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SECTION 1

INTRODUCTION TO
WOMEN'S HEALTH INITIATIVE:
CLINICAL TRIALS AND OBSERVATIONAL STUDY

INTRODUCTION

The health of women has extraordinary medical, social, and economic implications, as well as being of
personal interest to women making choices about healthy behaviors. Too little research has focused on health
issues unique to, or more common for, women, particularly chronic diseases in mature women. These
conditions—cardiovascular disease, cancer, and osteoporosis—are the leading causes of mortality, morbidity,
and declining quality of life. Thus, in 1991 the Director of the National Institutes of Health (NIH) announced
the development of a research program to address these issues. This program, entitled the Women's Health
Initiative (WHI), is composed of three studies: a Clinical Trial (CT), an Observational Study (OS), and a
community-based study. For efficiency, the CT and OS have been combined into one program. This manual,
Vol. 2 - Procedures describes Clinical Center (CC) operations and procedures for the CT and OS components.
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1.1.

1.1.1.

1.1.2.

Overview

One of the Women's Health Initiative's goals is to evaluate preventive approaches to cancer, cardiovascular
disease, and osteoporotic fractures. The three approaches used in WHI are a low-fat eating pattern, hormone
replacement therapy, and calcium and vitamin D supplementation. These interventions will be tested in a large
clinical trial of postmenopausal women. The recruitment and screening of large numbers of women for the CT
also affords a unique opportunity for observational studies of disease predictors (the OS).

The CT and OS will direct particular attention to the recruitment and study of minorities and medically-
underserved segments of the population in a culturally sensitive manner. The information derived from these
studies will be relevant to all women regardless of race, culture, or economic status.

The CT and OS are integrated into a single program to improve scientific and fiscal efficiency.
Clinical Trial

The CT is designed to address the major causes of mortality and morbidity in postmenopausal women, namely
coronary heart disease, breast and colorectal cancer, and osteoporotic fractures. Cardiovascular disease is the
most common cause of mortality in older women, accounting for 29 to 48 percent of all deaths in the age range
of 50 to 79. Both absolute rates and proportional mortalities from these causes increase steeply with age.
Among the cancers, breast cancer is the second most common cause of death. Even though breast cancer rates
increase with age, the proportional mortality from this disease is slightly higher at younger ages. Colorectal
cancer is the third most common cause of death among the cancers and the second most common incident
cancer. Incidence and mortality rates of colorectal cancer increase with age. Fractures account for
considerable morbidity, fragility, and loss of independence. Annual fracture incidence rates also increase with
age.

The goal of the CT is to test whether or not treatments reduce the incidence of disease and subsequent
morbidity and mortality. The CT is a controlled clinical trial of preventive treatments in women ages 50 to 79
years. There are three main components: hormonal replacement therapy (HRT), dietary modification (DM),
and calcium/vitamin D (CaD) supplementation. The primary goal of the HRT component is to determine
whether estrogen or estrogen plus progestin reduces the rate of coronary heart disease in comparison to
placebo. The primary goal of DM is to determine whether or not following a low-fat eating pattern is
associated with a lower rate of breast cancer and colorectal cancer. The primary goal of CaD is to learn
whether or not calcium and vitamin D supplements reduce the rate of hip fracture as compared to placebo.
The sample sizes chosen are large enough to test each treatment with confidence. The treatments will be
tested in a partial 3 x 2 x 2 factorial design to reduce the total number of participants required. WWomen may
participant in one, two or all three components of the CT depending upon their interest in and eligibility for
each individual component.

Observational Study

There is a general recognition that few older women have been studied longitudinally and that major questions
about prediction of chronic disease in postmenopausal women remain. This initiative, with its CT and OS,
presents an opportunity to accumulate a large cohort of women, to follow them, and to determine the
predictors and biological markers of disease. Integration of the findings of the OS and CT components is an
efficient and effective way to achieve the following objectives:

e  Screen women for participation in the CT.

o  Develop risk-factor analyses for cardiovascular disease, cancer, and osteoporosis.

e  Conduct surveillance of deaths and incidence of cardiovascular disease (especially coronary heart disease
and stroke), cancer, and fractures. Assess psychosocial, including quality of life, changes over time.

e  Use the case-control approach to study the link between subclinical markers and clinical disease.
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1.2. Time Table for the Clinical Trial and Observational Study

Phase 1 - Vanguard Clinical Centers (16)
Phase 1A - Protocol Development
Phase 1B - Training

Phase 1C - Vanguard Recruitment and Follow-Up
Phase 2 - Additional Clinical Centers (24)

Phase 2A - Training

Phase 2B - Recruitment

Phase 2C, 2D - Follow-Up and Closeout Visits

Phase 2E - Closeout Data
Phase 2F - Data Analysis

09/30/92 - 05/31/93
06/01/93 - 08/31/93
09/01/93 - 01/31/95

09/30/94 - 01/31/95
02/01/95 - 08/31/96
02/01/95 - 01/31/98

09/01/96 - 03/30/05
02/01/98 - 03/30/05

04/01/05 - 09/14/05
09/15/05 - 09/29/07

(8 months)
(3 months)
(17 months)

(4 months)
(19 months - VCCs)
(3 years - Other CCs)

(8 years, 7 months - VCCs)
(7 years, 2 months - Other)

(5.5 months)
(2 years, 0.5 months)
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1.3.

WHI Manuals

The design and implementation of the WHI, as captured in the study Protocol, policies, procedures,
interventions, and data collection instruments are described in the WHI Manuals. The primary function of
these manuals is to provide common training and reference materials across all participating WHI
organizations as a way of assuring the quality of the study. Each operational unit is responsible for developing
its own manual describing the policies and procedures specific to that unit.

The WHI Manuals are contained in several volumes. The allocation of topics to volumes was based on the
WHI staff members who would most use the various sections.

Volume 1 - Study Protocol and Policies: This manual contains the Protocol for the CT and OS, the
committee structure and the policies governing the scientific conduct of the study. As this is a document
written for and by WHI Investigators, procedural aspects of the study that are performed by Investigators (e.g.,
outcomes classification) are included in this manual.

Volume 2 - Procedures: This manual describes all CC procedures and guidelines for operations other than
Nutrition Intervention. As the primary CC training and reference source, this manual serves as the standard by
which CC operations are assessed. Procedures that are designated as Required in the section heading must be
followed to adhere to the protocol, for consistency, and for participant safety.

Volume 3 - Forms: All standardized study forms are displayed in the Forms Manual in numerical order.
Accompanying each form is a detailed set of instructions describing who completes the form, when and how
each data item should be coded, and what should happen to the form when completed.

Volume 4 - Dietary Modification Intervention: The Dietary Modification (DM) Intervention Manual consists
of two parts: the Group Nutritionist Manual and the Participant Manual. The Group Nutritionist Manual
describes the procedures for carrying out the intervention sessions for the DM component. The Participant
Manual contains information pertinent to each intervention session.

Volume 5 - Data System: This is a user's manual for the WHI computing system. Information is provided on
the general hardware and software used as well as the specific WHI database, WHILMA.

Volume 6 - DXA Quality Assurance Manual for Hologic QDR-2000 Bone Densitometer: This is a user's
manual for the WHI Bone Density Clinical Centers. This manual is intended as a supplement to the Hologic
User's Manual.

Volume 7 - Quality Assurance: This manual provides procedures and checklists for Clinical Center QA
Activities.
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1.4.

1.4.1.

1.4.2.

Study Communication
Lines of Communication

The success of any multi-center study depends heavily on the quality of communications. As the number of
participating individuals and institutions increase, so does the need for formal channels and efficient, reliable
means of communication. This version of the WHI Manual describes the current organization and procedure.
Spring of 1995 will be the advent of new organizational structure and modified procedures. The current status
is described here to avoid confusion. The study organization and committee structure provides the foundation
for communications. Protocol, policy, or procedural issues or problems identified by any study personnel can
be brought to the attention of an appropriate committee member or a designated Clinical Coordinating Center
(CCC) representative. Staff groups have been identified for the clinic managers, clinic practitioners, data
coordinators, lead nutritionists and recruitment coordinators. Regular conference calls for these staff groups,
as well as the principal investigators, provide an opportunity for all staff to bring concerns and problems up for
discussion, resolution and dissemination. These issues are initially brought to the Management or Executive
Committee for consideration and/or may be referred to one of the Subcommittees of the Executive Committee
for further development and consideration. Issues not clearly falling on a particular subcommittee will be
assigned by the Management Committee. It is the responsibility of the subcommittees to evaluate any
concerns and make recommendations to the Executive Committee for final approval.

As a body governed by committees, the minutes of each committee meeting or conference call will serve to
document the course of the study. Minutes from all committee meetings or conference calls should be
submitted to the CCC within one week of the meeting. All such minutes will be made available upon demand,
eventually through a computer bulletin board. However, to limit the flood of paper, routine distribution will
be limited. Minutes from the Management Committee will be regularly provided to the Executive Committee.
Minutes from all Executive Committee meetings and calls will be routinely circulated to the PI from each
institution and one designated clinic manager. Minutes from the Investigator's Committee meetings will also
be provided to all Pls and clinic managers.

From time to time, the CCC will issue bulletins describing changes to study policies, procedures, or forms.
These bulletins are intended to modify the existing WHI Manuals until an updated version of the manual is
printed. These bulletins should be reviewed with all appropriate staff and added to the appropriate appendix
of each manual when received.

Routine questions of study operations should be directed to the CCC (including the Regional Resource Center
[RRC] which functions as a part of the CCC). Contact staff for each function will be identified on an ongoing
basis. Please note the hours and days of coverage, including CCC institutional holidays.

