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Executive Summary

The Women’s Health Initiative Clinical Trial and Observational Study was launched into the field on
September 1, 1993. Recruitment into the Hormone Replacement Therapy (HRT) component and the
Dietary Modification (DM) component of the Clinical Trial is underway with 4,496 women currently
randomized, 1,447 to HRT (59.6% of cumulative goal) and 3,665 to DM (78.7% of cumulative
goal). Recruitment into the Calcium and Vitamin D (CaD) component is scheduled to begin at the
first annual follow-up. Enrollment into the OS, delayed by the need to obtain OMB approval, was
officially opened on September 1, 1994.

The lag in recruitment to HRT and DM is related to both some initial delays in Clinical Center
startup and in the size and complexity of the program. A major streamlining effort was undertaken
to make the program fit within the existing budget. Since that time good progress has been made in
meeting monthly goals. Continued effort will be needed to meet the cumulative goals. Attention is
also needed to meet subgroup goals for age, hysterectomy status, and minority populations.

With the minimal follow-up data currently available, the adherence to HRT cannot yet be accurately
estimated. Intervention activities for DM are proceeding with 70 intervention groups formed and
excellent completion of sessions and self-monitoring reports of fat consumption. The major issues in
DM are the delays in assigning women to intervention groups and, for clinic operation, the size of
the groups.

Quality assurance issues, such as timeliness and completeness of data, have achieved a satisfactory
level. Variation between sites should be further monitored for clarification of existing problems and
further improvements.

Further development of follow-up and outcomes procedures is underway. The existing data are
limited but are included in this report for completeness. More detail will be provided in the future,
Activities of the CaD and OS components will also be monitored over the coming year.
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1. Preliminary Remarks

This report documents study activities of the Women’s Health Initiative Clinical Trial (CT)
and Observational Study (OS) during the period September 1, 1993 to August 31, 1994,
Volume 1: Study Progress summarizes enrollment, follow-up, intervention, outcomes, and
data quality issues. Study-wide and Clinical Center (CC) specific performance reports are
included. Volume 2: Clinical Trial Monitoring compares randomization groups for each CT
component (Hormone Replacement Therapy (HRT), Dietary Modification (DM), and
Calcium and Vitamin D [CaD]) with respect to follow-up, safety and outcomes. Volume 1 is
intended for review and reference by all WHI centers, committees and investigators. To
protect the blinding and confidentiality of results, Volumne 2 is distributed to the WHI Data
and Safety Monitoring Board (DSMB) and appropriate National Institutes of Health (NIH)
and Clinical Coordinating Center (CCC) staff.

All reports summarize data provided to the CCC by August 31, 1994. Except for Table 2.1. -
Cumulative Recruitment Activity Summary describing recruitment strategies by CC, all data
presented are derived from WHILMA, the study database. Data managed in WHILMA are
those defined by standardized data collection procedures and instruments (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:

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

* Epicore, University of Alberta, Alberta, Ontario, CCC subcontractor for central
reading of electrocardiograms (Pentti Rautaharju, MD, Principal Investigator).

* University of California, San Francisco, CCC subcontractor for central reading of
bone densitometry (Steven Cummings, MD, Principal Investigator).
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Table 1.1.
Database Abbreviations for WHI CCs

Abbreviation CC Institution and Location Principal Investigator

ATLANTA Emory University Dallas Hall, MD
Atlanta (Decatur), Georgia

BIRMING University of Alabama at Birmingham Albert Oberman, MD MPH
Birmingham, Alabama

BOWMAN Bowman Gray School of Medicine Gregory Burke, MD
Winston-Salem(Greensboro), North Carolina

BRIGHAM Brigham and Women's Hospital Joann Manson, MD DrPH
Boston (Chestnut Hill}, Massachusetts

BUFFALO State University of New York, Buffalo Maurizio Trevisan, MD MPH
Buffalo, New York

CHICAGO Northwestern University Phillip Greenland, MD
Chicago and Evanston, Illinois

IOWACITY University of Iowa Robert Wallace, MD
Iowa City and Bettendorf, Iowa

LAJOLLA University of California, San Diego Robert Langer, MD MPH
La Jolla and Chula Vista, California

MEMPHIS University of Tennessee William Applegate, MD
Memphis, Tennessee

MINNEAPO University of Minnesota Richard Grimm, MD
Minneapolis, Minnesota

NEWARK University of Medicine and Dentistry Norman Lassar, MD PhD
Newark, New Jersey

PAWTUCK Memorial Hospital of Rhode Island Annalouise Assaf, PhD
Pawtucket, Rhode Island

PITTSBUR University of Pittsburgh Lewis Kuller, MD DrPH
Pittsburgh, Pennsylvania

SEATTLE Fred Hutchinson Cancer Research Center Maureen Henderson, MD DrPH
Seattle, Washington

TUCSON University of Arizona Thomas Moon, PhD
Tuscon and Phoenix, Arizona '

UCDAVIS University of California, Davis John Robbins, MD

Sacramento, California
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2.

2.1.

Enrollment
Overview

Enroliment 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,
mediz 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 Hormone Replacement Therapy (HRT) or Dietary Modification (DM)
components are invited to Screening Visit 1 (SV1). For efficiency, many CCs ask women to
complete Form 60 - Food Frequency Questionnaire (FFQ) to determine dietary eligibility
prior to scheduling SV1.

Women attending SV1 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 SV1 or through mail
contact immediately thereafter. Women still eligible for HRT or DM are given component-
specific informed consent documents and are scheduled for Screening 2.

Women attending SV2 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
(SV3) 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 receive appropriate laboratory results.

At SV3, 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.
Women are randomized to HRT, DM, or both, as appropriate, at this visit.

Women who become ineligible for or uninterested 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 Calcium and
Vitamin D component (CaD) are invited to participate 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
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22.

2.3.

by stage of screening more variable between CCs. (3) CCs are not required to enter data on
known ineligible women. This causes the recruitment yields to be overestimated and the
screening activities and exclusion rates to be underestimated.

Note also that the WHILMA data collected before SV1 is labeled as SVO, regardless of the
format of data collection (visit, mail, or telephone contact).

Recruitment

Recruitment efforts of CCs are tailored to the local population and resources. Table 2.1. -
Cumulative Recruitment Activity Summary summarizes the types and volumes of various
activities conducted by each CC between September 1, 1993 and August 31, 1994. The
initial NIH announcement of Vanguard Clinical Center (VCCs) on March 8, 1993 generated
considerable interest. Most VCCs collected up to 3,000 names of interested women. Initial
screening efforts focused on these enriched lists that were not exhausted until the spring of
1994. The experience documented in this report thus represents the results of recruitment
efforts primarily directed at highly motivated women.

Screening

Screening for the CT components officially opened in VCCs on September 1, 1993. Ten
VCCs began screening participants by the end of September. Local IRB issues, facilities and
staffing delays, and competing study recruitment delayed the start of screening activities at
several sites until October (four VCCs) and November (two VCCs).

