHM Z -+ [ PBIONpUG) Ew_QEOO )M 2 =+ | peianpuod | pelonpucd
42 VSIA [ENUUY 22 [ENUUY-I8S 2L VSIA [enuuy 2L [ENUUY-[Wos eem 9

20A - dn-mofi04 JHH

(ponunuod) 1'6 Aqe],

01-6 28ed unoday ssardoad [enuuy ‘THMA



200 Y6 HWSME\0 | GNSCVTIYANNYVI

"9820dIHM 10 18Z0dIHM SE D0 18 uni aq ued “LELLdIHM Wold

LG6 '0S6 ‘v 18 '08 'EE ‘0L SHSE] [Z NISIA [enuuy
LS6 ‘056 "EC ‘01 SHSE) 2 PRUCY [BNUUY-{Wes
LS6 “0S6 ‘001 ‘P2 18 ‘08 ‘S ‘vt '9E ‘EE "0 $HSEl | USIA [ENUUY
156 ‘056 ‘EE 'O SHS® i JoRlUOD [BNUUY-IWSS
Areayonds ‘pasalua-Aay u9aq aaey Sysel Poloadxe (e YoM 10) PaJINPUOD SHSIA JO % = eleidwon
-ajep 19618} Sl JO SYFOM g LiYiM PAIONDLIOS 433G BABY JBUl aNp SHISIA JO % = SHBOM g -/+
‘palajua-Aey Usaq SBY ¥SE} BUC JSE8| Y8 YIIUM JO) BND SHSIA O % = Palonpuoy :S310N

cl g8 0] 7] ge 6L 28 | 001 | 98 (3] g8 +8 191SaIOM
gL or v6 09 0L Gl Fa:) 06 98 06 E6 a6 69 96 |ajuenal
3 65 66 i 4] 001 5,813 16 66 | 66 001 ] 66 | 00L | 00L | OOL | 3oolg Aucig
9 26 [4:] ge 6L 98 1001 |00L | 26 S6 86 pIOIES
61 og 8 QL |73 6 ag a8 aL 6 06 16 ag g9 | ciuojuy ueg
Sl €8 £g 6t [<F3 S6 06 (4] cg £5 66 86 96 cb puejuod
Pl sB 06 £9 L Q01 X 26 o8 SL 86 96 296 86 puepeQ
£l 8 56 174 Gl % 6 96 %5 I8 L6 66 96 L6 Ao AN
L 6 96 58 06 £6 6 S6 | £6 €6 | 85 |00L ] t6 96 EPeAIN
4 £5 L6 E6 6. QoL 6 £6 16 96 | 66 86 86 66 2RNEM]IN
12 | 69 08 LE £9 18 98 18 | #¥5 | 09 L8 9 g8 56 Iwely
FAS 0g 8 69 +9 68 8 £8 9 9. L6 06 86 86 JqUEPSN
4 S6 96 s8 88 004 ¥6 4] L6 95 {001 | 66 B6 86 UosIpeEw
£ o4 v6 418 EB £6 b4’ 08 B8 1001 | 66 S6 66 66 1
€2 05 [ 1] oe oL | L =] St £9 %] gL ot 1L BUIAJ|
ol 08 06 el S 69 |00L | G6 | Q0L | ¥6 96 +8 8 96 6 66 66 WolsNoOH
2 28 98 Q0L €6 £6 11 | €S 16 | 001 ) 66 L6 (] £6 nn{cuoH
S £6 ¢6 08 i6 86 i6 | /8 68 18 | 66 | 66 JCOL | 66 2A-NND
6 16 98 £g 8 vl 19 £6 [%°] 6 L6 £6 Zb 66 86 L6 96 Blilaseure
e FA 4 59 0 0 Ll 6L 98 bL 3] 96 1] 9 69 waRg
0Z 8L SL ey &} |7 1] 86 05 96 £6 SNQUIRIOD
Ii |e 06 QL Bg 96 og ig 68 &8 ] 95 S6 6 feUDuD
e 9 £S5 19 Q5 6l 12 68 £S 08 FA:] USny-IyJ
218 o8 98 69 12 £6 ar L9 vl 6 J0O0L |00OL | 26 /B my 1edeys

- [1=] [7=] [&] [743 [Te] w [T+] @O W [7=] [3=) [1e] o [15] [7<) [1+) [74) [Ta] w [1<] W [£=] w [7<] [T+] w o [7+7)

HHBHEEBHEEBEEEEHEHEEHHHHEHEE R R

g 8212128121 8|21813|8|2|3|2|2|2 121222 g12Z1321213812]|:2

b E h g b £ by £ v £ h m h m B m s m I m < m I m. b m.r B m.a

sl 555555 5|51 516|5|5|5|5 2|5 5|25 |caf[8|als|za]s]s

(JRIBAQ spdwon | symz -+ |pejonpuo) | eleidwon | sumg -+ |peonpuog | eisjdwon | simg -+ | pslonpuasn adwon | symz -+ |pelanpuo) | pajonpuod)

+¢ VSIA fenuuy 22 [enuly-jwag L+ NSIA [Enuuy 2 [ENUUY-UIas T

23N - dn-mojjod 1HH

. (penupuod) 1°6 dlqey,

. 11-6 28ed uoday ssa18oid enuuy ‘THM




204've WSA\96\01 SWSAOVIVIINNVVE

"ty LOdIHM Hodar wold ¢
"8¥£0dIHM Hodai woig ,
"ShLOdIHM podal wold |

"snjels ,UonuaAIaul aAloe, yim siuedioied paziwopuel Jo 9 = dn-mojjo4 Buinuiuo)

"/ WO UD - | Snpeis dn-moj[o} yim (NQ 10} siuedioued uonusasiul) sjuedioied paziwopuEl o % = uonuaaBiu) Buinuuo) 1S3I0N
9 96 96 001 ¥6 86 86 16 6 86 86 06 06 sIAegon
Sl £6 6 66 og 66 66 6 6 86 86 8 8 uoson |
g 96 6 001 $6 66 66 86 86 86 66 68 16 ajueas
4 86 6 00t 86 001 66 0oL | 00l 68 66 68 68 ybingsild
7l 6 Lid?] 66 48 66 66 96 96 86 86 £8 £8 jJajonmed
4 L6 16 001 06 [o[e]} 66 00} | 00t 66 66 16 16 jemen
£ L6 96 001 £6 00!t 66 6 96 00L | ool 06 06 | stiodeauuiy
8 56 56 001 16 86 86 c6 43 66 66 06 L6 siydwap
91 £6 3] 66 26 96 96 ¥6 L6 56 G6 c8 S8 Blioren
3 86 86 0ok 56 001 66 -| 66 66 00l 66 £6 £6 BMO|
A 96 L6 96 €6 B6 66 86 86 66 66 L6 05 obeolyp
6 S6 6 001 06 66 66 /6 16 66 66 £8 £8 oleyng
0 ¥6 96 001 58 66 66 86 66 86 66 98 18 weybug
L1 76 S8 66 06 16 86 LB 66 16 B 98 .8 ueLIMOg
gl 43] ¥6 00t 68 66 66 L6 16 66 66 08 €8 | weybuuig
el 6 56 001 98 66 66 66 66 86 66 4] £8 Ejuely