CCC (FHCRC) Holidays:

January 1 New Year's Day
Martin Luther King Day (Monday)
February President's Day (Monday)
May Memorial Day (Monday)
July 4 Independence Day
September Labor Day (Monday)
November 11 Veteran's Day

Thanksgiving (Thursday)
Day After Thanksgiving (Friday)
December 24 Christmas Eve (or December 26)
25 Christmas Day

Methods of Communication

The WHI will take full advantage of available means of communications: meetings, conference calls, personal
calls, facsimile transmission (fax), regular and express mail, and electronic mail (eMAIL). The availability of
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a standardized computing environment and eMAIL makes eMAIL the first choice for all but the most urgent
communications. The advantages of eMAIL are speed, accuracy, reliability of communications, simplification
of documentation, and cost, given the existence of the WHI network.

Electronic Mail

All WHI personnel with access to the WHI network will be given a unique user identifier. This ID and a user-
defined password will be required for accessing the network and participating in the electronic messaging
system. Each user will be able to send and receive messages throughout the network, store, and retrieve them
electronically, and access messages for general dissemination (e.g., minutes from meetings). Groups of WHI
personnel, as defined by interests or responsibilities (e.g., nutrition interventionists, lead data coordinators,
subcommittees or the Executive Committee) will be established as an entity within the eMAIL system to
facilitate quick and comprehensive addressing and distribution.

Access to WHI eMAIL is desirable for all affiliated institutions and individuals. Budget limitations may limit
the ability of the system to reach all WHI staff. Groups not explicitly funded for access, such as various CCC
subcontractors and other NIH collaborating offices will be added if funding is identified. Priorities will be
based on data flow and communication needs. EMAIL connections, such as Internet, have been made
available on a broad basis especially for communications with these groups. The Internet address of all WHI
users is based on the CCC maintained gateway and is of the form: user name %or@hub.fhcrc.org.

Inquiry Reporting System

The eMAIL system will be used for routine inquiries between the CCs and the CCC. A paper version, Form
171 - Inquiry Form, may also be used if necessary.

The Inquiry Form provides a standard format for the CCs to ask questions of the CCC. The Inquiry Form
allows the CC to describe problems and ask questions about any aspect of study procedures, policies, and
forms.

CCs should take the following steps before completing a CC Inquiry Form:

Consult Vol. 1 - Protocol
Consult Vol. 2 - Procedures or other volumes of the WHI manuals.

Ask the Clinic Manager or other supervisor.

> w0

Ask the Principal Investigator or other Investigator.

If the question cannot be answered, the CC should complete an Inquiry and send it to the CCC. If the question
is urgent (for example, involving a safety issue or randomization, being unable to dispense medication or other
critical matters), the CC should call the CCC for a quicker response.

The CCC records an answer on the form and returns the Inquiry to the CC. Questions and answers recorded
on the Inquiry Form are used to update the WHI Manuals or other relevant study manuals.

If an Inquiry from one CC results in a change or clarification of a procedure applicable to other CCs, the CCC
issues a bulletin to all CCs. In addition, a copy of each answered Inquiry that pertains to all CCs is forwarded
to each CC.

Issue Action Log
As a subset of the Inquiry Reporting System, some issues raised may require a change in protocol, study policy

or procedure. Such issues may be referred to a subcommittee of the Executive Committee or Management
Committee for further development and approval. Tracking of these activities, as well as the review and
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approval steps within the study organization, the Data Safety and Monitoring Board, and the Director of NIH,
is done with the Issue-Action Log.

Telephone Calls

Telephone calls are necessary to maintain rapport between individuals and to provide a forum for a "real-time"
discussion. The number of participating CCs makes the number of calls received at the CCC or the Program
Office potentially overwhelming unless there is discretion in their use. It is recommended that CCs establish
logs of long-distance calls to the CCC and NIH to monitor their own activity.

Mail

Regular and express mail will be used to ship supplies and larger documents. Note that express mail addresses
for some institutions, including the Program Office and the CCC, are different from the regular US Mail
address. It is recommended that you do not send items to the Program Office by regular mail because of
delays in the internal mail system at NIH.

WHI Directory

A directory of all WHI investigators and staff addresses, telephone and fax numbers are provided through the
CCC. The directory is updated and distributed to all WHI personnel on a regular basis.
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1.5.

Contact with Primary Care Physicians

The intent of WHI is to avoid interfering with the participant's relationship with her usual source of medical
care. The WHI CCs will not provide regular medical care for participants. Each CC will have a referral
system for women who do not have their own physician.

Community Relations

It will be advantageous to each CC to have familiarized local physicians and medical associations about the
WHI CC activities. Articles in local professional publications, presentations at local meetings, and a mailing
of informational materials to the women's primary care physicians should be considered. A standard set of
slides describing WHI will be provided to each CC. These may be useful for presentations to local
professional or lay groups.

Providing Information to Help Them Advise Their Patients About Participation

Sometimes a potential participant will want to talk with her primary physician regarding the study and whether
or not she should participate. This will occur, for example, if a woman is currently using hormone
replacement therapy at the first contact. Provide her with information to take to her primary physician and ask
her to visit her primary physician and discuss whether or not she can discontinue her present hormone regime.
Her primary physician may also call the CC for information about the study. Each CC should decide upon a
contact person(s) who will talk with these physicians. The contact person(s) should be very knowledgeable
about the study and able to answer the physician's questions in detail.

Obtaining/Confirming Medical History

To avoid unnecessary duplication of services, some information about a participant's medical history (e.g.,
results of last mammogram) and some diagnostic study results may need to be requested from her physician.
Such requests for information should be accompanied by a medical release form signed by the participant (see
Section 4.2.4.3. - Initial [Screening] Informed Consent).

Reporting/Advising on CC-Detected Medical Conditions (Alerts)

To prevent duplication of service and subsequent charges and inconvenience or increased risk to a CT
participant from repeating a procedure, results of the following procedures will be forwarded to the
participant's primary physician:

¢ Mammography

. Pelvic Exam

e  Pap Smear

e  Endometrial Aspiration

e  Transvaginal Endometrial Ultrasound

Community physicians and WHI participants should be informed that the CCs will not be measuring
cholesterol or performing any blood tests that would replace the woman's routine medical care. Inform both
the participant and her personal health care provider that the WHI CC is not measuring or monitoring

cholesterol levels or other biochemical markers, unless the CC has made arrangements for this on an ongoing
basis.

Results of other WHI measures and studies (such as CBC, ECG, bone density) will be provided to the
participant or her primary physician if they indicate possible underlying serious problems. See Section
4.3.4.4. - Procedures for WHI alert values for procedures and measurements.
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Some CCs may want to refer other measurements and procedure results to the participant's primary physician.
Follow your CC's guidelines regarding additional alerts and referrals to primary physicians.

Coordinating Adverse Effect Monitoring and Management

The need to coordinate the monitoring and management of adverse effects (e.g., vaginal bleeding) may require
coordination with a participant's physician(s) particularly if the physician has reported these effects to the CC.
Participants in the HRT component of the CT will require such coordination more often than other CT
participants (see Section 5.4. - Managing Symptoms and Section 5.5. - Major Health Problems). All
physicians' requests for information should be handled in a professional manner.

Obtaining Outcome Information

Some information about outcomes may be ascertained through the participant's physician(s). Contacts to
obtain this information should be courteous, professional, and as brief as possible.
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SECTION 2
CLINICAL CENTER GUIDELINES

INTRODUCTION

The Women’s Health Initiative (WHI) Clinical Centers (CCs) have been selected, in part, because of their
experience in clinical research. These guidelines are offered to help investigators at both the Vanguard
Clinical Centers (VCCs) and the New Clinical Centers (NCCs) to set up satellite or remote sites and maintain
their CC operations. This section can be used as a checklist to ensure that at least the essential elements are in
place. It may also be helpful for staff training.
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2.1 Clinical Center Facilities

Adequate and appropriate facilities are important in the overall operation of the CC. Adequate facilities are
also important in maintaining participant adherence.

2.1.1 Clinic Area

2.1.1.1 Required Clinic Areas (Required)

Interview areas or rooms: These should be convenient, private, attractive, and well-lit rooms or
cubicles used for conducting individual interviews with the participants.

Classroom: This should be a large, attractive area (comfortable for 20 people) for teaching and
facilitating group sessions for the First Screening Visit (SV1) and intervention group sessions,
conducting CC staff meetings, accommodating mass-mailing operations, and for use in any other activity
where a large room is needed. All cooking supplies and a sink should be located either nearby or in the
classroom.

Participant file area: This must be a secure area. Any material that is identified with a participant’s
name should be locked or in a secure area when not in use to maintain confidentiality of records.

Medication storage area: This should be a secure room with space for unpacking and packing
shipments of medications, holding the pill scale, and storing supplies of Hormone Replacement Therapy
(HRT) and Calcium/Vitamin D (CaD) medications (shelving to hold approximately 20 boxes about 1'5’
wide x 1” deep x 6” high). See Section 15.2 - Medication Storage Area for a more detailed description
of the area.

Blood drawing area: This should be convenient to the CC area and include a blood drawing chair,
standard blood drawing equipment, and a sink in accordance with Occupational Safety and Health
Administration (OSHA) requirements.

Blood processing area: This should be convenient to the CC area. It must have a sink and work
counter, and a refrigerated centrifuge. Access to a -70°C freezer is required to hold the sample aliquots
before shipment to the specimen repository.

Physical measurement area: This area should be a private area for taking height, weight, hip and waist
measurements, and other physical measurements, where the participant can feel that personal information
will be kept confidential. Access to a wall-mounted mirror is recommended to perform the hip and waist
measurements.

Examination room: This room should be set off from the other clinical areas by a door. Any windows
should have blinds or curtains that can be drawn. An examination table with stirrups, at least one
standing examination lamp, a stool, an overhanging equipment table, and a sink should be available in
the room. Additionally, storage space in this room for gowns, sheets, gloves, specula, lubricant, and
other supplies would be desirable.