Figure 2.1. - Projected and Actual Screening Visits displays cumulative study-wide screening
activities by month with the projected number required based on current yield information.
The first four months of recruitment showed activities well below the initially projected
required number but considerable effort has been made to overcome the initial shortfall. To
date, the study has conducted 12,858 SV1s, 7,017 SV2s, and 5,072 SV3s. It was noted early
on that screening and data collection activities as originally implemented were too onerous.
In November 1993, a Recruitment and Screening Task Force was formed and asked to make
recommendations to improve the efficiency of the program, particularly regarding screening
and eligibility. The most important change increased.the efficiency of early screening
activities, primarily by identifying more of CT ineligible women before SV1, thereby
reducing the number of SV1s required. These changes were implemented in the first quarter
of 1994,

Original projections assumed that 34% of SV1 women would proceed to SV2, 96% of SV2
women would proceed to SV3, and 98% of SV3 women would be randomized. From these
and an average time of one month between screening visits, we calculated that, to meet VCC
recruitment goals by August 31, 1996, the following level of screening activities should be
maintained beginning by dates indicated: 131 SV1s per month as of October 1993: 45 SV2s
per month as of November 1993; and 43 SV3s per month as of December 1993.

Current data suggest that these initial projections were inaccurate, especially with recruitment
tailored for CT alone. Yields by stage during this reporting period (shown in Table 2.2. -
Recruitment Yield by Stage) were as follows:

ADOCUMENTWREPORT\PR10_94A.DOC
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Yield Estimates Projected # of Monthly Visits/CC
Current Current
Stage Initial Current Initial CT only CT +OS
SVl 34% 81% 131 62 108
SV2 96% 94% 45 S0 50
SV3 98% 91% 43 47 47

This suggests that 69% of women attending SV 1s are eventually randomized, more than
twice the original estimate of 33%. Table 2.3. - Clinical Center Specific Recruitment Yields
summarizes the VCC-specific yields by stage. We also note that across all VCCs, the yield
of SV0 is approximately 71%. For VCCs regularly entering all prescreening data, the SVO
yield is approximately 62%.

Table 2.4. - Race and Ethnicity Specific Recruitment Yields by Stage and Table 2.5. - Age
Specific Recruitment Yields by Stage present summaries of yields for CT randomizations by
race/ethnicity and age category. Though there are few women currently randomized in some
racial/ethnic categories, we note that the estimated cumulative yield from SV1 varies from
61% among Astan/Pacific Islanders to 71% among Native Americans. Among those
categories with adequate numbers to provide stable estimates, however, the cumulative yields
range only from 66% to 69%. Yields from SVO are more variable but it is not possible to
determine whether this is actually variation in eligibility and willingness to participate or an
artifact of the missing data on ineligibles that varies greatly by CC and hence by
race/ethnicity. There is some evidence of a lower yield in older women; among women over
the age of 70 attending SV1, 65% would be randomized whereas among women younger
than 70, the yield is estimated to be near 70%. A similar trend is seen in the SVQ yields.

Using these yield estimates, the projected number of visits required for CT enrollment alone
in a steady state recruitment period of 36 months would be: 62 SV 1s per month beginning in
the second month of recruitment; 50 SV2s per month beginning in the third month of
recruitment; and 47 SV3s per month beginning in the fourth month of recruitment,
Compared to these revised projections, the overall study performance for screening during
the period September 1, 1993 to August 31, 1994 is: SV1-112%; SV2-87.7%, and SV3-
74.9%.

The expected number of OS enrollments from this plan would be 603 per CC (18 per month
over 33 months, assuming 95% of CT ineligibles enroll in OS). To achieve the OS goal of
2,200 participants per CC in 36 months, each CC needs to enroll 62 OS participants per
month. The number of SV1s needed for joint CT and OS recruitment is approximately 108
per month (again assuming a 95% enrollment rate of OS eligible women).

Individual VCC performance is summarized in Tables 2.6. through 2.9. - Clinical Center
Ranking by Screening Visit Count (§V0--SV3). These reports show the ranking of CCs by
total number of screening visits conducted within each type (SV0, §V1, SV2, SV3). Since
most women who are ineligible for CT are identified at SV0 and data from these women are
often not entered, the number of women contacted for SVO activities is thought to be
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24.

substantially underestimated by this report. The values shown here should be interpreted as
lower bounds on the number of women undergoing prescreening activities. The level of
SV1, §V2 and SV3 activities are shown both to rank VCCs and to compare their cumulative
activity with that projected from revised yield estimates.

There is considerable variability in the number of screening activities conducted among
VCCs. The variability in the number of SV1s is especially large, reflecting a combination of
startup delays, variation in CT eligibility, and data entry practices. Using the revised
projections calculated above for CT recruitment only, 12 VCCs would surpass the cumulative
SV1 goal of 682, two VCCs would surpass the cumulative SV2 goal of 500, and three VCCs
would have 90% or more of the SV3 goal of 423.

Randomization and Enroliment

Figure 2.2. - Projected and Actual HRT and DM Randomizations shows the projected and
actual number of women randomized into HRT and DM by month. As noted in the screening
activities, the first four months of study operations showed much less activity than expected.
Not until March, 1994, were significant numbers of women randomized at most sites. Since
that time, however, considerable progress has been made to meet the accrual goals.

Table 2.10. - Randomization Activity by Study Component and Month shows that 1,447
women have been randomized to HRT. This represents 60% of the cumulative study-wide
goal. In the most recent month of recruitment (August 1994) 260 women were randomized
(97% of monthly goal). To meet cumulative goals for HRT within six months (by March,
1995), VCCs must randomize an average of 433 women (27 per VCC) per month or 160% of
the monthly goal. A randomization rate of 130% of goal would result in our meeting
cumulative VCC goals by September 1995,

Randomizations into DM are 3,665 women (79% of the cumulative goal to date). In August,
the total number randomized was 646 or 125% of the study-wide monthly goal. With an
average monthly recruitment of 132% of monthly goal (686 for all VCCs or 43 per VCC per
month), the cumulative goal for DM would be reached in six months. At the average
randornization rate observed over the last four months (616/month) we would reach
cumulative goals by July 1995 (10 months).

The number of women currently participating in both HRT and DM is 616 or 13.7% of the
total CT enrollment of 4,496 women. The CT sample size estimates of 63,000 assume an
overlap of 15.8%. This lower than projected overlap probably results from the lag in HRT
randomizations.

Table 2.11. - Clinical Center Randomization Activity shows the cumulative and most recent
month’s randomizations into each study component by CC, with CC ranking by the total
number of women randomized. One VCC (Towa) has randomized 162 women into HRT,
achieving 107% of their cumulative goal. In August, five VCCs randomized more than
100% of their monthly HRT goal. Fourteen VCCs randomized more than 100% of their
monthly DM goal in August and two VCCs (Minneapolis and Seattle) have randomized
107% of their cumulative DM goals; these same CCs have exceeded their monthly goals for
six consecutive months.
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2.5.

We note considerable variation among VCCs in the overlap between CT components (from
7% to 25%).

Since no CT participant has yet reached the time for her annual visit, there have been no
randomizations to CaD. It is expected that CaD medications will be available in December
1994. Randomizations into CaD should begin at that time.

No women have been enrolled into OS pending OMB and IRB approvals.
Exclusions

Available data on reasons for CT exclusions can be given only a loose interpretation because
of missing data on ineligibles.