= o D © D D © © © D D © © D © © ©

m (o)} (=2} [e)] =2 =] Ouu... [s}] Quw.. <D QUN. o] ﬂV...J 23] OV....., =2} OVu..

o o w o w o o o o o o o o o nu..u o

|23 |22 |2 |2|2|=2|2|2|<2]|=

£ E £ £ £ E £ £ £ £ £ E £ E £ E

G 3 3 3 2 3 3 G 3 3 3 3 3 G 3 G

NZEe) dnmojjo4 dnmojjo4 uonuaAIBIU| dnmojio4 uouUsAIBIu| dnamojio4 uonuaaay

Buinunuon o, | Buinuuoy e, | Buinupuo) <%, | Buinuuog % | Buinunuo) ¢, | Buinuguo) % | Buinuuod %
SO ¢ded MNd LHH
JJA - uonuaiay
(panunuod) 16 qel,
p1-6 93ed

woday ssaidoid enuuy ‘fHM



200'Ve JNSAOS0 THINSIVTYIINN VI

"$P20dIH M Wodal wold
‘8v/0dIH M Hodar wold ,
‘Sh20dIH M Hodas woag |

“SNiEIS ,UONuUaAIalul 2Al0e, Uim siuedioiued paziwopues jo % = dn-mojo4 Buinuiuon

W10 UG P - | SNEIS dn-moljo) yum (NQ Jo) sjuedioied uoljuaaiaiul) siuediojied pOZIWOPUEL JO 9% = UOIUBAIBI] Buinujuon ISOION
86 00l £6 Q01 001} 001} 26 19158210 M
66 001 S6 66 001 66 66 ajuello)
66 00} Qo|} 001 66 0ol L6 yoolig Audls
66 001 96 001 00l Q01 L6 paojuels
g6 66 96 001 001 66 56 oluojuy ueg
66 0ol 86 001t 001 66 96 pueluod
66 001 86 001L 0ol 0014 86 puepeQ
86 001l 86 66 86 86 £6 AuD AN
66 001 001t 66 86 001 96 EPRAIN
001 001 Q01 00t 001t 001l 66 asynemiiN
86 001 96 66 16 el
8 001 Q01 Q0L £6 66 L6 JluelpaiN
0ol 001 0ol 001 001 001 L6 uosipey
66 001 86 00t 001 66 76 vl
66 00} 004 001 96 aul|
66 001 001 001 a0l 001 ¥6 uojsnoH
86 00} LB 00} 96 66 L6 AnjouoH
66 001 001 66 001 0oL ¥6 J0-NMD
86 66 L6 001 66 66 &6 jiasauien
86 001 96 66 G6 yoneqg
66 001 00l 001t 001} 001t g6 snquinic)
66 001 66 Q0L 001 001t S8 neuuaulD
001 00!t 001 001 004 ysny-iyo
00l 001 001 001 00t 001 66 inH 12deys
3 & 3 m, 8 & 3 & S > a > & & 8 &

o = o o e o & o s o F o x =) =

sl | s ||| || |=|2|=2]|2]:=

| [1B18A0 dnmaojjo4 dnmojjo4 UOIUBAIBIL| dnmojjo4 uocitusalay) dnmojjo4 uoluaAIaIug
| Buinunuos 9% | Buinunueg 9% | Bunuiuos o, | Buinunues < | Buinunuo) o | Buinunuon % | buinuuod <,
SO JBD Na yLHH

JIN - uonualay

(panuguod) |6 3[qey,

. S1-6 23ed woday ssa13o1d renuuy ‘THA




204'V6 GWNSAYS\0TENSAOVTYNINNYYI

“§00) 0} paiNquUIsIp Jou Hodas GWSA Wol4 paInodo Buipuiqun ou woym 1oj sydd jo <, = Bupung % .
‘spodey Aoy Alutuop

Uy PAINGIISIP ‘ k¥ 1 LdIHM Woi4 “suonoe|joo fjid Apnis spnjoul Yeuyl pajonpuod S| ISIA [BNULY 10 % ,
‘800 0] painquysip Ajauiinol 124 jou ‘sisAjeue glep wold

‘spuedioiped | H3d < 1H3 Buipnioxa ‘| isia [enuue je ajeuniss 10 wnoo ||id Aq painsesw se Juaiaypy |

S0 b L siyGiam,
L 68 68 £6 6 06 06 98 S8 SIABQON
Gl ¥8 68 96 66 08 18 18 18 uoson |
4 08 16 86 86 06 06 98 88 ajless
F £6 £6 66 66 26 26 06 16 ybBingsiid
ot 88 88 £6 £6 68 68 ¥8 S8 J@yonped
9l £8 £8 06 16 88 88 S/ S NiemanN
9 06 06 ¥6 56 26 26 S8 (=] sijodeauuiy
L 68 06 56 96 06 16 S8 .8 siydwagy
Ll 98 98 6 56 88 18 08 08 Bjloren
1 £6 £6 16 26 56 G6 26 26 emo|
6 68 g8 96 /6 06 88 ¥8 S8 obeann
I ¥8 ¥8 16 z6 g8 ¥8 08 6 ojeyng
€ 06 L6 56 96 88 06 06 68 weybug
zL 58 g8 16 16 €8 £8 Z8 Z8 uelmog
v 06 16 76 56 L6 26 /8 ) weybuiug
gl 58 ) £6 £6 88 68 1L LL BIUEY

= © 7] © © D © O o]

M o [a)] 9 (o)) [=)] (o)) (o> [o)]

d = & = = o 2 o )

2 = 2z = 2 = 2 b=

one paybam AISIA fenuuy NSIA [EnuUy

12 Junon jiid yum e Jualeypy %08 <
218A0 LSutpung % UBWOAN % UBWOA %

O0A - UONHUBAIBIY| [HH

(panunuod) 1°6 dqe],

91-6 23eg yodoy ssaifoid [enuuy ‘THM



20a'Ve gNSAWs\0IBWSUVIVINNYVI

‘$00 1 PEINGUISIP 10U Loda) gS(Q welg paJnado Buipunqun ou woym 10} s1dd Jo % = fuipung %
‘spjoday Ananoy Aulvop

ul PAINGUISIP ‘L L LJIH M Woi4 “suondejoo id ApMs apniaul jey; palonpuos S| USIA |eNUUY O %
'$00) 0] panquIsip Ajaunol 184 Jou ‘s|sAjeue eiep wolg