LAN file server space: The file server is mounted in a floor-standing cabinet and weighs about 300 Ibs.
The cabinet is approximately 2%’ x 2'2” wide and 4’ tall, requiring 6” of clearance on each side when the
cabinet is closed, and sufficient clearance to open and work on both front and back. It also needs 2’ of
air space above the cabinet. It will generate about 500 BTUs per hour, so the space must have sufficient
ventilation to disperse this heat. The file server and -70°C freezer should not be located in the same area.
It must be located in a secure area to avoid use by unauthorized people or accidental shut down.

2.1.1.2 Recommended Clinic Areas

The following list includes additional specific areas likely to be needed at each CC to perform the activities for
the WHI.

Accessible parking: This is an important convenience for the participant that can improve participant
adherence. The CC is encouraged to reimburse participants if free parking is not available.
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e  Waiting room: This should be a convenient and attractive area, with an adjacent reception area for
appointment scheduling. The area could also be used by participants to complete any self-administered
questionnaires on-site.

e  Reception desk area: This area should be in or near the waiting room area.

e  Coffee area: This area might include a small table, coffee pot, cups, coffee and tea supplies, and snacks
for post-blood draw participants. Preferably, this area could be located near the waiting room. If the
coffee and post-blood draw snacks must be kept in the waiting room, be sure that there are clear,
understandable instructions posted for pre-blood draw participants to not have anything to eat or drink
until after their blood has been drawn.

e  Telephone recruitment area: This area should have a chair and small desk accommodations for
telephoning and screening potential participants. It should be located in a quiet area away from the
reception and waiting room areas.

2.1.2 Computing
2.1.2.1 Preparing Facilities for WHI Computing System (Required)

Clinical Centers must arrange for appropriate cabling of their facilities for local area network (LAN) access to
each station. Contact the Clinical Coordinating Center (CCC) for cabling information.

2.1.2.2 Guidelines for Allocating Computers to Clinical Center Areas

The five personal computers (PCs) may be located throughout the CC in order to automate tasks and facilitate
data management. Each CC will need to determine the most useful configuration for their CC layout. A
general recommendation based on assumed tasks is provided.

Table 2.1
Suggested Personal Computer (PC) Locations

# of PCs Station Likely Tasks

1 Reception Data Entry
Office Automation

1 Interviewer Current Medication Inventory
Office Automation
Data Entry
Eligibility Determination
Randomization

2 Data Entry Data Entry and Scanning
Eligibility Determination
Randomization
Database Reporting
Office Automation

1 Near Study Pills Study Pill Inventory
Study Pill Dispensing
Study Pill Adherence
Data Entry
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2.1.2.3 Guidelines for Data Entry Area

Data entry room: The computer area should be well-lit and well-ventilated, preferably in a separate
office. Since computers generate heat, they should not be in a cramped, windowless cubbyhole. Data
entry preferably should not be performed in the reception area or busy office area.

Work space: The table or desk that the computer is on should be large enough to accommodate a
generous workspace (for forms, a copyholder, etc.).

Workstation: The keyboard and monitor should be at the proper height. An operator’s arms should be
bent at a 90° angle when typing. If the table is too high, there are many products available that lower the
keyboard. In addition, the monitor should be at eye level. If the table is too low, a stand can be used to
raise the monitor or a “CRT valet” to lift the monitor totally off the desk and position it at an appropriate
height. Some of these aids come with copyholders that may make data entry work easier and faster.
Most computer supply companies have free trial periods for these types of equipment.

Ergonomic chair: Data entry staff should have a comfortable chair. Back fatigue is a major complaint
of computer users. The height should be adjustable, and the back should tilt. Before buying any
furniture, if at all possible, ask staff to try it out personally since everyone’s needs and preferences are
different.

Glare-reducing screen: Another common complaint of computer users is screen glare. There are many
glare-reducing screens available that help with this problem. You can also try adjusting room lighting
and positioning the screen so that it doesn’t face the sun.

Printer table: Laser printer control buttons should be within easy reach. There should be an adequate
storage area for paper, labels and toner cartridges.

Computer cleaning supplies: There are numerous cleaning products available, both for the screen and
the floppy disc drives. They are a good investment, not only to increase the life of the machine, but to
maintain operator comfort.

Personal Computer (PC) locking device: Each PC should have a security device that locks it to the
desk or table.

Surge protector: Each PC should have a surge protector.

See Vol. 5 - Data System, Section 1 - Overview for additional guidelines.

2.1.3 Remote Sites

Procedures for screening visits, randomizations, and follow-up visits were initially developed with the
assumption that participants would come to main (or satellite) CC sites for these visits and that CC staff would
have access to WHILMA. (A satellite site is a site with access to WHILMA.) However, for those situations
where screening and follow-up visits are conducted at remote sites without access to WHILMA, CCs must
follow the required procedures as outlined in the WHI Manuals for all tests and data collection activities.
Procedures and tests performed at remote locations must be performed in the same way as those at the main
(or satellite) CC.

The physical measurement of weight must be done using the same type of scale.

The physical measurement of height must be done using the same type of stadiometer or the CC has
completed a CCC approved reliability testing to use a portable stadiometer.

ECGs must be done using the same MacPC.
Functional status measurements must be done using the same type of hand-grip dynamometer.

Blood drawing must be done with the same type of standard blood collection tubes.
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e Blood and urine samples must be processed using similar equipment (i.e., refrigerated centrifuge) and
following the same time limits. They must also be frozen in a -70° C freezer following the same time
limits as those specified in Vol. 2, Section 11 - Blood Collection, Processing and Shipment.

e  Pill weighing must use the same type of Ohaus scale and calibration weights.

Before conducting remote site randomizations and/or follow-up visits, CCs must develop a detailed plan of the
procedures they plan to use and submit this plan to their CCC Clinic Manager (CM) liaison for review before
proceeding. Clinical Centers should also submit information on remote site plans to the Project Office of the
National Institutes of Health (NIH) and the appropriate Internal Review Board (IRB). The plan should include
information such as:

e  Name, address, and phone number of remote site.

e  Distance from the main (or satellite) CC.

e  Method of communication with main CC.

e  How the remote site is staffed.

o  Description of the facilities, including signage, parking, access to secured storage, phone and FAX, VCR,
running water, dedicated or shared space, and other needed facilities.

e  How participants attending the remote site can contact CC staff.
. Length of time the remote site will be used, with a statement of commitment from the remote site.
e Hours of operation.

e  Type of visits that will be held at the remote site (e.g., screening visits, follow-up visits, Dietary
Modification [DM] Intervention sessions).

e  Equipment to be used.
e  How participants attending only remote sites are identified.

e  Handling of participant files and transportation of the files between the main CC and remote sites (CCs
should maintain a complete participant file at the main CC).

e  Procedures used to ensure timely data entry of screening and follow-up data.

e  Randomization procedures used.

The plan must include procedures that ensure activities are performed by certified WHI staff. CCC Quality
Assurance (QA) staff may include visits to remote sites during routine QA Visits to the main CC.

2.1.3.1 Remote Site Randomizations

There are 2 options for randomizations at remote sites. The first is to complete all necessary activities at the
SV3, bring the forms back to the main site at the end of the day, key-enter the information and perform the
randomization. The second is to fax all completed forms to the main site during the participant visit, and
randomize the participant from the main site. For each instance, HRT participants must be mailed study pills
within one working day (refer to Section 4.6.3.5 - Remote Site Randomizations for more detailed instructions).

2.1.3.2 Remote Site Follow-up Visits

Procedures and tests for follow-up visits performed at remote locations must be performed in the same way as
those at the main (or satellite) CC. Conducting follow-up visits at remote site locations generally pose
additional efforts by CC staff to allow for efficient data flow between the main CC and the remote site
location. A CC with a remote site location should organize the activities of each to allow for accurate and
timely data collection consistent with same at the main (or satellite) site. Before conducting remote site
follow-up visits, CCs must develop a detailed plan of the procedures they plan to use and submit this plan to
their CCC Clinic Manager (CM) liaison for review. See Section 2.1.3 — Remote Sites for suggested
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information to be included in the plan’s description. Since the dispensation of study pills is dependent on
WHILMA, the procedures for how to dispense study pills in a timely manner is a challenge. Options for
dispensing study pills to participants at remote site locations are described in Section 15.4.7 — Selecting and
Dispensing Study Pills for Remote Site Locations (Required).

R:\DOC\MAN\CUR\VOL2\2.doc WHI MANUALS: VOLUME 2 - PROCEDURES VER. 2: 02/14/00






WHI - Volume 2, Section 2 - Clinical Center Guidelines Page 2-5b

This page left blank intentionally.

R:\DOC\MAN\CUR\VOL2\2.doc WHI MANUALS: VOLUME 2 - PROCEDURES VER. 2: 02/14/00



WHI - Volume 2, Section 2 - Clinical Center Guidelines Page 2-6

2.2 Services (Required)
Clinical Centers need to make arrangements for the following ongoing services:

e  Local lab analysis of WBC, hematocrit, platelet count, and triglycerides: It may be more cost effective
to order an entire CBC from a local laboratory than to order the individual hematology tests. Frequently
the local laboratory will also supply the blood drawing supplies (needles, tubes, Band-Aids, etc.) at no
additional cost.

e Local reading of Pap smear and endometrial aspiration slides.

e  Pick up or delivery service for local blood and pathological specimens: Many local labs will provide
this service.

e  Mammography and transvaginal uterine ultrasounds: The services used for mammography and
other screening procedures should be convenient for the participants. Plans for services needed for
follow-up visits should be carefully worked out at each CC.

e Dryice: Monthly delivery of dry ice nuggets will be needed for shipment of frozen blood/urine samples
to the specimen repository.

o  Express mail: McKesson BioServices will supply each CC with Federal Express mailers for the
monthly shipment of frozen blood and urine samples (for bone densitometry sites) to the specimen
repository and for overnight shipment of endometrial aspiration slides to the central pathologist.

e  Hazardous waste disposal: Make arrangements for disposal of contaminated supplies such as blood
drawing and processing waste according to OSHA and local institution regulations.

e  Autoclave services: Make arrangements for sterilization of the endometrial aspiration equipment (e.g.,
tenacula) or other non-disposable supplies or provide accommodations for an autoclave on-site.

e Emergency services: Make arrangements for advanced cardiac life support services. Some CCs will
arrange for code team services with their clinical facility. Other CCs will stipulate that Emergency
Medical Systems (911) should be contacted in an emergency. Some CCs may be required by their
clinical facility to maintain emergency supplies and equipment (e.g., crash cart) on-site.