During the prescreening activities of SV0, the primary reason for exclusion for HRT is lack
of interest. For HRT, the most prevalent exclusion criteria are those related to interest in
HRT willingness to be randomized. During the Eligibility Screen (Form 2/3) conducted at
SV0, only 27% of women indicated that they are interested in the hormone study. Among
women with uteri (59%), 26% were interested, and among women currently on hormones
(40%), 24% were interested. Interest is higher in minority women (41% in Hispanic and 31%
in African/American) than in Whites (26%). The primary reason for excluding women from
DM prior to SV is dietary fat intake. Using the cutpoint of 32%, approximately 50% of
women are being excluded from DM.

For women attending an SV1, the primary exclusion is based on lack of interest (consent).
Table 2.12. - Reasons for Refusing/Revoking Consent by Study Component 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.
Overall, 85% of women asked to sign the screening consent have agreed to do so; 37% of
women offered HRT participation and 82% of women offered DM participation have signed
the component-specific consents.

Among those women who attend a clinic visit but do not consent to screening procedures,
commonly reported reasons for not participating include: study limitations (wanting to
participate in one or more of the active interventions, 12.8%); personal issues (12.9%); and
study contacts and travel issues (over 9% each). For HRT the primary reason was study
limitations (34.6%), with worries about symptoms, procedures or risks (18.6%), and “other™
(21%} representing a large proportion of the stated reasons. For DM, required study contacts,
personal issues, other, and no stated reason given by 18%, 16%, 25% and 15% of the women,
respectively.
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3. Baseline Characteristics
3.1. Design Parameters and Study Goals

Age and, for HRT, hysterectomy status are important design factors in determining the
required sample size for the CT. Table 3.1. - Randomization/Enrollment Summary by Study
Component, Age and Hysterectomy Status displays the distribution of age and hysterectomy
status by study component. Note that the prescribed age distribution for each component is
10%, 15%, 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 is to
be limited to 30%.

The study has a clear deficit in the oldest age category; only 13.5% of HRT participants and
12.5% of DM participants are 70-79 years of age. With respect to uterine status, 42% of
women randomized to HRT have had hysterectomies. While there is some variability in the
degree, the trend is uniform across VCCs. At the August 2, 1994 Executive Committee
meeting, VCCs were asked to begin targeting older women through preferential recruitment
and screening of these women.

Race and ethnicity goals have been defined to assure the study’s ability to address particular
questions in minority populations. The study-wide goal is 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 minority population focus: Atlanta
(Black/African American); Birmingham (Black/African American); La Jolla (Hispanic); and
Tuscon (Hispanic and Native American).

Race and ethnicity are determined by self-report on Form 2/3 - Eligibility Screen in
accordance with the U.S. Census defined categories. Table 3.2. - Distribution of Race and
Ethnicity Among Randomized/Enrolled Participants by Clinical Center presents the
distribution of race and ethnicity among all women randomized or enrolled to WHI by CC
and funding category (Pool 1 or 2).

Among Pool 1 VCCs, 21% of currently recruited women are from racial or ethnic minorities,
with most of these being either Hispanic (11.7%) or Black/African American (7.8%).

Among Pool 2 VCCs, minority women represent 7.6% of the accrued population. To address
the low representation of minority women, the Executive Committee in August 1994 formed
a Minority Recruitment Task Force and charged it with identifying the barriers to and
methods for enhancing minority recruitment.

3.2. Selected Baseline Predictors

To further characterize the recruited population, Tables 3.3.-3.11. - Questionnaire Responses
by Enrollment Status present the distributions of selected baseline variables (race/ethnicity,
marital status, income, education, ever smoker, alcohol, parity, age at first pregnancy, family
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history of breast cancer) by study component. The exact wording of associated questions can
be found by referring to the WHI form indicated at the bottom of each page.

Table 3.12. - Physical Measures by Enrollment Status presents distributions of weight,
height, body mass index and blood pressure in randomized women.
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4.

4.1.

4.2,

4.3.

Follow-up Activities
QOverview

Routine follow-up contacts for the CT are designed to ascertain outcomes, assure safety, and
assess adherence to interventions. The follow-up schedule consists of annual clinic visits for
all CT women, a semi-annual clinic visit for HRT women and a semi-annual contact (visit,
telephone or mail contact at CC discretion) for DM wormen, 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 six months post-randomization
as the designated contact window.

Adherence to Contact Schedule

Table 4.1. - Adherence to First Semi-Annual Contact by Clinical Center displays adherence
to contact schedule by CC for the first semi-annual contact. Data are shown only for women
whose contact window was completed by August 31, 1994, indicating that a contact should
have occurred.

Current data indicate that 72% of the semi-annual visits required to date have been
conducted, with 59% occurring within the 4-week window. There is considerable variability
between Clinical Centers on performance of follow-up contacts (between 6% and 100%).
The low number of visits due at many VCCs indicate that follow-up activities have not yet
become a routine activity. A delay in finalizing some follow-up instruments and in the
entering these data contributes to the low number of reported follow-up contacts. VCCs are
in the process of completing these data. No data are yet available for the 6 week HRT
telephone contact because of the delay in finalizing and implementing the instrument.

Participation Status

Women may refuse to participate in continued intervention or follow-up activities. Women
who withdraw from further intervention are to be 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 submitted on Form 7 - Participation Status. Currently, no data are
available from this form.
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5. HRT Intervention Status
5.1.  Adherence to Medication

5.2.

5.3.

54.

Adherence to medications is assessed by medication rates and changes to study-prescribed
hormones. Medication rates are determined by data collected at the routine follow-up clinic
visits using the number of tablets remaining in the returned bottles and the length of interval
between visits. Changes to study medications can occur because of hormone-related
symptoms, other adverse effects, or hysterectomy. These changes can be to change dose, to
add progesterone, change to an open-label hormone, or change to another blinded study
hormone (from PERT to ERT after a hysterectomy).

Because of the limited number of follow-up visits conducted to date, we report only on the
study-wide results. Of 152 women with HRT medication adherence data available at the first
semi-annual follow-up visit, the average proportion of tablet consumption at six months was
94.6%. Four women have had some change in their study hormone prescription.

Symptoms

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

Of the 102 HRT participants with uteri and data reported from their first semi-annual visit,
8.8% report bleeding. One HRT participant has reported breast changes and one has reported
other symptoms at the first semi-annual visit. There have been 35 reports of bleeding, one
report of breast changes and one report of other symptoms from non-routine contacts of HRT
participants.

Adverse Effects
There has been one adverse effect (deep vein thrombosis) reported.
Unblinding

Unblinding to HRT is indicated for management of severe symptoms and for serious adverse
effects. As of August 31, 1994, 11 HRT participants’ assignments had been unblinded, 10 as
a response to reported symptoms and one related to procedural errors.
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6. Dietary Modification Intervention Status
6.1. Timeliness of Intervention

Because the Dietary Modification intervention is delivered in a group format, the first major
hurdle in conducting the DM intervention is in assigning those women randomized in the
Dietary Change (intervention) arm into an intervention group. Ideally, all women in the
Dietary Change arm should start intervention sessions within 12 weeks of randomization.
Women waiting 20 weeks or more must be classified as minimal participants and other
remedial action must be taken. See WHI Manuals, Vol 2 - Procedures, Section 6.10.6. -
Levels of DM Intervention Participation for further details.