‘sjuedioied | HId < LT Buipn|oxs 'L JsiA jBNUUE JB 3]BWIIS JO Junod lid Ag painseew sB JuBIBYPY |

5'0 L 8 sjufiia m,
6 S6 S6 18158210 M
i 001 B6 ool 00t BOUBLIO|
L 56 L6 ¥6 6 ¥ooig Auolg
6 S6 S8 pIOjUB}g
Sl £6 00! L6 |6 QIUCIUY UBS
g1 06 96 6 28 puefiiod
9t 26 S6 0014 8 puEEO
6l L8 L6 06 8 A AN
£l 6 86 68 96 epRABN
£ 86 L6 96 001 aaynEM|I|N
cl 6 66 S8 1] lwely
12 e 86 98 S JLUE|IRDOW
14 +8 56 g8 vl UOSIPEW
i £6 S6 £6 26 v
£e 08 g6 L BUIAI|
L L6 66 56 LB uolsnoH
8 15 26 001 43 ninouoH
0c S8 SB6 08 re 00-NMO
S 16 86 B6 96 BlliAsaulRD)
¥e £E 86 Q noieg
9 LB L6 SNQWIN|eD)
|4 86 36 96 001 Heuuould
2 66 66 ysny-iyg
Ll 08 86 001 1l ItH 18dey)

=4 [{e] [1<] [{+] [1e] w [Eo] [1e] [

& o S 5 4 R @ 4

2 2 H = H s | 2 2

Leae palybiem AISIA {ENUUY USIA [BNULY

T IN00 lid im IE IS UPY %08 <
IRIBAD Buipeig % U WO pA % uaio p %

DON - UCIUAAIAIY] THH

(panunuod) 1'6 9L,

L1-6 35ed

pnoday ssardoid fenuuy ‘THM



204 V6 NS0T BWSTYTYANNYI

'$n0 01 peinguIsip Ajaupno 194 Jou sisAjeue ejep wold ‘swesb el + sieob wesb jey Hay; uey) sS8] 1o 0} [ENbO 581095 1B) YIIM LUBLIOM JO 9 o
"§737) 01 PaINQUISIP Ajaunnoy 104 Jou sisAfeue eiep wolZ sjeob wesb 1e] 1oyl uey) ssa| Jo 0} [enbe S80S JB) YUMm USLIOM JO % :

"CZP04IHM ubBnosut
$97 0 8|qe[leAY "BBS0dIHAM WO} PAALSQ "Palaiua-As) UBBQ dABY Blep UOISSES WOYM J0) UBLLIOM / Z| LUOISSS J0) $810JS Ul PBUINE OYM UBLLIOM = P3390 % |,

"12bOdIHM SE S99 0) 8|GR|I_AY “¥LLLdIHM Wold "semanoe dn-sxew Bunejdwos 1o suoisses dnoib Buipuone uswom 9, = sseualsjdwo)

"LZPOdIHM

yBnosy; 97 01 8|qejleAY "88S0dIHA WOy paaus "paisiua-As) usaq SABY BJep UOISSaS WOUM IO} UBWOM / Z| UOISSIS PIPUSIIE OUM USWOM = BIUBPUSNY %,

‘spoday AuAoY AJUIUOI DO YlIM PEINGUISIP 212 UIum ‘B LLAIHM PUE OL L LdIHM WOl POAUSQ uoHUsAIs|ul paLels 194 Jou eAey ING $X29M OZ Uey)
$$9] BuIliEm U8Bq SARY JO UOIEZILIOPUES JO SY28M (g UIUIM UONUSAIDIU PSLIEIS OUM UCHUSAIBIUI INQ O} PIZIWIOPURI UBWIOM % = uoliewo) dnoib jo ssaujaw) |

=T A Se'o 1 L b 1 suBlam,
-0l L8 18 08 08 08 08 828 88 vl Sl 08 08 16 26 99 99 L8 88 SIegon
rl 64 18 4] 6L (4] 6L 88 8 0L 0L 41 ¥8 L6 56 £9 89 LL [4:] uosan
4 ag 8 08 18 08 18 £6 ¥6 145 8 c8 8 £6 £6 9L L c6 £6 alljeag
[ 68 88 g8 8 68 88 £6 ¥6 8 S8 88 L8 16 6 S vl 56 £6 ybangsud
G o8 06 68 06 68 06 £6 6 L 8L 68 56 L6 96 LL o8 16 26 ionimed
18 6L L8 |4 64 L 6. 68 06 el S S 6L 8 68 8BS €9 £6 6 HIEMBN
£ 8 68 68 £6 68 £6 26 £6 274 9L 68 £6 z6 G6 82 08 96 96 sijodesuuiy
8 S8 98 .8 18 .8 L8 68 68 8. 8. 8 .8 16 06 69 62 £6 S6 siydwap
91 8. L8 9/ LL 9L LL 68 16 7 274 9L L 88 06 69 <L |22 L8 elioret
! 06 68 L6 16 16 46 96 96 98 98 LB 56 Q0L 66 v L2 L8 28 EMO|
9 Sg 88 16 26 L6 26 68 68 A 17 16 G6 06 06 8. 8 68 06 ofiedlyn
cl 08 08 08 6L 08 6L %) 18 29 c9 08 6. 6 S6 Ll LL 98 L8 ojeyng
9 S8 98 68 L& 68 16 L6 06 9. 9. 68 L6 £6 ¥6 £l 124 88 06 weybug
£l 08 18 €L vi £L vL 68 &g vl £l EL vi 8 88 69 ¢l 68 L6 uewmog
Ll 18 08 £8 L8 £8 18 68 68 LA i 8 c8 06 B8 9 9 18 £8 weybuig
6 £8 mlm| £8 £8 £8 £8 L8 m..m 9. 2L £8 £8 olm 06 89 69 £6 £6 ejuelly

4 [+ [is] [T+3 [{=] [£] [T=] w [{s] [=] [7+] [T2] 0 [F] [Ts] [1+] [Te] O [T=]

sl 22ttt esteletel2lal2lal21212] %3] %

o [w) ] o on (=] o o (1] o [=)]

2|22l d| || =2 =222 |=2|=2|2]<] =

£ £ £ E £ £ g E £ £ £ E £ E £ g £ E

3 G 3 o 3 3 3 3 3 | 3 3 G 3 s | 3| 3 3 3

Lane palyblam ,PBIeI00 % | Pe198110D % mm G+ |eab > o n‘m_m_em > 9 ,PBI03I0D % | eM8|dwod % ;82uepuany %] ,uonewo) dnosb
BWLIWNG urels Bapsini4 wely je4 aoueunIopad 0 sSaUlBLL |,
(z1 uoissag) adualaypy
DA - UonuaAaul Na
(panunuod) 1°6 Aqe],

81-6 98¢y wuoday ssardoid renuuy ‘THM




204 ve NSO HINSUVTYIINN YL

*$00 01 PRINQUISIP AJoUIINOI J8A 10U SISA|BUR BIEp WOl4 "SWEeIb 9A)) + S|B0D WEID jB) JI8Y] uBy) 53] JO 0] |BnDO 5010036 1€) YItM USUWIOM JO % .