R:\DOC\MAN\CUR\VOL2\2.doc WHI MANUALS: VOLUME 2 - PROCEDURES VER. 2: 04/18/97



WHI - Volume 2, Section 2 - Clinical Center Guidelines

2.3 Equipment and Supplies

2.3.1 Equipment and Supplies Supplied to CCs

2.3.1.1 Equipment Supplied by NIH

e  OHAUS electronic balance scale and 500 and 1,000 gm calibration weights.

2.3.1.2 Supplies Provided by the CCC

The CCC provides each CC with the following supplies. CCs order additional numbers of items marked with
an asterisk (*) as needed using Form 172 - Supplies Order in Vol. 3 - Forms on a quarterly basis. Those items

marked with 2 asterisks (**) are supplied for a limited time or as appropriate.

) WHI Manuals, Vol. 1 - 8.

e  All WHI data collection forms from the Government Printing Office (GPO). See Vol. 3 - Forms for a list

of printed forms and Form 170 - Forms Order for more information about ordering forms.

. Videos.

WHI Consent Video.

HRT Consent Video (optional).

DM Consent Video (optional).

HRT Training Video: Endometrial aspiration (for clinic practitioners, not participants).
DM Training Video: “Keeping Track of What You Eat” (English and Spanish versions).
List of BSE videos CCs can order.

Recruitment Video.

Recruitment PSAs (video and audio)

e  WHI slide set for professional presentations (along with paper copy).

. Printed materials.

Recruitment brochures (for use at CC option).*

Recruitment print PSA.

Exercise brochure.*

Newsletters.

e  CT Newsletter.

¢ DM Intervention Newsletter.

Hormone show card (for use with Form 43 - Hormone Use).
Lipemic serum sample photographs (for use in blood processing).
Participant birthday cards.*

USDA/DHHS Dietary Guidelines.*

e  Electronic materials. (See listin Vol. 7 - QA, Section 2.3.3 - Electronic Files.)

Model consent forms (in WORD).
WHI logo and catch phrase (in WORD).

Randomization Follow-Up Planning Spreadsheet (in Excel).
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e  CC Quarterly Technical Report (in Excel).
e  Sample documents in Appendix E - Model CC Printed Materials (in WORD).
e  Retention aids.
e  WHI participant folders*
e  WHI magnets.*
e WHI lapel pins.
e  WHI medication bags.*
e  Additional incentives (a new one each year).*
e  WHI 7-day pill organizers.*
e  Breast models for breast self-exam (ordered through CCC).
e  Tape measure (in centimeters).**
e  Dietary Assessment materials.
e  Food models (1 set).**
e  Measuring cups.**
e  Measuring spoons.
e DM Intervention materials.
e  Participant Manual-binder and tabs.*
e  Participant Manual-DM Intervention session materials.*
e Your New Eating Style post-randomization booklet.*
e  Fat Counter.*
e  Food Diary.*
e  Fat Scan.*
e  Food models (butter pats for Session 1 demonstration).*
e  Pocket calculator.*
2.3.1.3 Supplies Provided by McKesson BioServices
e Al HRT and CaD study pills, open-label pills, and appropriate placebos in labeled bottles. All HRT and
CaD study pills come with child resistant caps (with embedded non-child resistant caps).
e  The following blood and urine collection, packing, and shipping materials
e Blood sample label sets with barcodes.
e  Urine sample label sets with barcodes (Bone Density sites only).
e  Cryogenic vials with externally threaded cap, 2 ml.
e  Freezer boxes with dividers and labels.
e Preprinted Federal Express labels.
e Insulated styrofoam shipping container.
e Fiberboard shipping boxes.

e  Plastic bags, 1 quart and 1 gallon size.
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e  Mailing labels*:
e Consignee address label.
e Black-and-white class “9” label.
e  Priority overnight label.
e “Keep Frozen” label.

o Diagnostic specimen label .
2.3.1.4 Supplies Provided by EPICARE

e  EPICARE’s training video
e  Heart Square (Heartware Inc.)** (1 per CC, CCs are responsible for purchasing replacements)

2.3.1.5 Supplies Provided by Businesses or Corporations
Clinical Centers may accept (and solicit) corporate support (to provide refreshments at SVO0, incentive gifts,
space, or video services, for example), but such support must be provided without sponsor acknowledgment.
Per the NIH Project Office, donated samples may be provided if it is made clear to the donor (preferably in
writing) that acceptance of the donation does not imply NIH or WHI endorsement of the product or company,
and that recipients are similarly made aware either verbally or in writing.

2.3.2 Equipment and Supplies CCs Must Purchase (Required)

2.3.2.1 Computer Equipment and Supplies

o All computer equipment and supplies listed in Schedule 1A of contract.

e  Laser toner cartridges.
2.3.2.2 DM Intervention
Furniture for DM Intervention group meetings:

e  Tables, 36” x 72 (3-4).
e  Chairs (20).

. Coffee service cart or table.

Equipment and supplies for teaching DM Intervention groups:

. Refrigerator with separate freezer section, (full size recommended) separate from refrigerator required
for blood storage.

. Refrigerator thermometer.

e  Coffee maker, 24-36 cup size (1).
. Electric skillet, 12”7 (2).

e  Cooler for food transportation.

. Microwave oven (600 - 700 watt), large enough to hold one 13” x 9” Pyrex pan or stove/oven
combination.

e  Cart for microwave oven. (1)

. Portable easel and pads.
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e  Blackboard or white board.

e  Erasers for chalkboard or white board.
. Dry erase markers or chalk.

. Extension cords, 12-15 feet long, heavy duty (2)
e Adapters, grounding. (2)

. Large serving platters. (2)

e Quart casserole dishes. (2)

. Baskets with liners. (4)

. Bowls with lids. (2)

. Knives. (2)

. Larger serving spoons. (2)

e  Serving forks. (2)

e  Cutting boards. (2)

e  Server or spatula. (2)

. Pitchers, gallon or two quart sizes. (2)
e  Glass Pyrex pans, 13” x 9” size. (4)

. Glass Pyrex pans, 8” square size. (2)
. Rubber scrapers. (2)

. Paper plates (8 and 4 diameter).

. Plastic silverware: knives, forks and spoons.
. Paper goods: napkins, paper towels.

. Cups, 4-6 oz. size, (hot and cold).

e Stir sticks for coffee.

e  Small individual packets of sugar and non-dairy creamer.
2.3.2.3 Clinical Measurement

. Conventional mercury sphygmomanometer. It is advisable to have an additional conventional mercury
sphygmomanometer and standard stethoscope available in the CC in case of an equipment failure.

e  Standard stethoscope and ear pieces with bell (Littman is suggested); tubing to be a maximum of 14
inches long

. Blood pressure cuffs (small, regular, large, thigh)
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. Foot stools (one to use during height measurements, one to assist participants onto the ECG table, and
one for the Clinic Practitioner to use during pelvic exams)

o Balance Beam Scale - A Detecto Balance Beam Scale, Model #2391 or 339 is recommended. Detecto
may be contacted at 1-800-641-2008. If the CC uses another type of scale, send the scale specifications,
such as model name, model number, and local calibration services to the CCC. The CCC must approve
any equipment substitutions (see Vol. 2, Section 9.4.5 — Portable Scales).

e  Wall-mounted stadiometer with a perpendicular polycarbonate sliding head piece and “read-here” mark
that measures from 64 to 211 centimeters (25 to 84””). The Perspective Enterprises Stature Board (#PE-
WM-60-84-PC meets this requirement. Perspective Enterprises may be contacted at 1-800-323-7452. If
you have alternative or modified equipment, send specifications to your CCC CM contact liaison for
approval. Bone density sites should use a Harpenden stadiometer (see Vol. 6 - DXA Quality Assurance
Manual).

e  Jamar hydraulic hand dynamometer, model 1 (#PC5030J1), that registers maximum kg of force during a
trial with adjustable hand grip set at the second setting. (The CCC has a dynamometer to loan out if
needed.) The Dynamometer may be purchased from Samons Preston, Inc. (#5030J1) at 1-800-631-7277
or Lafayette Instrument (#700105) at 1-800-428-7545.

. Calibration weights (5- and 15-kg weights or 5- and 20-kg weights). If the weights used are not certified
calibration weights, have their exact weight determined by the local Department of Weights and
Measures or a certified scale technician. If kg weights cannot be located, pound weights may be
substituted.

e  Wide Velcro straps for calibration of dynamometer

. Standard armless, straight-backed chair (such as a plastic-molded chair) approximately 45 cm high at the
front edge and 38 cm deep. The seat should not be padded and should incline no more than a few
degrees from front to back. A thin strip of masking tape should be placed across the seat of the chair
half-way between the front and back of the seat.

. Masking tape.

. Stopwatch.

e  Sheets.

. Disposable latex gloves — various sizes.

e  Disposable specula in varying sizes (metal specula may be used if autoclave services are available).
. Water-soluble lubricant, such as K-Y Jelly.

e  Betadine.

e  Tenacula.

. Floor-standing exam light or other light source for vaginal exam.

. Exam table with slide-out step and stirrups.

. Flexible endometrial aspiration equipment.

. Scissors to cut off tip of aspirator.

. Large Q-tips for swabbing or ring forceps and cotton balls.

. Contaminated waste bags (red bags).

e  Contaminated needle container (for needles and cytobrush).