Tables 6.1. - Waiting Time for Start of Intervention Among DM Intervention Participants and
6.2. - DM Participants Awaiting Intervention Start-Up display the timeliness of initiating
intervention by Clinical Center. Table 6.1. shows the length of time women waited between
being randomized and starting intervention. Of the 1,455 women randomized to DM
intervention, 781 have started intervention. Of the 781 women who have started intervention,
678 (86.8%) started within 12 weeks post-randomization. Table 6.2. shows the number of
women waiting to start intervention. Of 1,455 DM participants randomized to the Dietary
Change arm, 674 (46.3%) are awaiting group assignment and the start of intervention. Of the
women awaiting intervention startup, 130 (19.3%) have been waiting 12 weeks or more and
62 (9.2%) have been waiting 16 weeks or more.

6.2.  Adherence to the Intervention Program

Adherence to the DM intervention is assessed by attendance to group intervention sessions,
and by self-monitoring reports of fat, fruit, vegetable, and grain scores. Table 6.3. - Dietary
Modification Session Adherence Summary displays the study-wide reports of session
attendance and completion (where completion equals group attendance plus make-up
attendance), and the average of the self-monitoring scores by session.

Table 6.4. - Percent of Participants Completing Dietary Sessions displays session attendance
for each Vanguard Clinical Center.

Attendance study-wide ranges from 97.8% at session 1 to 93.2% at session 7 to 90.4% at
session 10 (Table 6.3.). Sessions move from weekly to biweekly at session 7 and from
biweekly to monthly at session 10. Experience from the Women’s Health Trial suggest that
attendance will decline when the time interval between sessions becomes longer. Note that
scores have not been recorded yet for session 10 pending a change in data recording
procedures. This accounts for the low member count for scores at session 10,

The study-wide average fat gram score declined from 47.4 at session 2, when participants
begin turning in their fat scores, to 26.8 at session 8 when participants are expected to have
met their fat gram goals. Assigned fat gram goals range from 29-37, with 32-34 being most
frequently assigned. Fat gram goals are individually defined in Protocol Section 4.2.2. from
participant height and baseline total energy intake. The CCC monitors fat scores at sessions
8, 12, and 16, with the expectation that participants should have attained their fat gram goals
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6.3.

6.4.

by session 8. Fat scores are collected and recorded at each session beginning with session 3
so that participants and nutritionists can track progress toward the goal.

The study-wide average fruit/vegetable score was 5.6 servings at session 8 when participants
begin turning in their fruit/vegetable scores. This score is already above the DM intervention
goal of 5 fruit/vegetable servings daily. Data (member count for scores) are insufficient to
evaluate beyond session 9. The CCC monitors fruit/vegetable scores at sessions 12 and 16,
with the expectation that participants should have attained their fruit/vegetable goals by
session 12. Participants turn in fruit/vegetable scores beginning with session 8 so that they
and their nutritionists can track progress toward their goals.

The study-wide average grain score was 4.7 at session 8 when participants begin turning in
their grain scores. This score is below the DM intervention goal of six servings daily. Data
(member count for scores) are insufficient to evaluate beyond session 9. The CCC monitors
grain scores at session 16, with the expectation that participants should have attained their
grain goals by session 16. Participants turn in their grain scores beginning with session 8 so
that they and their nutritionists can track progress toward their goals.

Number of Active Groups and Group Sizes

The number of active groups and group sizes are displayed in Table 6.5. - Number of DM
Intervention Women Assigned to Diet Groups at Session 01. Seventy groups are active, i.e.,
participants have been assigned to a group. All VCCs have conducted at least one group
through session 6. One VCC has conducted at least one group through session 13. No VCCs
have conducted session 14 or beyond.

The recommended group size is 8-15 participants, with the ideal range being 10-12
participants. Groups that are too small may lead to staff overload. Groups that are too large
lead potentially to poor group dynamics. Forty-four percent of the groups are in the ideal size
range. One VCC has two groups that are smaller than the recommended size. One VCC has
one group that is larger than the recommended size.

Comparison of Dietary Intake

Dietary intake in DM is assessed at baseline and post-randomization in both the Intervention
and Comparison arms with three instruments: the FFQ, the 4DFR, and the 24 Hour Recall
(24HR). Currently only baseline values of the FFQ are available.
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7. QOutcomes
7.1.  Overview

Outcomes are ascertained at routine follow-up visits. Initial reports of clinical outcomes are
obtained on Form 33 - Medical History Update or through routine procedures during the
annual visit (e.g., mammography, endometrial aspirations, ECGs). Depending on the type,
outcomes may be accepted based on self-report, or local and central adjudication may be
required. See Vol. 2 - Procedures, Section 17 - Qutcome Procedures for further details.

7.2.  Initial Report of Outcomes

As of August 31, 1994, Form 33 - Medical History Update data were available for 312
women. There were 32 women reporting hospitalizations since randomization, Self-reported
outcomes from this form include: heart or circulatory problems--2; cancer--1; stroke/TIA--1.

7.3. Confirmed Qutcomes

No outcomes have been confirmed. Documentation and adjudication awaits implementation
of outcomes procedures currently under development.
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8.

8.1.

8.2.

Quality Assurance

Data quality in WHI is promoted through standardized documentation and data collection
instruments, central training and certification for lead personnel, local training and
certification for other staff, checklists, direct observation, database monitoring (edit checks),
duplication, and site visits.

To address additional VCC operational concerns beyond those of recruitment and screening,
the Executive Committee in December 1993 formed a Streamlining Task Force (STF). One
of the charges to the STF was to review the quality assurance program and make
recommendations for streamlining. Recommendations for QA from the STF included: focus
on high priority items; allow greater flexibility in the local QA implementation; rely more
heavily on automated data checks. To meet these objectives, the decisions were made to
accept all self-administered forms other than eligibility or outcomes related items without
review with the participant and to convert most data collection forms to mark-sense (bubble)
format.

Timeliness of Data

Table 8.1. - Timeliness of Data by Clinical Center summarizes the timeliness of data entry by
CC. Acceptable performance is defined as 80% of data entered within 14 days of participant
encounter and 95% entered within 30 days. Excellent performance is defined as 90% in 14
days and 98% entered within 30 days. Study-wide performance shows that 72% of data
collected are entered within seven days, 84% within 14 days, and 94% within 30 days. Three
VCCs (Buffalo, Minneapolis, and Seattle) have achieved excellent performance. Three other
VCCs have acceptable performance (Atlanta, Iowa, and Tucson). Table 8.2. - Timeliness of
Data Entry by Form summarizes timeliness of data entry by form. Forms capturing clinical
or lab results are especially prone to data entry delays. This reflects the significant burden
many CCs face in obtaining results from outside providers.

Completeness of Baseline Data

Table 8.3. - Completeness of Data on Randomized Participants summarizes the completeness
of baseline data at form level for randomized participants by study component and task
(form). Overall, the proportion of women missing a required baseline data form is less than
1%. Note that a WHILMA algorithm checks for entry of all eligibility data and the encounter
information (header) for all other baseline forms as a prerequisite to randomization, thus
assuring a high level of complete data.

Summaries of missing data at the level of the individual fields have not been prepared.
Examples of the frequency of missing values for selected variables may be found in Tables
3.3.-3.6. -- Questionnaire Responses by Enroliment Status. For race/ethnicity, marital status,
family income and education, the frequencies of missing values (“Value not entered”’) were
0.1%, 0.2%, 2.5%, and 0.2%, respectively.
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8.3.