$09 o} paInquisip Asunnos a4 Jou sishjeue Bjep wos4 "sizob welb te) Jtey) vey) $58{ 10 o |enbe 50100 1B} UM UDWOM JO 9,

"€Zr0diH M ybnoy

§07) 01 BIQEJlEAY "ZRSOIHAM WOCI) POALSQ "palslua-Aa)y Uaag SABY BIRP UOISSOS WOYM J0) USLWIOM [ | UCISSOS 10) S3100S U) PEUIN] OYM UBWOM = p8II8j00 % |,
"LZP0dIH M S© §DD 0] SqEpeay ‘11 LJIHM wold saliagoe dn-axew Bunsiduiod 1o suorsses dnosb Guipuone uawom %, = ssausladwo)

"LZPOdIHM

ybnoy S0 0} AIqEJIBAY '8RSOdIHM WOIJ PAALSE PRISIue-ADY UDSQ OARY RIEP UOISSHS WOUM 10) UBWOM / 24 UDISTAS POPUS)E oYM UaWOM = BIURPUSNY % ,
‘spoday AlANDY AQIUOW 30 UILM PINGUISIP @JE YdIyM 'g11 LdIHM PUR 0L LLJIHAM tol) PeAUs "UO[IUaAIsIU| paliels 12k 10U BARY INQ SY68M (2 uey)

555) BUIEM UDBY BABY 10 USEZIWOPUE) JO SHIBM (Z UIYIM UOHUIAIBIU] PBLEIS QUM UOUEAIBIUI NG O) PSZIWIOPURS udwoMm % = Uolleuno} dneib jo ssauysuwly |

S2'0 52'0 ! ! 1 ! 1 1 :sjybiom,
I3 S8 06 g SB [4:] 56 06 6 64 E8 [4%) 56 68 S6 94 74 L6 E6 1852210 M
ol ¥8 &8 ig L8 26 96 69 59 i8 26 £6 Z6 L4 L4 06 £6 CROENEN
¥l 08 L9 9g og 98 08 |23 09 98 0% 26 o8 €9 0s 6 6L yooig Auolg
6 |41 06 62 6L L& [o]4] ] 28 \6 6L £l 16 £6 [ £8 €6 86 piojuels
gl -7 8. b vL vL vL 6 [ LL L L vL %] B4 13 &S 88 16 OlUQUY UES
4 88 €6 96 P6 96 ¥6 i8 i6 69 &8 96 6 001 001 62 98 S5 L6 pueod
91 64 €L 2l el a8 69 04 as 43 9 06 97 G2 at £8 L] puepyey
0e [ 22 Sl S8 (74 S8 24 6L 2L 09 95 S8 al 8 61 a5 G9 S6 001 Ao AN
€ 88 06 98 g8 96 4] 06 ¢6 98 98 €6 £ LL L Ld:] 96 2peASN
4 88 06 4] [l 46 6 L3 | 7 26 001t 56 001 18 8L 26 96 aaynemiiN
2l 8 29 68 68 [ 001 28 0 68 2] {9 €L S8 wely
2 96 £S5 St ¥E Sb rE gL 6L 6% 14 Sy PE 19 $S SE LE ¥ 18 JUEPIN
9 S8 S8 L6 56 16 S6 64 |43 99 99 L6 S6 66 96 i 89 ch €6 UOSipEW
£l c8 06 o a8 26 001 99 3 o S6 £6 001 Y3 LL 26 LB ¥l
61 LL 0L 64 6 4] 8. ¥9 96 6L P9 6L 9 9 9 G6 S6 qulAl
Ll 61 74 [4:] Z8 [4:1 (4] £g 98 £9 ¥9 [ c8 98 ¥8 G9 19 16 g8 UC)SA0H
8 S8 a8 £g 26 £8 [ £6 001 9L {6 £8 26 ag 0ol o8 00t 06 86 nnjouaH
g 98 4] 98 28 98 g 86 86 08 g8 98 28 i6 68 9L 0g i8 16 3a-NM9
1 06 €6 £6 S6 £6 S6 16 001 26 S6 £6 £6 G6 96 [4:] 98 8L 98 ajjiasauien)
[44 0L 69 B89 89 61 28 £9 S9 k] £9 89 £9 bS [4% I1:] 68 noxeQg
5! L] £8 Bg 88 16 3] £L 9 88 <8 88 001 8g [4:] €6 LB snquwnjon
Sl og 98 08 £6 08 €6 g8 06 £9 19 08 £6 S6 86 99 9L <8 LB leuujomg
£2 59 48 iy iy SL s iy L |73 4] 1) ysny-wo
L2 St L1 8L L 8L vi 68 £6 3] 9 8L |73 18 +8 534 BS 98 £6 H [9deyD

P L] <] Lt Lie] o [ca) [{e) [ o Jied w L1 Wwr oJ Li+] w Ly [42]

sl 2 i1z >lels1o1213 12121 S1als]lats o =

“1 2181221318122 1Z)2|218]1231]3]|32 2 s

: £ . € . £ : £ - - | € F | € .| €

sl | S| 518§ is§)zals8 |35 3] 5 2

Jaae papybiam (PO1381190 % | ,peosied % ua g+eob > eob > g ,PE1201I0D % Leidwog % [,8ouepusiy %], uonewsos dnoib
ewwng uelc) Bepmni4 weig jed 80UBULIONEg jO sseulewn ]
{21 U0IsS585) eouaiaypy

QIN - vanuaaizul Na

(panunuod) 16 3qeL

61-6 29eg - woday ssai8o1g enuuy ‘THM



o

J0a've dNSUY\0 1 HWSOVTVNANNYY|

"spoday AlANOY AjgIuoW Wl paINQUISIP Ep L LdIHM

wol4 suoyoa|od Jiid Apnis apnjoul Jeyl PeloNpUoD SZ NSIA [eNUUY-IWSSG JO % ,
'$00) 0] palnguisip Ajsunno oA jou 'sisAjeue

BJEP WOI4 ‘g USIA [BNUUY-ILUBS J2 8Jeulise 10 Junod ||id Aq painsesw se Jualaypy |