. Non-steroidal anti-inflammatory oral medication (per CC consulting gynecologist choice).
e  Hurricane gel (20% benzocaine) topical anesthetic.

° Gowns.
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Wooden spatulas for Pap smear.

Cytology brush for Pap smear.

Some of these may be provided by the CC local lab:

Glass slides with frosted ends.
Preservative for endometrial biopsy.
Containers for endometrial biopsy.
Pap fixative.

Slide mailers.

2.3.2.4 ECG Measurements

G.E. Medical Systems Information Technology (GEMSIT) (1-800-858-7044) MACPC personal
cardiograph (made as joint purchase through the EPICARE or CCC) with MACPC Instruction Manual,
instruction video, 12 lead ECG Acquisition Module, and Power Module supplied by GEMSIT.

Telephone wall plug connection.
ECG paper.

Adult disposable electrodes (10 per participant). Economical disposable electrodes can be ordered from
LecTec Corporation:

Electrode Type: Tracets MP3000.
Address: LecTec Corporation
10701 Red Circle Drive
Minnetonka, MN 55343
1-800-777-2291
Step stool.
Isopropyl alcohol (for skin preparation).
4x4 gauze pads or sandpaper wipe (for skin preparation).
Felt tip markers and wax cosmetic pencils (light for dark skin and dark for light skin).
Paper tape with dispenser.

Scissors.

2.3.2.5 Blood and Urine Collection, Processing, and Shipment

The list below includes guidelines for blood collection, processing, and shipment supplies. You may choose
to use a different vendor than the one recommended. Please note that blood collection supplies may now be
ordered through McKesson Bioservices, as indicated.
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Blood and Urine Collection Recommended Vendor/Part Number:

e Needles, 21 gauge, 1 to 1'4” multiple sample vacutainer. Local medical supply

. 23-gauge butterfly with 12” tubing with multiple sample Luer Local medical supply
adapter.

e Syringes.

. Monojet hypodermic needle (21-23 gauge, 1 14”).

. Blood draw workstation. Recommended Baxter S9267-1

. Royal blue-stoppered serum tubes for trace elements, no McKesson or BD 367737 (Baxter B2951-
additive, silicone coated, 7 ml (Note: 7 ml will be printed on 107, vacutainer tubes with hemoguard
label in red ink; be sure you use the tubes with 7 ml in red and closure) or BD 6526 (Baxter B3007-54)
not 7 ml in green).

. Blue-stoppered tubes with 3.8% sodium citrate, 4.5 ml McKesson or Monoject 340478 or
(sodium citrate 18 mg, citric acid 2.4 mg). Terumo Venoject T206SWY (Baxter

B3048-81 or Laboratory Supply)

. Lavender-stoppered plasma tubes, with powdered McKesson or Monoject 310745 Terumo

EDTA (Sodium (Na,) not potassium (Ks), EDTA), 10 ml. Venoject T200SQ (Baxter B3042-54 or
Laboratory Supply).

3 Lavender-stoppered plasma tubes, with liquid or powdered Local laboratory performing tests for CC
EDTA (as preferred by local lab).

. Vacutainer holder. Local medical supply

e  Test tube racks. Local medical supply

. Alcohol swabs or cotton balls, alcohol, and alcohol Local medical supply
dispenser or gauze swabs.

e  Bandages (“Band-Aids”) or surgical tape. Local medical supply

3 Biohazard container for needles (“sharps” container). Local medical supply

e  Biohazard container for waste. Local medical supply

e  Wash bottle. Local medical supply

e  Labcoat. Local medical supply

. Disposable latex gloves. Local medical supply

. Chlorine bleach. Local store

e  Anti-bacterial hand soap. Local store

«  Aluminum foil or yellow plastic sleeves to protect the blood Local store

drawn in the royal blood collection tubes from light.
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Blood and Urine Processing Recommended Vendor/Part Number:
. Fluid-resistant lab coat. Local medical supply
. Refrigerated centrifuge with swinging buckets Local medical supply

(able to reach relative centrifugal force of 1,300 xg).

. Factory certified low temperature thermometer, -90°C to
+20°C or thermistor.

. Large and small test tube racks for holding vacutainer tubes Local medical supply
and cryovials.
e Disposable latex gloves. Local medical supply
e  Chlorine bleach . Local medical supply
e Goggles or glasses or mask with face shield or barrier shield Local medical supply
behind which to process blood samples.
e Tape. Local store
e 1 ml adjustable automatic pipettor. Local medical supply
e Disposable pipette tips. Local medical supply
e 10 x 75 mm or larger test tube or 15 ml conical centrifuge tube Baxter C3902-4
to recentrifuge samples.
e  Sterile specimen container for collecting urine (in bone density Baxter U3031-31
CCs).

e 15 ml conical centrifuge tube with lid (in bone density CCs).

Blood and Urine Storage and Shipment Recommended Vendor/Part Number:
. Freezer at 70°C or colder, with CO2 back-up system and Local medical supply
temperature recorder.
. Factory certified low temperature thermometer, -90°C to +20° EverReady thermometer ULF0105
C or thermistor. Telephone: (800) 453-7826

3 Newspaper (for packing).

Rees Scientific/Informer 2400
Telephone: (800) 327-3141

. Freezer alarm for each -70°C freezer.

e  Waterproof packing tape (strapping tape).
. Dry ice nuggets.

. Freezer gloves/vinyl or latex rubber gloves.
. Return address label (printed at CC).

. Indelible ink pen.

e  Shipping tape.

e  Scale for weighing shipment.
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2.3.2.6 Other Equipment and Supplies

e Color TV and VHS VCR.

e  Fax machine.

e  Phone with voice mail or answering machine.

e #2 pencils for use with mark-sense forms.

e  Health Education pamphlets (available if CCs choose to use them.)

The following are WHI approved pamphlets CCs can order by calling 1-800-4-CANCER. You are only
allowed to place one order per brochure per month. The maximum allowable number you can order
varies from brochure to brochure. The range is from 50-200.

Approved Pamphlets NIH Publication Number
e  The Pap Test: It Can Save Your Life 92-3213
e  Clearing the Air: A Guide to Quitting 92-1647
Smoking
e  Breast Exams (Spanish): Lo Que Usted 92-2000S
Debe Saber Sobre Los Examenes De Los
Senos
e  Pap Test (Spanish): Hagase La Prueba 92-3211S
Pap Hagal Hoy O Por Su Salud Y Su
Familia
e Smoking (Spanish & English): Smoking: 92-3405S
Facts and Quitting Tips for Hispanics
e  Understand Breast Changes: A Health 93-3536

Guide for All Women

(this is quite a lengthy pamphlet - it would
probably be more appropriate for use in clinic
waiting rooms rather than as a hand-out)

Because pamphlets sometimes go out of print and are no longer available through the NCI, a few
additional pamphlets have been added to the list. These are:

Approved Pamphlets NIH Publication Number
e  Having a Pelvic Exam and Pap Test 95-3416
e  Are You Age 50 or Over? A Mammogram 94-3418

Could Save Your Life

. Get a New Attitude About Cancer: A Guide 93-3412
For Black Americans

Designed for Spanish-speaking women:
e  LaPrueba Pap (Spanish Pap Test) 93-2694S

e  Un Mamogram Podria Salvarle La Vida 94-3418S
(Spanish mammogram)
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2.3.3 Recommended Supplies

Waiting Room

Pamphlets such as information brochures and WHI Interest Surveys.
Phone books.

Magazines or other WHI - appropriate reading material, e.g., travel, crafts, or sports publications.
Magazines displayed in the waiting room should be neutral in content and should not contain
articles promoting diet changes or hormone use.

Reception Area

Shelving.

Bulletin board.

Calendar with dates at least six months in advance.
Typewriter.

Appointment book with dates at least six months in advance or access to a PC if scheduling is done
via computer.

Copier, or convenient access to one.
Postage.

Calculator.

Rubber stamp with CC address.
Shelf or hanger for coats.

Extra pens and pencils.

Coffee Area

Snacks for post blood draw participants.

Plastic knives and spoons.

Cups for hot and cold liquids.

Water, coffee, decaf coffee, tea, sugar, sweetener, non-dairy creamer, stirrers.
Coffee maker.

Carafes for hot water, coffee and cold water.

Napkins.

Waste paper basket.

DM Intervention Sessions

Food thermometer.
Warming trays. (2)
Small toaster oven. (1)
Small tape recorder.

Overhead projector.
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Name tags.

Pencils and pens.

Writing pads.

Paper clips.

Transparencies.

Reference books or dietary newsletters.

Children’s toys (crayons, coloring books, reading books, etc.).

Clinical Measurements

BSE video.

Office supplies as needed.

1% lidocaine.

20-gauge spinal needles or comparable paracervical equipment of choice.
5-cc syringes or comparable paracervical equipment of choice.
Sterile towels (disposable).

Exam table paper.

Exam table pillow.

Paper pillow cover.

Over-hanging equipment table.

Resuscitation equipment (code cart).

WD40 or comparable lubricant.

Biohazard container for contaminated waste.

Garbage can for paper waste.

Silver nitrate sticks (to stop bleeding from tenacula puncture sites).
Wall-mounted mirror.

Dish detergent.

Small lacrimal duct probe.

ECG Measurements

Baby oil, body cream (unscented) (Use only after ECG recording if skin is irritated.)
Dish detergent: one part detergent to 10 parts water (for cleaning Heart Square).
Small pliers.

Three-way adapter.

Extension cord.

Mattress pad.
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Towel.
Electrodes.
Alcohol swabs.

Fine sandpaper wipes.

Blood Collection, Processing, and Shipment

Paper towel dispenser.
Timer.

Plastic disposable transfer pipettes with bulb
reservoir (5-6 per participant).

Applicator sticks.

Wet ice.

3 ring binder for log sheets.
First aid Kit.

Smelling salts/amyl nitrate poppers.