8'4‘

8.4.1.

Post-Randomization Changes in Eligibility Data

As noted above, the entry and automated evaluation of all eligibility data is required in
WHILMA prior to randomization. CCs have the ability to edit all iocally entered data,
although warning messages are displayed whenever eligibility data are modified.

Table 8.4. - Post-Randomization Changes in Eligibility Data displays all changes made to
eligibility data post-randomization. No participant became ineligible based on these changes.
The age stratum for one participant’s randomizations to HRT and DM is made incorrect by
one change.

Specimen Data Quality

WHI specimens are defined generically as products collected from participants that require
further central processing before data are generated for the study database. Examples of
specimens are blood and urine aliquots, electrocardiograms, bone densitometry, 4DFRs, and
endometrial aspirations. These specimens are collected and Jogged by CC staff and sent
directly to the appropriate central processing site. Data are provided to the CCC from the
central processing site and the CCC is responsible for linking these data to existing
information in WHILMA.

Three CCC subcontractors (Ogden, Epicore, and UCSF) have provided data tracking
information as of August 31, 1994. Data presented here show matching rates between
WHILMA tracking data and those data provided by the central processing sites. These
reports are used to alert the CCC to problems in identifying and retrieving centrally-processed
data. The proper identification of all of these products is critical to long term case-control
analyses.

Because of the separate processes involved in satellite site operation, tracking reports in this
section show site-specific data.

Blood and Urine Specimens

Table 8.5. - Matching Rates for Blood Draw IDs (Received at Ogden) summarizes blood and
urine specimens received by Ogden by Clinical Center and the matching rate to Form 100 -
Blood Collection and Processing entered into WHILMA. As of August 31, Ogden has
received specimens from 9,475 blood draws of which 294 could not be matched to WHILMA
data. This 3.1% unmatched may be attributable to normal lag time to data entry although
labeling problems cannot be ruled out entirely at this time. Table 8.6. - Matching Rates for
Blood Draw IDs (Logged Into WHILMA) summarizes Form 100 data in WHILMA and the
proportion of these specimens actually received at Ogden. Of 10,073 specimen draws
reported in WHLMA, 8.9% have not been received by Ogden. Those specimens not matched
probably reflect delays in shipment to Ogden and some confusion about procedures for
specimens of women found to be CT ineligible. While this proportion of unmatched
specimens is higher than hoped, clarification with some VCCs about their internal procedures
should reduce this to an acceptable level.
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Each blood draw is designed to produce 12 required aliquots. Table 8.7. - Percent Complete
Blood Sample Aliguots in Storage summarizes the completeness of blood collection and
storage by Clinical Center, based on unique blood draws actually received at the repository.
Of these, 96.9% of draws have the complete set of aliquots. The range among Clinical
Centers is from 87.7% t0 99.7% of specimens. In the case of difficult blood draws, current
procedures allow for the collection of only the bloods required for safety analyses (CBCs and
triglycerides). Among the 4,496 women randomized, 34 (0.8%) had only safety bloods
collected.

Table 8.8. - Matching Rates for Urine Draw IDs (Received at Ogden) summarizes urine
specimens received by Ogden from the VCCs participating in the Osteoporosis substudy.
Ogden has received specimens from 2,114 collections, of which 2,025 could be identified in
WHILMA. The remaining 4.2% that cannot currently be identified is within the range
expected from key entry delays. Among those specimens logged into WHILMA, Table 8.9. -
Matching Rates for Urine Collection IDs (Logged Into WHILMA) indicates that 15.2% have
not been received at Ogden. Further tracking of these unmatched specimens is underway.
99% of stored urine specimens have the required number of aliquots.

8.4.2. Electrocardiograms

Table 8.10. - Matching Rates for ECG IDs (Received at Epicore) summarizes the ECGs
submitted by CCs to Epicore and the proportion of these matched to Form 86 - ECG data in
WHILMA. Of the 5,804 ECGs received by Epicore for WHI, 4.8% of the ECGs could not be
matched. This value is within the limits expected from normal key-entry delays, but the
variation between CCs indicates that attention to local procedures is required. Table 8.11. -
Matching Rates for ECG IDs (Logged Into WHILMA) summarizes Form 86 data in
WHILMA and the proportion of these ECGs received by Epicore. Of the 6,318 ECGs
reported in WHILMA, 12.5% have not been received by Epicore. This value is higher than
expected given that ECGs are transmitted electronically from the CCs to Epicore after each
group of 10-12 ECGs is obtained. Failure to match is most likely due to using an incorrect
study ID number. Additional attention to these procedures is needed to increase the matching
rate to an acceptable level.

Quality scores for ECGs are defined on a scale of 1 (highest quality) to 5 (lowest). Epicore
assigns a quality score to ECG as part of their central reading. Table 8.12. - ECG Quality
Grades summarizes quality of ECGs by Clinical Center. Grades 4 and 5 are considered
unacceptable grades. Continued follow-up of machinery and technicians is required to
reduce the rates of unacceptable ECGs.

8.4.3. Bone Densitometry

Tables 8.13. - Matching Rates for Bone Scan IDs (Received at UCSF) and 8.14. - Matching
Rates for Bone Scan IDs (Logged into WHILMA) provide a summary of bone densitometry
tracking data for the three osteoporosis substudy CCs. UCSF has received 1,366 bone scans
of which 7.8% could not be matched to Form 87 - Bone Densitometry data in WHILMA,
again somewhat higher than expected by data entry delays. Of the 1,303 bone scans reported
in WHILMA, 3.3% have not been received by UCSF. Since bone scans are submitted only
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monthly, this unmatched quantity is well within the limits expected from normal processing
delays.
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9. Adherence to Study Timeline

Protocol Section 11 defines the study timeline, reflecting the progress and expectations as of
August, 1994,

Protocol approval for study initiation was obtained from the WHI Executive Committee on
July 1, 1993, from the WHI Data and Safety Monitoring Board on June 16, 1993, and from
the Fred Hutchinson Cancer Research Center’s Institutional Review Board on August 19,
1993. The Investigational New Drug (IND) application to the FDA was approved in July
1993. Study procedures and forms were approved in parallel. During the summer of 1993,
the WHI also underwent an extensive review by the Institute of Medicine.

In spite of an initial delay of about three months in the award of the VCCs, recruitment in the
WHI CT was officially opened on schedule on September 1, 1993 through the determined
effort of many WHI investigators and staff. Ten VCCs were able to begin screening visits in
the first month, though IRB, facilities and staffing problems, and competing study
recruitment delayed screening in some VCCs until October (four VCCs) or November (two
VCCs). The first randomization occurred on October 29, 1993,

The startup for the OS was delayed by the need to obtain OMB clearance for all forms,
procedures, and participant materials used for OS women. The OS was officially opened for
enroliment on September 1, 1994. The delay in the opening of the OS 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. This delay will
result in a loss of approximately 35,200 years of observation (4% of expected).

On September 29, 1994, 24 new CCs were named. These CCs are scheduled to begin
recruitment and screening in February 1995 with accrual to be completed by January 31,
1998. With each CC’s recruitment goals defined on the basis of 45 CCs rather than the 40
actually funded, this will result in a deficit of 7,000 participants in the CT and over 11,000 in
the OS. To address this shortfall, VCCs are being invited to make proposals to recruit
beyond their currently funded levels during the period of February 1995 through January
1998.