Ji £ 18 65 SIABON
14 £9 2 85 uosan]
i 9 99 19 ajjesg
G |7 98 29 ybingsiid
6 L. 68 £5 1%oNIMEd
gl 19 0L LS NIEMBN
2 6. S ¢8 s|jodeauupy
0l ¥4 6 6¥ siydwapy
£ 9. 58 49 E|loren
3 08 86 29 EMO|
Gl L9 LS 59 obeaiyn
4 94 06 L9 orejng
8 (74 94 L9 weybug
cl 69 68 6Y UBLLIMOG
Ll 0L .6 954 wieyBuuing
9 vi &6 &5 ejuey
x © © 3] D (3] ©

s |21 2121212 2

abesany 2-AVS Z-AVS
1B Junog ||Iid yum |1 Jul1aypy %08 <
||et8AD UBWIOAA % USWOAN %

DOA - UonuUaAlIaiu| ged

(panunuo) 1°6 Aqe],

07-6 23ed uoday] ssa1foid enuuy ‘THM



2004'v6e NS0T ENSAVIVNINNYYT

‘Aptapenb sO0 0} PAINGINSIG "SEBOIHM LU0} PAALUSQ "S661 ' UL WO WND 'SIONS p > YIM SHAQY POAIYDIR % .

"spoday YO AluiuoW 92 ul panquisiqg
"PrOLdIHM Wwoid “adA) isia Joj pannba: sjonbie uo paseq ‘sjonbije poojg sigidwe)d %,
‘suoday yo AlUIUOW DO Ui pRInquIsia €201 dIHM Wolj paausaq (g - | sapeib) Anjenb ajqeidaooe jo 903 %,

9 96 86 6 £6 66 66 56 S6 SIABQON
a9l L6 £6 £6 £6 £6 26 o8 98 ugsony
i £6 G6 56 96 56 S6 06 06 9ljeag

9 96 96 001 0oL 86 86 06 06 ybungsuid

14 46 16 001 Q0! 66 66 L6 L6 1ayonimed

S 96 L] /6 16 16 16 v6 6 NEMIN

L 66 001t 86 00} 004 001 66 66 | stodesuuiy
Sl 26 b Q01 G6 a8 i8 68 68 siyduwapy

8 96 96 66 001 46 6 16 06 BllOreT

Z 6 {6 00} 00} 86 86 £6 26 EMO|

2 6 L6 Q0L 001 86 86 £6 £6 obealyy
0l S6 cb S6 96 96 i6 G6 56 ojeyng
ol 56 £6 A3 85 ¥6 6 S6 56 weybug
8 96 S6 00} 001 96 56 L6 06 uewmod
ol 56 96 86 896 56 S6 £6 26 weybuiuwig
gl $6 ¥6 86 66 £6 £6 16 16 EJUElY
L™ © 7o) © © D © ] o

5 > > > > | ° > | ° >

ebeioae £ - 1 sapeib o
Arewwing Sloul v > 9, Aedwio) % apelr)
sH4Qy poolg $904

DIA - AMojeioqen [enue)

(panunuod) 16 qe],

12-6 93ed

uoday ssa18014 [enuuy THM



200'v6 GNSOIGDTHNSUVTVANNYVI

Aiapenb 70 0} poInAUISIQ "SEE0JIH M WOY pams( 'GE61L ‘L TUBP WOl "WIND 'SI0U8 b > UIM SHIAP PeAIYIIE %
‘'suoday YO AIYIIOW D9 Ul paInguisiq

PPOLdIHM Wold -adAy usia 1oy pennbel sjonbije uo paseq ‘sjonbije poolq 818dwod % ,
‘spoday v AIIUOW DD W peinauisiq '€201dIH M Wwoly paauag (e -  sepelb) Amenb sqejdadoe j0 $933 %

0¢ 06 06 8 £8 86 LB r6 £6 19159310 pA
g 96 96 001 001 G6 a6 £6 £6 9OUBNO |
8 96 56 001 001 ¥6 ¥6 v6 26 yoolg Auojg
Ll 96 96 001 0ot 96 96 L6 L6 piojuels
Ll 26 88 £6 68 16 16 £6 v6 oluojuy uesg
£l +6 g6 001 001 /8 68 G6 56 puejliod
9l £6 56 56 001 £6 ¥6 L6 16 puepeQ
¥2 +8 vg VL 69 L6 46 28 L9 AID AN
9 16 L6 001 001 66 66 L6 16 BPEASN
I 96 96 001 001 96 96 £6 £6 soNNEM|IN
£ 16 L6 00} 001 86 86 £6 €6 T
8l Z6 v6 £6 001 96 96 98 S8 anuepaw
i 826 86 001 001 86 86 96 96 uosIpe
3 16 16 001 00l 66 56 96 9§ v
F 16 96 001 00! ¥6 £6 86 86 2UIAJ|
02 06 .8 00l 001 £l 89 16 96 uoJsSnoH
8 96 £6 56 06 86 896 56 56 ninjouoH
1 v 96 56 001 66 66 68 88 20-NMD
£ L6 98 001 001 L6 L6 v6 v6 aljiAsaulen
Sl v6 88 001t 001l L8 98 b6 6 woneQ
61 L6 S6 a8 N L6 06 3 96 snguwnjoD
22 68 £8 58 G/ 88 68 g6 ¥6 neuusuL)
€2 8 16 €8 001 08 9. 86 L6 ysny-1yo
gl v6 v6 00} 001 L6 L6 L6 06 iitH 19deyD
4 [4s] [4=] [£=] [(=] [£+] [4=] [{a] [i=]
- -

E = 2 = E = 2 =

sbeleae -1 sapelb v,
Alrwwing ¢SI013 ¢ > % Nm«m_nEoo o epein
sH4av poolg $903

JON - Alojeiogen |eljua)

(penunuod) 1°6 3qeL,

7776 93ed

uvodoy ssa1dord enuuy ‘THM



200 V6 dNSAIS0IHEWSTOVTVNINNYYI

vLLIOdIHM

se 1) Agq un) aq uen -spoday
asurInNSsy AEny) D) Ulis panaisig
THEEJIHM Wol] "s)aem om)

ulypm paiajue ejep 9% = ssauljawl] |

€l S St sIABgOn
L 06 16 uosan |
43 gl 9. alileas
] 8 88 ybangsnig
]! 08 08 1@yonimed
LE 84 9./ MEMON
£ 6 v6 syodeauuly
1 ¥9 9 sjydwapy
v z6 26 BlIore
] [43] 4] eMmo|
6 18 8 obeann
1 96 96 oleyng
GL_| 59 | €9 weybig|
9 L6 cb uewmog
cl L1 g/ | weybuiung
c 6 ¥6 BIUB|}Y
= © )
(= & b=
T o | ¥
< =
E E
3 3
F\m..wc&.\ﬂmz._
10 ssauijawI |