Study Pill Storage Area:

Table.
Mailers - padded adhesive.
Filament tape.

Clerical supplies.

Usual Vendor

Local store

Local medical supply

Local medical supply
Local medical supply
Local supplier

Local store

Local medical supply

Local medical supply
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2.4 Staffing

The number of staff positions at a CC depends largely on the configuration of the CC. In general, each CC has
duties that can be divided into the seven following categories: Clinical Center Management, Clerical and
Support, Recruitment and Interview Activities, Data Coordination and Management, Clinical, Nutritional, and
Outcomes. The general responsibilities of each category are described below. In the interests of cost
containment and maximum flexibility, CCs may hire part-time staff and cross-train staff to accomplish a
variety of responsibilities. Clinical Centers may also utilize students, participants, and volunteers as
appropriate.

Certain guidelines must be followed when using students, volunteers, and study participants to assist with CC
operations. Volunteers and students must be trained for all standardized WHI tasks that they perform (e.g.,
consents, data collection, or data entry.) The signing of a confidentiality statement is recommended. While
the CCC strongly discourages using WHI participants as volunteers (particularly CT participants), there are no
“rules” against this. However, activities performed by participants must be monitored closely. Participants
must be trained and certified to perform all standardized tasks like any other staff member. Participants who
assist in the CC, however, must not have access to materials, records, or lead staff support beyond what would
be routine for other CT or OS participants. If the participant will be interacting with other participants she
should not disclose that she is a WHI participant or has had experience with screening visits or a certain arm of
the study trial. Additionally, a CT or OS participant cannot attend any DM intervention sessions.

The following tasks are not necessarily assumed by one CC staff member within an area. In fact, the key areas
below include tasks that are at multiple levels of responsibility and expertise.

2.4.1 Clinical Center Management
High level of responsibility and expertise

e  Manage CC facilities, operations, and administrative details.
e  Supervise CC personnel and staffing, particularly reception and clerical staff.
e  Oversee CC flow.

e  Prepare administrative, budget, and progress reports as well as cost estimates, plans, and projections for
future needs.

e  Communicate with CC Pl and serve as administrative contact person for CCC.
e Interpret and implement protocol policies and procedures.
e  Participate in regular conference calls.

e  Manage medication area.
Moderate level of responsibility and expertise

e  Maintain documentation for all CC operations.

e  Maintain updated IRB records.
2.4.2 Clerical and Support
Moderate level of responsibility and expertise

e  Schedule outside tests.
e  Schedule CC visits and provide reminders (via phone and/or mail) to participants.

e  Retrieve, prepare, distribute and refile participant charts before and after CC visits.
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Maintain study manuals, including updates on the WHI Manuals.

Serve as receptionist to people entering the CC.

Screen CC phone calls.

Maintain appointment calendar and logs related to CC flow.

Maintain supplies and inventory including study forms and supplies from the CCC and study pill
inventory.

Low level of responsibility and expertise

. File CC documents.

e  Perform mass mailings for recruitment.

Prepare participants’ informational packets.

Carry out copying and typing requests.

Perform word processing and correspondence.
2.4.3 Recruitment Activities
High level of responsibility and expertise

e  Plan, implement, and monitor participant recruitment and retention procedures in conjunction with
scientific staff and CCC.

e  Establish community contacts and resources for recruitment.
o  Develop CC-specific recruitment materials.
e  Participate in monthly conference calls.

° Train recruitment staff.

Moderate level of responsibility and expertise

Recruit and screen participants into the study through telephone interviews with interested respondents.

Re-establish contact with participants lost to follow-up by telephone contacts and updating personal
contact information.

Obtain informed consent.

Explain forms.

Low level of responsibility and expertise

e  Schedule women for their screening visits.

e  Schedule participants in the CT and OS for appropriate follow-up visits.

2.4.4 Clinical

The licensure requirements for performing some clinical procedures depend on individual state requirements
and therefore, will be CC-specific. Consult your state practice guidelines.

High level of responsibility and expertise

o  Oversee clinical assessment and intervention operations and provide quality assurance.
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e  Conduct CC clinical staff meetings and provide continuing education opportunities.
e  Provide consistent CC services and continuity to participants.

e  Perform pelvic exams and Pap smears.

e  Perform clinical breast exams.

e Perform endometrial aspirations.

e  Perform transvaginal uterine ultrasound (in CCs with ultrasound equipment).

e  Review and interpret screening and diagnostic reports (laboratory, ECG, mammography, Pap smear,
endometrial aspiration, and transvaginal uterine ultrasound reports).

e  Review laboratory and clinical results and findings with participants.

e  Provide referral and follow-up.

e  Provide consultation during the informed consent process.

e  Counsel and evaluate participants for adverse signs and symptoms.

e  Respond to participants’ concerns about health and symptom management.
e  Participate in appropriate conference calls and liaison with CCC.

Moderate level of responsibility and expertise

e  Perform blood draws into appropriate specimen tubes.

Maintain contact with participants during flow through the CC.

Perform medication interviews.

Perform bone densitometry (in bone density CCs: Birmgingham, Tucson, Pittsburgh).

Obtain 12-lead electrocardiogram.

Process blood specimens: centrifuge, aliquot, label, scan labels, store (freeze) and ship to appropriate
central blood repository or local lab.

Provide breast self-examination teaching.
e  Perform study pill adherence collections and dispense study pills.

e  Perform cognitive assessment interview.

Low level of responsibility and expertise

e  Measure blood pressure and resting pulse rate.
e  Measure height and weight.

e  Measure waist and hip circumference.

Perform functional measurements.

Collect urine specimens (in bone density CCs).
2.4.5 Nutrition Interventionist

High level of responsibility and expertise
e Oversee nutrition assessment and intervention operations and personnel.
e  Provide training and quality assurance of nutrition assessment and intervention operations.

e  Participate in appropriate staff group and other related conference calls.
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Provide dietary consultation during informed consent process.

Organize scheduling for dietary intervention groups.

Moderate level of responsibility and expertise

Run intervention groups.

Provide individual counseling.

Maintain intervention and quality assurance forms.

Maintain participant progress notes.

Monitor dietary changes in participants and provide feedback.

Monitor attendance and provide make-up sessions for intervention participants.

Respond to participants’ ongoing concerns about diet, food preparation or completion of forms.

Low level of responsibility and expertise

Schedule intervention groups.
Shop and prepare foods for intervention activities.
Assemble intervention class materials and equipment.

Mail class reminders for intervention sessions.

2.4.6 Dietary Assessment Staff

Moderate level of responsibility and expertise

Teach participants about completing dietary questionnaires (Food Frequency, Four-Day Food Record).
Assign dates for completion of Four-Day Food Record.

Review and document Four-Day Food Record.

Review Food Frequency Questionnaire for completeness.

Assess participant’s ability to complete dietary questionnaires as a basis for determining eligibility for
dietary intervention.

2.4.7 Outcomes Specialist

High level of responsibility and expertise

Evaluate medical records documents to determine if they are appropriate and adequate for adjudication.
Assemble adjudication case packets.

Coordinate activities of staff, (e.g., data coordinator, physician adjudicator) involved in processing
outcomes and maintain routine systems of communication.

Refer questions appropriately to Clinic Practitioners (serious adverse experiences or safety issues).
Participate in monthly conference calls.

Review ICD-9-CM codes on hospital facesheet for outcomes of interest for WHI.

Moderate level or responsibility and expertise

Ensure participant has a current Medical Records Information release signed prior to investigation of any
potential outcome.
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Review medical history and update forms to identify events that indicate a possible WHI outcome.

Review forms for completeness and check with participant to get appropriate details of medical history

and health provider contacts.

Request documents required for an outcome investigation from external sources such as a hospital,

physician’s office or laboratory and request additional documentation if needed.

Route requested outcomes adjudication case packets for central adjudication.

Monitor and track timeliness and completeness of documents requested from external sources.

Low level of responsibility and expertise

Maintain participant’s outcome files. This includes creating new outcome charts and filing.

Key-enter adjudicated outcomes determination into database.

Review list of providers maintained in the WHILMA database.

2.4.8 Data Coordinator

High level of responsibility and expertise

Serve as CC database and LAN manager
Supervise data entry staff

Monitor data flow at the clinical center
Train other staff to use WHILMA
Monitor eligibility

Serve as CC unblinding officer

Enter study drugs into WHILMA inventory

Moderate level of responsibility and expertise

Participate in monthly conference calls

Keep staff up-to-date on WHILMA changes

Monitor data quality

Train other staff on availability of and uses of WHILMA reports and CCC reports

Enter nutrition intervention and outcomes data

Low level of responsibility and expertise

Key-enter and scan study forms

Run routine WHILMA reports
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2.5 Participant Contacts

Clinical Centers should provide flexible office hours for the convenience of the participant (early mornings,
weekends, and evenings). The number of weekend and evening hours may vary among CCs based on the
participant population.

2.5.1 Participant Timeline (Required)

e  Recruitment and Prescreening: ldentifying and implementing the recruitment strategies take various
lengths of time, depending on the recruitment source and the arrangements necessary to contact the
potential participants. Clinical Centers will contact women who are interested and age-eligible, by
telephone or mail, for a prescreening. Women eligible after the initial contact will be asked to come to
an SVO0 or an SV1. See Section 3 - Recruitment.

e  Pre-Screen Visit / Orientation (SV0): This is a recommended visit for which women can be brought
into the CC to learn about the WHI in a group format. Interested women may be given SV1-specific
forms to complete prior to the SV1 visit.

e  First Screening Visit (SV1): This visit is usually scheduled within two to three weeks of the initial
contact. See Section 4.1 - Screening Visits for WHI. Allow adequate time between the initial contact or
SV0 and the SV1 for the woman to receive and/or complete the mailed questionnaires.

e  Second Screening Visit (SV2): This visit should usually be scheduled soon after the SV1, preferably
within one week. Allow adequate time between SV1 and SV2 to obtain and review local laboratory
results.

e  Third Screening Visit (SV3): The SV3 should usually be scheduled within four to six weeks after the
SV2, allowing sufficient time to get mammography and other results returned. However, if mammogram
results are available by SV2, DM women could potentially return in as few as eight days after they
complete Form 62 - Four-Day Food Record. For women enrolling in HRT, the minimum interval
between SV2 and SV3 is 28 days to allow an adequate assessment of adherence to the enrollment period
on HRT study pills.

e  Follow-Up: Semi-annual contacts and annual visits should be scheduled so that the annual visit falls
within the target window of the anniversary date of the woman’s randomization into the CT. For HRT or
CaD participants an early contact (six or four weeks, respectively, after randomization) is required to
answer questions, evaluate safety and adherence, and respond to questions and concerns. See Section 16
- Follow-Up Contacts.