During the next six months, VCCs will conduct their first annual follow-up visits for CT
participants. The first annual visit will provide key information on study adherence and some
intermediate endpoints. Enrollment into CaD, planned to occur in the 8-week window
surrounding the first annual visit, will begin as soon as study medications are available. We
are currently working under the assumption that these supplies will be supplied to vs by
December, 1994, The first CaD randomization should occur shortly thereafter.
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1.

Preliminary Remarks

This report documents study activities of the Women's Health Initiative Clinical Trial (CD)
during the period September 1, 1993 to August 31, 1994 as reflected by data provided to the
Clinical Coordinating Center (CCC) by the Vanguard Clinical Centers (VCCs, funded in
Spring 1993) and the CCC subcontractors (central laboratories) by August 31, 1994, The
WHI Annual Report, Volume 2: Clinical Trial Monitoring presents issues of particular
interest to the WHI Data and Safety Monitoring Board (DSMB). Presentations include those
designed to address the feasibility of the design and the safety and ethical issues of continuing
the randomized Clinical Trial (CT) components as defined by the current Protocol. To
protect the blinding and confidentiality of these results, the WHI Annual Report, Volume 2
circulation is limited to the WHI DSMB and appropriate NIH and CCC staff. The reader is
referred to the WH! Annual Report, Volume 1: Study Progress for more detailed information
on study activities of a non-confidential nature.

All data presented here are derived from WHILMA, the study database, or in the case of
serious adverse effects, by direct communication. Data managed in WHILMA are those
defined by standardized data collection procedures and instruments (see WHI Manuals,
Volume 2 - Procedures and Volume 3 - Forms). As the first Annual Report for WHI, data on
many aspects are not yet complete. In some instances, simple listings are shown or sparse
tables are presented to demonstrate a proposed reporting format. Other data summaries will
be developed as the study and database mature.
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2, Enrollment

Enrollment into WHI is a multistage process consisting of recruitment, screening and
randomization into the CT (or registration into the Observational Study). Vol. I - Study
Protocol and Policies, Protocol Section 5.2. - Enrollment describes the mode} screenin g
process. Briefly, eligibility and willingness to participate in either the Hormone Replacement
Therapy (HRT) component, the Dietary Modification (DM) component, or both are
determined through a series of three Screening Visits (SV1-8V3). Clinical Centers (CCs)
may tailor the process to local needs, subject to the constraints of informed consent and pre-
randomization data requirements. Power calculations assumed a uniform accrual during a
36-month recruitment period. For the purposes of establishing CC goals, we made the
following assumptions: (1) the expected time from initial contact to SV3 would be three
months; and (2) CCs should reach full accrual (randomization rates) by month 4 (December
1993 for VCCs). From these we calculated monthly goals of 16.8 HRT and 32.3 DM
randomizations per month per CC or 270 HRT and 517 DM randomizations per month for all
16 VCCs.

Figure 2.1 - Projected and Actual Cumulative Randomizations by Month displays the
cumulative randomizations and goals for the HRT and DM components. As of August 31,
1994 the WHI had randomized 4,496 women into the CT. Of these, 1,447 are randomized to
HRT (59.6% of cumulative goal) and 3,665 are randomized to DM (78.7% of cumulative
goal). While the cumulative goals have not yet been reached, Figure 2.2. - DM and HRT
Randomizations per Month shows that monthly DM randomization goals have been exceeded
for the last four months and randomizations into HRT are approaching the monthly goals
(97% in August). The lag in HRT accrual is partly due to a lower than anticipated interest in
the HRT component. It is also affected by a longer average screening interval associated with
the HRT washout and run-in periods. If the current rate of accrual can be maintained (125%
of monthly goal), the VCCs should be able to meet their cumulative goals for DM within the
next year. Though VCCs have made good progress toward meeting the monthly HRT goals,
additional effort will be required to cover the existing shortfall,

The randomization scheme for WHI is based on a randomized permuted block algorithm,
stratified by CC site, by age category (50-54, 55-59, 60-69, 70-79) and, for HRT, by
hysterectomy status. Randomization ratios are defined as 30:28:42 for ERT:PERT:placebo in
HRT and 4:6 for Intervention:Control in DM. Figure 2.3. - Randomization Assignments in
the Partial Factorial Design shows a comparison of the number expected in each cell by
design (compare to Figure I of the Protocol in Vol. I - Study Protocol and Policies, Section 2
- Protocol) under the current sample size and the number assigned. Of the 1,447 women
randomized to HRT, 468 (32.3%) were assigned to ERT, 335 (23.2%) were assigned to
PERT, and 644 (44.5%) were assigned to placebo. Of the 3,665 women randomized into
DM, 1,455 (39.7%) were randomized to Intervention and 2,210 (60.3%) to Control.
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Figure 2.3.
Randomization Assignments in Partial Factorial Design

Number of women randomized in each cell with number projected
from total sample size and design assumptions shown in parentheses.

q
YES
ves Intact Uterus |
| | |

ERT PERT Control RT Control Randomlzed
[ 189 (312) 335 (500) 315 (437) 279 (223) 329 (312) 3,049(2,712) I
Intervention 1,455 28 (50) S9(80) 4R (70) 42 (36) 54 (50) 1,224
D {1,370) (1,085}
14 ves
E Control 2,210 48 (75)  82(120) 81(105) 84(53) 90 5) 1,491
T (2,056) (1,627)
NO
bee_Not Randomized 831 113 (187) 194 (300) 186(262) 153 (134) 185 (187) -
(1,070)
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3.2.

Baseline Characteristics

Design Parameters and Study Goals

Age and, for HRT, hysterectomy status are design factors used in determining the required
sample size for the CT. Figure 3.1. - Age Distribution by Study Component and
Hysterectomy Status displays the current age among randomized women in each distribution
component. Note that the prescribed age distribution for each 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 is to be limited to 30%.

The study has a clear deficit in the oldest age category:; only 13.5% of HRT participants and
12.5% of DM participants are 70-79 years of age. 42% of women randomized to HRT have
had hysterectomies. While there is some variability in the degree, these trends are uniform
across CCs. The lower than anticipated number of women in the oldest age range affects the
power of all CT components since the largest proportion of outcomes are expected to occur
in this group of women. The higher prevalence of hysterectomies at baseline affects the
power of the PERT vs. Placebo comparison. Since women with hysterectomies are not
randomized to PERT, a higher prevalence of hysterectomy would reduce the sample size for
the PERT vs. Placebo comparison. At the August 2, 1994 Executive Committee meeting,
VCCs were asked to begin targeting older women through preferential recruitment and
screening of these women.

Distribution and Balance on Selected Baseline Characteristics

To demonstrate the balance achieved on other baseline characteristics, Tables 3.1. through
3.9. - Questionnaire Response by Randomization Assignment present treatment arm-specific
distributions for the following selected variables: race/ethnicity, marital status, income,
education, ever smoker, alcohol, family history of breast cancer, parity, age at first pregnancy.
Table 3.10. - Physical Measures by Randomization Assignment shows the treatment arm-
specific distributions for height, weight, body mass index, and blood pressure.
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4. Follow-up Activities
4.1. Overview

4.2.

4.3.