J0A - uawabeuepy eleq

(panunuod) 1°6 3qe],

. £7-6 23eg woday ssa1Zo1d [enuuy ‘THM




D0 V6 HNSOE\0I HNSOVTVINN YV

PLLOLIH M

se 5 Aqunl eq uen 'suuoday

souRInssy AIBAD 5D ulM peinquis g

‘el ldIH M worg

‘SHOOM OM)

ulyum pelajua elep o = ssouewr]

01 88 4 13188240 pp
cl ag 06 BOURIIO |
i 86 86 joorg Auolg
8 16 Z6 plajuelg
L 3 +6 oluojuy UEBS
x4 £5 25 puelogd
61 6L Li puegiyeQ
11 B8 8¢ AD AN
£ BG 86 EpBADN
9 56 96 agaynempi iy
[] 06 £6 ety
2l LB 98 Jfjuelpa iy
I Bé& 86 qasipen
Z¢ EE) 19 ¥
£ET L9 99 eulalj
vi €8 - ¥4 UoISnNoH
Si ] 9. nINocuCcH
¥ L6 96 A-N MG
g 96 96 dljlAseuien)
9} 08 08 noijeQq
Ll 0B -7 snqunjed
Li [s]:] L] leuwaui
L2 99 89 ysng-igo
02 £/ [T lIH {edey D
m i &

ﬁmv )

£ €

2 3

JAnue-Aey

JO ssaulja wi]

99N -ituswabeuep eyug

(panuyuod) 1°6 qe],

$7-6 28ed

1o0doy ssardold [enuuy ‘THM




J0A'V6 GNSANS\0 THNSAVIVIINNYYI

"SSOL|BUIR {BIBAD UD paseq juey .
* £F ULOL WOl $Y80M | Uy 58] Builiem Usaq SARY 1O £F WO JO SHEBM | LILIM PBSOR % ,

*pajesipnipe ueoq 194 JoU anel Ing sAep pi uey) sso) Bugiem usaq eary 10 sAep ¢1 Ul pejeapnipe %
‘uoREsIpnIpe jE20} O} JUBS 184 J0U INQ SYPEM Z1 uBy) 558] Bunem USsq BABY 10 S388M Z| UIYUM uolealpnipe sazed %
‘peIsenbal 1om SIUBLLINIOP YHYm Jo) BSOU} j0 paubisse seseo % ,

‘peisenba) 916m SIUBLLNDOD OU LDIUM 10) SBSED PESO[D SapnPxy .

‘gEE wuod ennbes 966+ utew Buuers € “1ea ‘gg wiod AUQ ,

"syjuow g Agjewnxaidde pafejep sem siuedionred SO 01 509 woy sbuliew £g utod ey |

B 62 28 06 001 08 08 sb 16 06 SINEGON
2 8 £9 Z8 58 69 L6 7] 98 88 uoson L
61 zl 69 gL 001 001 001 0 £6 t6 speeg
L g2 [ g6 L6 68 86 £9 [ 88 ybingsiid
El g [T 86 66 /8 £8 ¥e 0 98 1e¥onimed
o ze o8 56 96 9L v8 26 I8 S8 HemaN
L IS 29 8 6 8 26 06 £6 86 stjodesuuly
! [ eL 16 86 £6 [ &9 08 68 sydwapy
s | e¢ el 92 v6 9l 13 09 58 8 —EprE
8 | e 0 7 96 6L 08 29 68 66 emol
ot 52 16 86 S8 bL £6 6 64 68 obealy)
z Zy [ 06 28 8 96 26 £6 v6 ojeyng
€ | 5 96 £8 £9 89 6 €6 16 weybug|
91 9 g v8 8 28 1L Sl 06 £8 vewmog
tl 22 a5 19 (&) (53 00l 001 [ 16 weybumg
6 12 28 9. L LL 3 ve z8 56 Bluely
Slued 2 8 8 & & 2 & 3 & & & & & & & & a 8 3 a
g T g £y g ) g ) g ) g T 2 & g a g ) g )
X = < = < = < = < = < = < = b = < s < =
£ E E £ £ E £ = £ £ E £ £ £ E £ E £ £ E
3!/3|l3|3|33|38|]3|c|dd|a|d8{a33|]3d3|a3|d|3|[]d]3|6] 3
(£E wod ‘Ipy oSAep ¥1L ugw | pejesipnipe SHPEM g Juopeaipnfpe | pajsanbel a3 SO 10
JO SHEOM | lenued yim | pajeaipnipy % sased uigm paubisse E20| sjuswnoop % Qe wuo4|io) peioe|os) % |19 PEISSIIND %
uigia pasop | weweeiby o, poubissy % s9580) % o) paubsse | yowm 1o} siEstA £ W04 o R VITLE
SO5e) % $S95BN 9%, I18pIADId %
ssaueL L uopexpnipy ea09 uonRUSWNI0g UONOHOD £F Wlod
J[BJBAQ
i
AOA - sishAjeuy sewIONND
96/L£/2 :j0 SE B1eq
AIBLILING 62UBMLIONASL DD
(penunuod) 6 Aqe],
$7-6 23eg voday ssardoi [enuuy ‘THM



20’V GNSASA0I FNSAVTVIINNWI

-$HOUIBLIY [EIDAD UO PesSeq YUEY

* £E LUIOA LGS SYBBM Pl UEBY) $58) BUNIEM UBBY SARY JO £F WO (O BOOM ) UILIIM DESOP %

“pejE3PNpE LBeK 194 10U BABY INq 8ABP b1 UEY) $35) Buplem uaeq BARY JO SABP L URIM paiesipnipe 9%
“LonEPNIDE [220] 0} UBY 164 10U ING $1B8M Z| Lreu) $58 SunEm USBQ SABY JO BBBM Z) UM UOREPN[PE BESE %
‘pesenbos e1em BJUBIINIOP YoM 10} @S0L] JO pouBisse SRSBI % |