The time interval from SV1 to SV3 must not exceed 6 months. Women not randomized to the CT within
6 months of SV1 will be required to repeat baseline measures and forms falling outside the 6-month
window. Form 2/3 - Eligibility Screen, Form 11 - Consent Status, and Form 60 - FFQ do not need to be
repeated. (See Section 4.5.3 - Time Limits During Screening.)

The time window for each follow-up contact is + 2 weeks of the target date. The target date is based on
the randomization date even if a previous contact is outside the allowable window. The timing of SV3
should be scheduled to the participant’s anticipated availability at that time of the year. The goal is to
keep the participant on schedule as much as possible. Aim to get 90% of the contacts within + 2 weeks
of the target date and only extend the window for those participants who absolutely cannot attend follow-
up visits closer to the target date.

2.5.2 Tasks Per Participant Contact (Required)

The forms recommended for screening contacts and required at follow-up contacts are shown in Vol. 1, Table
1-Al1.1 - Frequency of Data Collection. Clinical Centers have the option to rearrange the activities to earlier
or later screening visits to better fit the flow of the particular CC, as long as the arrangements meet the specific
requirements given in Section 4.1 - Screening Visits for WHI. Additionally, no procedures or data collection
may be done until the participant has signed the appropriate consent form.
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2.5.3 Estimating Number of Participant Contacts

Each CC manages its own workload of recruitment, screening and follow-up contacts. The “Randomization
Follow-Up Planning” spreadsheet is a tool that CCs can use to estimate the number of monthly randomizations
and corresponding number of screening visits needed to meet the recruitment goals. A CC-specific
Randomization Follow-Up Planning Spreadsheet has been sent via eMail from the CCC to each CC. The
spreadsheet is also useful in estimating the number of follow-up visits resulting from the randomizations. In
using the Randomization Follow-Up Planning Spreadsheet, you may find it helpful to initially determine the
number of randomizations and enrollment visits needed to be conducted per month. Then, you can work
backwards to determine the number of screening visits per month and work forward to determine the number
of follow-up visits per month your CC can expect. A recent addition to the spreadsheet is a graph that plots
the number of visits per month each CC can expect during the course of the study. The graph is generated by
data from the spreadsheet and will reflect any changes made to the spreadsheet.

It is recommended that each CC update this spreadsheet on a regular basis (e.g., monthly) to continuously
monitor your CC’s space and staffing needs. See Figure 2.1 - Projected Number of Screening Activities,
Randomizations and Follow-Up Visits Per Month for an example of a typical spreadsheet showing the
projected number of screening and follow-up visits per month at a CC. Detailed instructions on how to update
and most productively use the spreadsheet can be found in the shared drive at your CC under “Reference
Guidelines for Interpreting the Randomization Follow-Up Planning Spreadsheet.” Additional questions can be
directed to your CCC CM liaison.
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Figure 2.1
Projected Number of Screening Activities, Randomization and Follow-Up Visits Per Month
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2.6 Activities Common To Participant Contacts

Each participant visit to the CC has a common flow and includes similar procedures. See Figures 4.3, 4.5, 4.7
- Overview of SV1, SV2, and SV3, respectively and Section 16 - Follow-Up Contacts for participant flow at
specific visits. Activities common to CT visits include:

e  Mail appointment reminders, self-administered forms and clinic location instructions one to two weeks
before the scheduled visit.

e  Reception.

e  Review personal information.

e  Review self-administered forms (by interviewer).

e  Collect specimens.

e  Perform clinical measurements.

e  Complete visit exam.

e  Dispense medications (for HRT and CaD).

e  Schedule next appointment.
Activities common to Dietary Modification (DM) component visits include:

e  Mail or telephone reminders.
e  Reception.
e  Group activity.

° Plans for next visit.
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2.7 Clinical Center Checklists

It may be helpful initially to have checklists for routine tasks posted in the CC area. For example, Error!
Reference source not found. - Error! Reference source not found. lists procedures that must be completed

daily, weekly and monthly. The General Checklist identifies procedures that must be completed less

frequently.
Figure 2.2
Clinical Center Checklists
Daily Checklist
1. Prepare classroom materials.

N

o

o N

Stock the blood-drawing tray.

Send out appointment reminders for next week’s appointments or call one to two days before the
participant’s scheduled visit.

Review lab results returned from local lab.

Review results returned from Pap smears, mammograms, endometrial aspirations, and transvaginal uterine

ultrasounds.

Record freezer temperatures.

Stock clinical exam areas.

Prepare participants’ files for next day.

Scan and key-enter forms from previous and current days.

. File participants’ files from previous day.
11.
12.

Arrange to autoclave used specula (if made of metal) and tenacula.
Calibrate participant weighing (Ohaus) scale.

Weekly Checklist

Insert WHI Bulletins and updates in all WHI Manuals within one week of receipt from the CCC.

oukrwnE

Monthly Checklist

Send frozen blood samples to McKesson BioServices specimen repository.
Inventory CC supply of HRT and CaD study pills and order if necessary.

Discard returned study pills to McKesson BioServices.

Check stock of supplies and reorder.

Participate in routine conference calls (for Lead CC staff).

Certify internal temperatures of freezer and centrifuge with a certified thermometer.

aprwwdPE

General Checklist

Prepare quarterly progress reports.

Prepare quarterly Forms Order.

Prepare the annual budget renewal.

Complete annual IRB approval.

QA checks and reports (see Vol. 7 - Quality Assurance).
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2.8 Participant Files (Required)

Each woman coming to the CC for an SV1 has a participant file labeled with the participant’s WHI ID
number. The participant file should contain only those materials, forms, and letters pertaining to WHI.
Clinical Centers must retain records for CT and OS participants for the duration of the study.

Specific guidelines have not yet been developed to indicate the amount of time that forms should be retained
after a participant has “dropped out” of the screening process (i.e., is not eligible for or declines enrollment or
randomization). The number of documents that CCs can store varies depending on their facilities. However,
remember that it will be common for women to be ineligible or to decline further screening and then decide to
resume screening at a later date. Thus, when a participant declines further screening, it is recommended that
her forms are kept reasonably accessible for at least 6 months (after which most are outdated for the purposes
of screening (See Section 4.5.3 - Time Limits During Screening).

2.8.1 Release of Participant Files (Required)
No information from the participant’s file should be released to anyone other than WHI personnel (e.g., your
local CC and CCC personnel) or authorized FDA staff (for HRT and CaD participants) without the express
written permission of the participant.

2.8.2 Description

The participant file should be labeled with the participant’s unique WHI ID number. Use file folders that have
fasteners on the side or top on both sides to secure materials in the file.

Files may be filed by participant name, but this is not recommended because records of participants with the
same name may get mis-filed. A terminal-digit filing system may make handling records easier in participant
file areas, particularly with a large number of records. It is best to decide on a filing system before ordering
the file folders and labels.

Participant files must be kept in a secure area of the CC. The area must also be convenient and accessible to
the reception or office staff.

2.8.3 Contents and Organization
All materials pertaining to a participant should be kept in the participant file. This includes the consent
form(s), data forms, letters to and from the participant, phone contacts, letters to and from the participant’s

personal physician, notes about the participant and the participant’s contact schedule.

The files may be organized in the following manner:

Left Side of File Right Side of File
Contact Information and Correspondence Exam Forms

(most current on top)
Questionnaires (by date with most current on top)
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2.9 Clinical Center Internal Procedure Manual

It is strongly recommended that each CC develop a CC Internal Procedure Manual that includes policies and
procedures specific to the individual CC. This could include topics such as:

Clinic Operations

° Facilities

Diagram of CC layout.

Days and routine hours of operation for your CC, including those that are designed to accommodate
women unable to come at usual hours.

Location of WHI Manuals within the CC.
Location of FAX. Is it on-site or in another building?

Location of computers and printers. List of staff positions that have access.

e  Supplies, Services, Equipment and Maintenance

Inventory and location of CC equipment. Indicate those items that are WHI-specific or dedicated.
Inventory of CC supplies, forms and medications.

Vendors and services: List of vendors for CC operations, materials and services (e.g., dry ice,
hazardous waste disposal, etc.), clinical procedures materials, including examination room and lab
supplies. Indicate turn-around time and minimum stock for each. See Section Error! Reference
source not found. - Error! Reference source not found. and Section Error! Reference source not
found. - Error! Reference source not found..

Maintenance resources: Include those services used for maintenance, calibration of equipment and
general housekeeping. Specify name and phone number for freezer and computer maintenance and
emergencies.

Procedure for cleaning instruments, gowns and protective cover-wear per OSHA requirements, if
disposables are not used.

e  Staffing (see Section Error! Reference source not found. - Error! Reference source not found.)

Organization chart of CC.
Directory of all CC staff (including Pl and Co-PIs) including location and phone numbers.
Job descriptions for all WHI positions.

Description of staffing back-up plans and personnel.