Routine follow-up contacts for the CT are designed to ascertain outcomes, to assure safety,
and to assess adherence to interventions. The follow-up schedule consists of telephone
contacts at six weeks post-randomization for HRT, semi-annual clinic visits for HRT, semi-
annual contacts (visits, telephone or mail contacts at CC discretion) for DM, and annual
clinic visits for all CT women. The Protocol defines a four week interval surrounding the
anniversary of randomization or surrounding six months post-randomization as the
designated contact window. Completeness of follow-up is an important indicator of the
adequacy of outcome ascertainment procedures. For DM, identical follow-up activities
across the unblinded treatment arms is necessary to assure unbiased outcome ascertainment.

The first annual visit is the most comprehensive follow-up visit. Most baseline measures as
well as the specimen collection is repeated for all CT women to provide estimates of
intervention effects on intermediate endpoints. For cost efficiency, many procedures are
performed throughout the follow-up period on only a subsample of participants.

~

Adherence to Contact Schedule

Table 4.1. - Adherence to First Semi-Annual Contact displays adherence to contact schedule
for the first semi-annual contact. Data are shown only for women whose contact window was
completed by August 31, 1994, indicating that a contact should have occurred. Since the first
CT randomization was October 29, 1993, no annual visits are due yet. In future reports we
will show follow-up activity by randomization assignment.

Adherence to contact schedule is lower than desirable overall. This represents delays in
finalizing, implementing and entering the follow-up instruments, delays in scheduling follow-
up visits because of anticipated protocol changes regarding follow-up, and the need to catch
up on the randomization goals.

Participation Status

Women may refuse to participate in continued intervention or follow-up activities. Women
who withdraw from further intervention are encouraged to participate in routine follow-up
procedures to promote complete outcome ascertainment. Women who decline Protocol-
defined safety-related follow-up procedures are withdrawn from the intervention. Reports of
women changing their participation status post-randomization are submitted on Form 7 -
Participation Status. Currently no data are available from this form.

INANNUAL\PR10_94B DOC
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5.
5.1.

5.2.

5.3.

54.

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 number of tablets remaining in the returned bottles and the length of the
interval between visits. Changes to study medications can 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. - Medication Rates by Randomization Assignment presents adherence to study
hormones by treatment arm and CC at the first semi-annual follow-up visit. In the placebo
group, 94% of the prescribed tablets were consumed; for both the ERT and PERT groups, the
average consumption rate was 95%. The small number of values available makes it
unreasonable to draw any strong inference even for this early adherence point.

Four women have had a documented change in their study hormone prescription. These
changes are listed in Table 5.2. - Changes in HRT Medication. In all cases except the one
(involving a post-randomization hysterectomy), the clinic gynecologist was unblinded prior
to changing the prescription. These changes are consistent with Protocol-defined treatment
of symptoms. In two cases, the change was only to add short-term progestin to the
randomized hormone assignment.

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.

Table 5.3. - Reports of Bleeding by Randomization Assignment presents the number of
reports of bleeding (among women with uteri) by treatment arm and contact type. Nine
women (eight PERT, one ERT) have reported bleeding at their first semi-annual visit; four
PERT cases and one ERT case resulted in unblinding for management of this symptom.
Among non-routine contacts, 4% of ERT and 8% of PERT are reporting bleeding problems.
There have been no reports of bleeding among women on placebo. No data are yet available
from the 6-week telephone contact.

Adverse Effects

There has been one adverse effect (deep vein thrombosis) reported in a 71 year old woman
with a history of DVT associated with birth control pifls and knee replacements. This woman
had been randomized to PERT approximately six weeks prior to the event.

Unblinding

Unblinding to the HRT 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
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of August 31, 1994, 11 HRT participants® assignment had been unblinded. Table 5.5. - HRT
Unblindings, provides a listing of all unblindings and relevant data. EPLC and PPLC are
database variables indicating the estrogen placebo and the combined progestin plus estrogen
placebo, respectively.

§.5. Laboratory Monitoring

Plans for specimen analyses to be used for monitoring purposes are currently under
discussion among WHI Investigators. It is anticipated that the battery of tests to be applied to
a 6% cohort of CT participants will be finalized shortly. Simultaneous analyses of baseline
and year 1 samples in these women should begin by mid to late 1995. We anticipate that
initial treatment group comparisons of these values will be available for our 1996 report.
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6. Dietary Modification Status

6.1. Timeliness of Intervention

Because the Dietary Modification (DM) intervention is delivered in a group format, the first
major hurdle in conducting the DM intervention is in assigning those women randomized in
the Dietary Change (intervention) arm into an intervention group. Ideally, all women in the
Dietary Change arm should start intervention sessions within 12 weeks of randomization.
Women waiting 20 weeks or more must be classified as minimal participants and other
remedial action must be taken. See WHI Manuals, Vol. 2 - Procedures, Section 6.10.6. -
Levels of DM Intervention Participation for further details.

Tables 6.1. - Waiting Time for Start of Intervention Among DM Intervention Participants and
6.2. - DM Participants Awaiting Intervention Start-Up display the timeliness of initiating
intervention by Clinical Center. Table 6.1. shows the length of time women waited between
being randomized and starting intervention. Of the 1,455 women randomized to DM
intervention, 781 have started intervention. Of the 781 women who have started intervention,
678 (86.8%) started within 12 weeks post-randomization. Table 6.2. shows the number of
women waiting to start intervention. Of 1,455 DM participants randomized to the Dietary
Change arm, 674 (46.3%) are awaiting group assignment and the start of intervention. OF the
women awaiting intervention startup, 130 (19.3%) have been waiting 12 weeks or more and
62 (9.2%) have been waiting 16 weeks or more.

6.2.  Adherence to the Intervention Program

Adherence to the DM intervention is assessed by attendance to group intervention sessions,
and by self-monitoring reports of fat, fruit, vegetable, and grain scores. Table 6.3. - Dietary
Modification Session Adherence Summary displays the study-wide reports of session
attendance and completion (where completion equals group attendance plus make-up
attendance), and the average of the self-monitoring scores by session.

Table 6.4. - Percent of Participants Completing Dietary Sessions displays session attendance
for each Vanguard Clinical Center.

Attendance study-wide ranges from 97.8% at session 1 to 93.2% at session 7 to 90.4% at
session 10 (Zable 6.3.). Sessions move from weekly to biweekly at session 7 and from
biweekly to monthly at session 10. Experience from the Women's Health Trial suggests that
attendance will decline when the time interval between sessions becomes Ionger. Note that
scores have not been recorded yet for session 10 pending a change in data recording
procedures. This accounts for the low member count for scores at session 10.

The study-wide average fat gram score declined from 47.4 at session 2, when participants
begin turning in their fat scores, to 26.8 at session 8 when participants are expected to have
met their fat gram goals. Assigned fat gram goals range from 29-37, with 32-34 being most
frequently assigned. Fat gram goals are individually defined in Vol. I - Study Protocol and
Policies, Protocol Section 4.2.2. from participant height and baseline total energy intake. The
CCC monitors fat scores at sessions 8, 12, and 16, with the expectation that participants
should have attained their fat gram goals by session 8. Fat scores are collected and recorded

IMANNUALYPRIG_94B.DOC



WHI - Annual Report, Volume 2 - Clinical Trial Monitoring Page 28

6.3.