‘pejsenha BIGM SILBWINION OU YSAIM 1O} S8SBI PRSOI SEPNXT

-ie uuod anbes gE6 |, Yo BupIEE ¢ eA ‘B uuod AUQ

'syuow g Aejeuixoidde pedeiep sem swedpied $O 01 900 wey sBurfew £¢ uued @ikl |

9 85 05 9 6 25 06 £6 16}582.0M]
[0 i [ ] 68 89UBLO)
1 6 6oL 00t 3 [ 06 28 [L] €6 HooIg Auolg
z6 m ot [T Iz 5 piojueis
6L [ €L [ () 00 1L ] O[UOIUY VTS
oL iv [ [ €6 S6 PR
B 7] v o oF (23 i8 o8 PUEPEQ
[ £E [ [ 05 09 004 [ [ Z6 RID AN
[ 1L 06 [ [ o5 c8 16 epEreN
B 55 L I 12 004 (5] 86 GoyNEMIA
02 [ 9l 9 WIBTA
bl o [ 001 0l 00} 00k 6] 5L 15 DAUEPON
2 [T] 19 [ 16 ES 6L 13 B L 00} UOSIPEN
[ [T [ o8 bE Yl
[ L2 0 28 G, au|
1l =3 08 0L 0 [ [ 16 UOISNOH
L 95 9 0 28 [ 73 56 nNOUCH
zl T [ S8 00} 001 of R ¥ 18 86 0G-AMD]
g 09 ¥ 6L SL 05 €8 02 ¥ 16 YEASBUED)
0 08 noneq
Si 0E 2 J] E6 SNQWNI0D
3 It 68 (5 z8 6 feuou
[ (7] USMH-4D
6L 02 [ 68 WEELTe
e | 8 | 8 2|2 mllm g wl.d..w m 18] 3 - - A
o o - [~] o 3
=|ls|2lz|¢e|3|2|8|s /8|5 |8|8 8|5 |8{3/8|2|3%
E 3 3 E : E 1 ] £ 5 E € = E
elele| s 5 5|8 18|85 |8 |5 |5|8/|5(8[8[6/8|58/5
[fe o fov JSAEP pL upw | perEOjpnipe JPleemg Juopeapnfpe | pejsenbes PEP8|I0D 80 13
josyeompL | MRAUED WM G poledipnipy % §8580 uppm peubjese 1830 qUBWN30p  [%  QEE Wiod |so) pejosioD % |40} PAIGIOD %
v pasop | wewsaby % paubissy % SO58] % o) paubjsse | yomm 0) ssIa £F uLDy ‘£E uuod
Sasen % SOSED %, 0PIADI] %
§50U)|BW[) uonedpnipy (2307 UoEIUBINIOG uop2eNIeD £ Wudd
1[B48A0)
l 29N - 515AlEUY 80WOAN0

96/1£/8 2)0 88 ¥1eq
AlRlIWNG BIUTUIOLISS DD

(panunuod) 1°6 AqeL

97-6 33ed

yvoday ssa1goid renuuy ‘THM



WHI, Annual Progress Report Page 10-1

10.

Timeline

WHI Manuals, Vol. I - Study Protocol and Polices, Protocol Section 11 - Timetable defines the
study timeline, reflecting the progress and expectations as of August, 1994. The official startup of
all activities has be implemented on schedule with the exception of OS and CaD recruitment. The
delay in OS for Office of Management and Budget approval created problems for VCCs in
managing CT ineligible women and in planning VCC operations to achieve full OS recruitment
within the recruitment timeline. To address this issue, in August 1994, the NIH Project Office
agreed to extend VCC recruitment period for OS for one year.

The delay in CaD start-up was a result of difficulties in obtaining the supplements from the
manufacturer. This results in a small loss in the expected person-years of observation as about
2,800 women were randomized in the CT (HRT/DM) more than | year before CaD was officially
open and thus they missed the scheduled randomization at the first year follow-up visit. Since these
women were offered CaD participation at the second annual visit, the total loss in person years
associated with this delay is small.

The startup of the NCCs has been similar to the VCC experience. Though the NCCs appeared to
get off the mark more quickly than VCCs their recruitment curve is now quite similar to the VCC's.
NCCs are being strongly encouraged to be as aggressive as possible in meeting their goals and in
making up existing deficits. In particular, NCCs are being strongly encouraged to stress CT
recruitment over OS.

To meet the shortfall in recruitment created by the funding of 40 CCs rather than 45, 15 CCs have
been funded for increased recruitment (see Section 2.2). This additional recruitment will extend
these VCCs' recruitment efforts through the NCC recruitment period (1998), and accounts for the
equivalent of 4.25 additional CCs recruiting for DM, 5.25 recruiting for HRT and 4.75 recruiting for
OS. (See Figure 2.1 - Enhanced Recruitment Sites.)

With the original end of VCC recruitment scheduled for August 31, 1996 (still applicable for those
not pursuing enhanced recruitment), we projected some modest shortfalls in VCC recruitment into
HRT and DM. The majority of VCCs without enhanced recruitment appear to have an adequate
population base to achieve their goals so the Steering Committee elected to modify the definition of
the end of recruitment (i.e., women in the pipeline by the end of the recruitment period may
complete screening and be randomized) and to extend HRT recruitment for six months. In addition,
all clinics with the ability to recruit above existing goals within age cells with anticipated shortfalls
studywide were given additional encouragement to do so. Thus all VCCs are expected to continue
active recruitment efforts during the next six months. This additional flexibility is needed to handle
the tremendous workload of the clinics who are trying to finish recruitment while conducting
follow-up, intervention, and outcome activities for a large number of women.

During the next six months, NCCs and VCCs with enhanced recruitment will continue their
emphasis on recruitment even while they take on an increasing load of follow-up activities,
interventions and outcomes processing. These combined requirements place a very heavy burden on
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clinic operations and staff. To provide some assistance another streamlining effort 1s planned to
help improve efficiency.

development of DM maintenance activities, and refining the procedures for outcomes
documentation and adjudication.

The CCC will also be continuing the centralized follow-up of OS women begun in April 1996 and
beginning the analysis of stored blood specimens. Additional efforts on quality assurance, substudy
procedures and analyses, trial monitoring and reporting, and manuscript publications are also

\
The CCC will be working with CCs on predicting and improving adherence and retention, further
underway.
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11.

Design and Power

Clinical Trial power calculations were based on assumptions involving the accrual rates, baseline
characteristics, adherence to intervention (drop-outs) and control (drop-ins or drift), loss to follow-up,
and incidence rates in the control groups, as well as the hypothesized intervention effects. See
Appendix 2-A3 of the WHI protocol (WHI Manuals, Vol. I - Study Protocol and Policies, Section 1-A3 -
Statistical Power for WHI Clinical Trial and Observational Trial) for more details.

Table 11.1 - Design Assumptions and Current Estimates summarizes the design parameters under the
current protocol and the related observable quantities. As noted in earlier sections, the data are not
adequate yet to provide useful estimates of some parameters related to follow-up.

The lag in accrual and the under-recruitment of women aged 70-79 has been presented and discussed
among WHI Investigators. Defining the end of recruitment to allow women in the pipeline by the end
of recruitment to complete screening and extending HRT recruitment by 6 months should allow VCCs
without enhanced recruitment to meet their overall goals if they can meet their current monthly goals.
Vanguard Clinical Centers with enhanced recruitment and NCCs have 17 months to the end of
recruitment as defined above. This timeline is achievable if the recent surge can be maintained. If

recruitment proceeds at the pace of meeting monthly goals we would expect to meet DM goals in May
1998 and HRT goals in July 1998.