6.4.

6.5.

at each session beginning with session 3 so that participants and nutritionists can track
progress toward the goal.

The study-wide average fruit/vegetable score was 5.6 servings at session 8 when participants
begin turning in their fruit/vegetable scores. This score is already above the DM intervention
goal of 5 fruit/vegetable servings daily. Data (member count for scores) are insufficient to
evaluate beyond session 9. The CCC monitors fruit/vegetable scores at sessions 12 and 16,
with the expectation that participants should have attained their fruit/vegetable goals by
session 12. Participants turn in fruit/vegetable scores beginning with session 8 so that they
and their nutritionists can track progress toward their goals.

The study-wide average grain score was 4.7 at session 8 when participants begin turning in
their grain scores. This score is below the DM intervention goal of six servings daily. Data
{member count for scores) are insufficient to evaluate beyond session 9. The CCC monitors
grain scores at session 16, with the expectation that participants should have attained their
grain goals by session 16. Participants turn in their grain scores beginning with session 8 so
that they and their nutritionists can track progress toward their goals.

Number of Active Groups and Group Sizes

The number of active groups and group sizes are displayed in Table 6.5. - Number of DM
Intervention Women Assigned to Diet Groups at Session 01. Seventy groups are active, i.e.,
participants have been assigned to a group. All VCCs have conducted at least one group
through session 6. One VCC has conducted at least one group through session 13. No VCCs
have conducted session 14 or beyond.

The recommended group size is 8-15 participants, with the ideal range being 10-12
participants. Groups that are too small may lead to staff overload. Groups that are too large
lead potentially to poor group dynamics. Forty-four percent of the groups are in the ideal size
range. One VCC has two groups that are smaller than the recommended size. One VCC has
one group that is larger than the recommended size.

Comparison of Dietary Intake

Dietary intake in DM is assessed at baseline and post-randomization in both the Intervention
and Comparison arms with three instruments: the FFQ, the 4DFR, and the 24 Hour Recall
(24HR). Currently only baseline values of the FFQ are available.

Laboratory Monitoring of Adherence to Dietary Intervention Program

Plans for specimen analyses to be used for monitoring purposes-are currently under
discussion among WHI Investigators. It is anticipated that the battery of tests to be applied to
a 6% cohort of CT participants will be finalized shortly. Simultaneous analyses of baseline
and year 1 samples in these women should begin by mid to late 1995. We anticipate that
initial treatment group comparisons of these values will be available for our 1996 report.
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7. Outcomes

7.1.  Overview

Outcomes are ascertained at all routine follow-up visits. Initial reports of clinical outcomes
are obtained on Form 33 - Medical History Update or through routine procedures during the
annual visit (e.g., mammography, endometrial aspirations, ECGs). Depending on the type,
outcomes may be accepted based on self-report, or local and central adjudication may be
required. WHI Manuals, Vol 2 - Procedures, Section 17 - Outcomes for further details.

7.2.  Initial Report of Qutcomes

As of August 31, 1994, Form 33 - Medical History Update data were available for 312
women. Among these, 32 women reported hospitalizations since randomization. Self-
reported new diagnoses included: heart/circulatory problems (n=2); cancer (n=1); stroke/TIA
(n=1). In the future, we will tabulate initial reports of clinical outcomes by outcome type,
study component, and treatment arm.

7.3. Confirmed Outcomes

No outcomes have been confirmed. Documentation and adjudication awaits implementation
of outcomes procedures currently under development. In the future, we will tabulate
confirmed clinical outcomes by outcome type, study component, and treatment arra, and
make comparisons based on the proposed monitoring scheme, as appropriate.
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Study Design and Power

CT power calculations were based on assumptions involving the accrual rate, 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. ! - Study Protocol and
Policies, Protocol Section 2-3A) for more details. Table 8.1. - Design Assumptions and
Current Estimates summarizes the observable quantities that we monitor. As noted in earlier
sections, the data are not adequate yet to provide useful estimates of factors related to follow-

up.

The lag in accrual and the under-recruitment of women aged 70-79 and of women with intact
uteri have been presented and discussed among WHI Investigators. It is still anticipated that
the original goals can be met. Current priorities are to address first the lag in recruitment on a
clinic-by-clinic basis and then to work on subgroup goals, hopefully by January 1995,

Because the observed deviances from design parameters are believed to be correctable, the
projected power of these studies has not been noticeably affected by deviances to date. We
will present updated power calculations when indicated by any substantial deviation from
current assumptions.
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Table 8.1.

Design Assumptions and Current Estimates

Accruat Rate

Baseline Characteristics
Age

Hysterectomy Status

Loss to Follow-up/
Competing Risk

Outcomes

Breast Cancer
Colon Cancer
CHP

Hip Fractures

Parameter

Average follow-up

% randomized as
50-54
55-59
60-69
70-79

Intact Uterus
Hysterectomized
Event rate (%/year)
CHD
All others
Incidence Rates among
Control Group
(%lyear)

Design
Value

8.92 yrs.

10%
20%
45%
25%

70%
30%

2%
3%

0.355% 2
0.160% 2
0.294% 2
0.258% 2

Current Estimate for

HRT DM
8.86! 8.91
16.1% 22.3%
23.6% 27.1%
46.7% 38.1%
13.5% 12.5%

58%

42%

no data available

no data dvailable

! Assumes monthly goals will be met in all remaining months and that deficits will be filled by

September 1995,

2 These values represent the expected incidence among control women during the early years of the
study. Age effects and secular trends are incorporated in the design for selected outcomes.
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Table 8.1. (Cont.)
Design Assumption and Current Estimates

Adherence Parameter Design Value Current Estimate for
DM Intervention % cal from fat Intervention Control Intervention Control
Baseline 38 38 no data available
Year 01 21.7 37.8
Year 02 22.6 372
Year 10 26 34
HRT % changing arms
Active to Control
Year 1 6%
Years 2-10 3%lyear
Control to Active
Years 1-5 1.5%/year
Years 6-10 1%/year
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WHI - Annual Report, Volume 2 - Clinical Trial Monitoring - , Page 38

9.

Ancillary Studies

The WHI Ancillary Study policy defines an ancillary study as an investigation which is not
described in the WHI Protocol and involves additional data which are not collected as part of
the routine WHI data set, or additional biologic specimens for analysis or storage. Separate
informed consent must be obtained on all ancillary study participants. Every ancillary study
is initially sent to the Design and Analysis Subcommittee for review. The purpose of the
Design and Analysis Subcommittee review is to assure that the ancillary study does not
unduly: (1) interfere with the objectives of WHI or complicate the interpretation of results;
(2) result in unblinding the study interventions: (3) adversely affect participant burden or
cooperation in the WHI; or (4) jeopardize the public image of the WHI. In particular,
ancillary studies involving randomization assignments for CT women generally need to wait
until completion of pertinent CT components before randomized treatment group
comparisons can be done. The Executive Committee may also request the review and
approval of the WHI Data and Safety Monitoring board. See WHI Manuals Vo!, 7 - Study
Protocol and Policies, Section 3.4. for a complete statement of the Ancillary Study policy.

Table 9.1 - WHI Ancillary Studies lists all proposals received by the Design and Analysis
Subcommittee and the approval status as determined by that Subcommittee. No ancillary
study has yet been referred to the DSMB for review.
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