Table 11.2 - Sensitivity Power Analyses for DM and HRT gives the initial sensitivity analyses of the
effect of recruitment delays and changes in the age distribution on the power for the primary endpoints
of DM and HRT that were presented previously. For DM we examined a recruitment delay that would
result in the average follow-up time being reduced by four months. For HRT we chose an average
reduction of follow-up to be six months. We looked at the effect of an age distribution of 15:23:45:17
for the age categories 50-54, 55-59, 60-69, 70-79. We have also calculated the combined effects of
recruitment lags and changes to the age distribution though not accounting for the longer lags in
accruing the older ages.

The power for cancer endpoints is more sensitive to reductions in average follow-up than the power for
CHD. This is attributable to our design assumption that the lag time to full-preventive effects for cancer
is linear over ten years, whereas CHD effects reach their maximum level after three years, Thus
reductions in follow-up for cancer reduces the opportunity to observe the maximum treatment
differences. The power for CHD is more sensitive to the age distribution of the recruited population,
owing to the stronger dependence of CHD rates on age.

For the most part, either of the deviations examined has only a modest effect on power (2% - 3%
reduction); combined, the effects are more concerning, particularly for the ERT and CHD
hypothesis. These analyses have guided the development of our recruitment monitoring plan. This
process will require diligent supervision and continued effort on the part of CCs, however, to avoid
any further losses.
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Additional sensitivity analyses examining recruitment delays in CaD and adherence factors for all

three clinical trial components are underway and will be presented at the December 1996 meeting of
the DSMB.
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Table 11.1
Design Assumptions and Current Estimates
Design Assumptions Monitoring Parameter Design Current Estimale for
Value HRT DM CaD
Uniform Accrual Rate Average follow-up 8.92 yrs. 8.37' 8,50 6.87!
7.92 yrs for CaD
Baseline Characteristics % randomized as
Age 50-54 10% 19% 2i% - 20%
55-59 20% 23% 26% 25%
60-69 45% 41% 40% 41%
70-79 25% 18% 14% 14%
Hysterectomy Status Intact Uterus 55% 60%
Hysterectomized 45% 40%
Loss to Follow-up/ Event rate (%/year) no data available
Competing Risk CHD 2%
All others 3%
Outcomes Incidence Rates among
Control Group
Breast Cancer (Pofyear) 0.355%* no data available
Colon Cancer 0.160%
CHD 0.294%'
Hip Fractures 0_253%2

5 Assumes monthly goals will be met in all remaining months and that all current deficits will be filled by redefining the end of recruitment
and extending HRT recruitment for VCCs without enhanced recruitment by 6 months.

? These values represent the expected incidence among control women during the early years of the study. Aging effects and secular trends are

incorporated in the design, as appropriate.
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Table 11.1. (continued)

Design Assumption and Current Estimates

Adherence Parameter Design Value Current Estimate for
DM Intervention % cal from fat Intervention Control Intervention Control
Baseline 38 38 34.4° 34.4°
Year 01 21.7 37.8 23.1* 34.0°
Year 02 22.6 372 25.5° 34.97
Year 10 26 34
HRT % stopping intervention
Year | 6% 9.5%
Years 2-10 3%/year No data available.
CaD % stopping intervention
Year 1 6% 13.4%°
Years 2-9 3%/fyear No data available.

3 Based on 1006 baseline Four Day Food Records (380 Intervention, 626 Control) and 5882 Year | Contral group FFQ's (see Table 6.5).

¥ Based on 172 Year 1 Four Day Food Records and 4040 Year | FFQs in the Intervention Arm.

% Based on 277 Year 1 Four Day Food Records and 5882 Year | FFQs in the Control Arm.

% Based on 356 Year 2 FFQs in the Intervention Arm

? Based on 545 Year 2 FFQs in the Control Arm

# Calculated as annualized rates using data from Table 4.3 - Intervention Status
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Table11.2
Sensitivity Power Analyses for DM and HRT

Dietary Modification and Breast Cancer

Power (%)
Change in Age Dist.
Intervention Average follow-up  Change in Age AND average follow-up

Year Effect (%) Design reduced by 4 months  Distribution*® reduced by 4 months
2001 11 29 27 29 26
12 37 33 36 33
14 45 4] 44 40
2004 11 65 61 64 60
12 77 73 775 72
14 87 84 86 83

Dietary Modification and Colorectal Cancer
Power (%)
Change in Age Dist.
Intervention Average follow-up  Change in Age AND average follow-up

Year Effect (%) Design reduced by 4 months  Distribution* reduced by 4 months
2001 18 3% 35 36 33
20 47 43 43 39
22 55 50 51 46
2004 18 84 81 81 77
20 91 89 89 86
22 96 94 94 92

w *Age distribution for the design is 10:20:45:25 for age categories 50-34, 55-59, 60-69, 70-79. Aliernative distribution is
15:23:45:17.
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Table 11.2 (continued)
Sensitivity Power Analyses for DM and HRT

ERT and CHD
Power (%)
Change in Age Dist.
Intervention Average follow-up  Change in Age AND average follow-up

Year Effect (%) Design reduced by 6 months  Distribution* reduced by 6 months
2001 25 46 4] 40 35
30 62 56 54 49
35 76 70 68 62
2004 25 64 62 57 55
30 81 79 74 71
35 92 90 87 85

PERT and CHD
Power (%)
Change in Age Dist.
Intervention Average follow-up  Change in Age AND average follow-up

Year Effect (%) Design reduced by 6 months  Distribution* reduced by 6 months
2001 25 54 48 47 42
30 70 64 62 57
35 84 79 77 71
2004 25 73 71 65 63
30 88 86 82 80
35 96 95 92 91

*Age distribution for the design is 10:20:45:25 for age catcgories 50-54, 55-59, 60-69, 70-79. Alternative distribution is
15:23:45:17.
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12.  Study Activities

A number of WHI-related scientific endeavors have been initiated by study investigators.
Publications in scholarly journals are approved through the Presentations and Publications Advisory
Committee and the Project Office. Ancillary studies are approved by the Design and Analysis
Advisory Committee and the Project Office. Those initiatives that could potentially threaten the
integrity of the Clinical Trial results before the completion of the study are to be referred to the
DSMB for review. A full statement of the relevant policies may be found in the WHI Manuals, Vol.
1 - Study Protocol and Policies, Section 3 - Study Policies.

Table 11.1 - Publications presents current and planned publications that have been approved by the
Publications and Presentations Committee.

Table 11.2 - Ancillary Studies lists all ancillary study proposals received by the Design and
Analysis Committee along with some key features of the studies and their current status.
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