Clinic Safety and Emergency Procedures

e  Plans for fire, earthquake, or other disaster occurrences, including emergency phone numbers and
contacts.

e  Clinical Center procedure for medical emergencies. Include copy of Incident Report Form.

e  Unblinding procedure, including name and phone number of unblinding officer. Means of contact
should also be included, whether by phone, pager, etc., and off hour coverage plans.

e  Safety protocol for lab accident (including accidental needle puncture, and biohazardous or chemical
spill). Include copy of Incident Report Form if different than above.

e  After-hours contact schedule and phone numbers.
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Recruitment

e  Copies of all recruitment materials, including letters, bus routes, maps, information materials, interest
surveys, newsletters, etc. Include all recruitment plans, calendars of recruitment activities, and strategies,
and any other additional scripts if used.

. Timetable of recruitment material distribution.

° Outline of SVO0 activities if SVO is utilized.

e  Systems for reviewing and responding to monthly recruitment reports sent by CCC.

Clinical Procedures

e  Laboratory

Phlebotomy and processing procedures for CC: Internal QA system for monitoring blood drawing,
urine collection and processing and shipping of specimens.

Local lab: Accreditation, list of tests utilized, normal value range for each test.

Local lab and central lab tracking procedures: Tracking of all lab results, logging system utilized.
Tracking of specimen shipments.

Any Clinical Center-specific lab alert values beyond those in Vol. 1, Protocol, Section 5.5 -
Notifications.

System for communicating results to primary care providers and participants.

. Mammaography

List of ACR-accredited facilities in the area.

Result notification system and communication to primary care providers and participants.

e DM Materials Storage

Location of materials.

System for organizing, identifying and inventorying supplies.

. DM Participant Education Materials

Copies of all materials created by the CC that are given to DM participants.

° DM Group Formation

Procedures for assigning participants to DM groups including:

1. Waiting list.

2. Telephone log.

3. Prioritizing participants not assigned to a group > 8 weeks postrandomization.
4. Maintaining contacts with women waiting for groups.

Procedures for non-computerized group formation, if applicable.

e DM Group Scheduling

Procedures for scheduling DM groups.
Procedures for scheduling DM Group Nutritionists.

Procedures for contingency plans if Group Nutritionist and/or classroom are not available.
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. DM Review and Assessment

Description of system for reminding participants of regularly scheduled monthly/quarterly sessions
(e.g., postcards, letters, buddy systems, phone tree).

. DM Observation

Description of system used to document and follow-up issues identified via Form 305 - Nutrition
Intervention Checklist.

Description of system used for coordinating facilitator observations including:
1.
2.
3.
4,

Scheduling observations.
Scheduling post-observation conferences.
Scheduling Action Plan follow-up.

Storage of completed observation forms (Forms 70, 71 and 72).

Data Management

° Policies and Procedures for:

Maintaining log of approved changes/additions to WHI computing system.

Maintaining log of computer problems and inquiries.

Disposing (shredding) of unneeded confidential documents.

Backing up local workstation drives.
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2.10 Emergency Procedures

Each CC should have specific procedures outlined for handling emergency situations. All emergency
procedures described below are guidelines. Specific procedures can be developed at CC option. Specific
requirements and strict step-wise instructions for emergencies can be fully documented in the CC Procedure
Manual. Refer to Section 15.6 - Study Pill Adherence Monitoring (Required) for guidelines on handling
situations related to study pill overdose.

2.10.1 Telephone Procedures

If a caller feels her situation is an emergency, some “on-the-spot” evaluation may be needed. If the situation
clearly is not an emergency, the caller should be reassured and calmed. If the caller can be calmed, advice can
then be given or the call transferred to a Clinic Practitioner or the Clinic Manager. If the caller cannot be
subdued or if the situation may be deemed an emergency, the procedures outlined below should be followed.

. Inform Clinic Manager of existence of phone emergency.

e  Have participant file pulled.

e  Record the participant’s full and correct phone number.

e  Record the name of the caller if other than the participant.

e  Record the address of the caller; include a cross street if possible.

e  Find out if there is anyone else in the house who may assist them.

e  Ifnecessary, have someone in the CC call the local emergency number, such as “911.” Keep the caller
on the line until help arrives.

e  Give the Emergency Medical System the CC phone number. Ask where you can call to get further
information about the caller’s status or condition.

e  Record the encounter on the narrative sheet in the participant’s file. Additionally, keep a record of
emergencies in a separate file in the CC. Note on the record the participant’s name, the staff member
who assisted the caller, the date and time of the call, a summary of the problem, actions taken and a
summary of the result.

2.10.2 Clinical Center Emergencies

e Involving a participant:

In possible emergency situations, it is better to be overly cautious than not cautious enough. If the
participant is injured or unable to leave the CC due to illness, call a person listed on the Contact
Information. If a contact person cannot be located, a staff member of the CC should make every
reasonable effort to get the participant to medical care. If hospitalization seems necessary, contact an
ambulance or call 911 for transportation. Record the emergency and disposition in the participant’s file
(e.g., on an Incident Report Form) and make a copy for a separate file in the clinical area.

e Involving a staff member:

Follow recommendations of the Health and Safety Division of your institution. Clinical Center staff
should be familiar with these guidelines and copies of the guidelines should be readily available.

Notify your Clinic Manager and PI when any emergency situation occurs.
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2.10.3 After-Hours Procedures (Required)

Each CC should establish procedures by which a participant can contact CC personnel when the CC is closed.
For example, a recording at the CC can direct the caller to an emergency number or the CC phone can be
transferred to a person able to handle possible emergencies.

Clinical Centers are required to have a freezer alarm system that notifies designated staff if there is an after-
hours freezer failure. See Section 2.3.2.5 and Vol. 2, Section 11 - Blood and Urine Collection, Processing and
Shipment for further details.
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2.11 Interviewer Procedures

This section contains general procedures for research project interviewing of study participants. The
guidelines describe the interview function and interviewing techniques, but they are intended neither as
specific instructions for completing forms nor as detailed directions for conducting visits. Those instructions
and directions are found in Vol. 3 - Forms.

These guidelines are described to assist WHI interviewers as they perform their duties in the context of
participant contact. They apply to all WHI staff members eliciting information from participants.

2.11.1 Overview

As an interviewer, you are the participant’s link with WHI. While you do not act alone in establishing a
relationship with the participant, an unpleasant interview experience could tip the balance for a participant
who is beginning to lose interest or is contemplating withdrawal.

Although in many ways the CC resembles a medical setting, it is not a medical care facility. The following
characteristics distinguish WHI CCs from medical care facilities:

e  WHI is aresearch project, and personnel who staff the CCs are part of a research team.

e  Research project interviewers are not caregivers, helpers or advisors beyond the scope of the protocol.
. Individuals who take part in the study are participants, not patients; they join and remain voluntarily.
e  Participants contribute to the content of scientific knowledge without gaining much for themselves.

e  The CC does not bill participants for routine study visits.
Within the WHI research setting, you collect data on forms in three ways:

e  Conduct in-person interviews to question participants for information or to verify observations with
forms such as Form 43 - Hormone Use.

e  Conduct telephone interviews using forms such as Form 3 - Eligibility Phone Screen.

e  Review or preview participant self-administered forms with participants and summarize data items using
forms such as Form 30 - Medical History Questionnaire.

2.11.2 Research Project Interviewing

For successful interviewing, you should have broad knowledge of the research project interview task as well as
the forms and their completion. Your knowledge base should include the following:

e  Nature of research interviewing: An interview is a social interaction designed to exchange information
between a questioner and a respondent. The quality of the information exchanged depends upon the skill
of the interviewer in handling that relationship.

e Scope of research interviewing: The research project interviewer collects data that will answer research
questions.

The research interview contains elements that separate it from other kinds of interviewing. Strictly speaking,
the research interview has the practical, utilitarian goal of data collection. In WHI, research project
interviewers must combine the utilitarian objective with a more social objective of participant retention.

The retention objective is an important one, and social interaction should be a part of every interview. But it is
also important that the interview not drift into lengthy conversation. Conversation of a general nature for the
purpose of participant bonding should be confined to a few minutes at the beginning and the end of participant
visits or phone calls.
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e  Significance of research interviewing: The research project is dependent upon the reliability and validity
of the data collected by its interviewers. Bias in interviewing can compromise data.

The interviewer reduces the chance of bias by presenting neutral reactions to all answers and by maintaining a
brisk, regular pace of question delivery. Regardless of how carefully worded the questions and how neutrally
presented, research interviews are subject to bias from two sources: interviewer delivery and participant
responses. It is the interviewer’s job to minimize bias from either source.

Interviewers can introduce bias into survey results by interpreting answers, favoring one answer over another,
treating some questions as sensitive, reacting to liked or disliked participant characteristics, or using slanted
probes or positive or negative filler words. To avoid these potential sources of bias, interviewers must perfect
both neutral delivery and neutral response.

Participants can bias their responses by trying to answer questions when they simply don’t know the answers.
Even when the participant knows the answers, she doesn’t always give them truthfully. What’s more, she often
doesn’t realize that she’s not being truthful. The participant may bias her response unconsciously by slanting
answers to make herself feel better, giving responses she thinks her friends would, or providing answers she
thinks the interviewer expects. The interviewer overcomes participants’ emotional, unconscious bias
tendencies by presenting questions at a regular pace and by maintaining neutrality.

2.11.3 Interviewer Roles (Required)

Although the ultimate goal of the research project interview is standardized and reliable data collection, the
interviewer also plays an important role as the human conduit of information from participants to the database.
The way the interviewer conducts the interviews both facilitates and standardizes the gathering of the data.

The following are some of the important roles of the interviewer:
Manage the Interview

e  Control and focus the interview without dominating either the exchange or the participant. Your job is to
get information, not to show what you know. The participant’s answers to the questions are important.
You convey that importance by your professional demeanor, by maintaining control of the situation, and
by focusing on the content of the interview.

e  Be politely firm and businesslike; timidity signals lack of confidence. If you communicate insecurity or
hesitancy to participants, some of them will take advantage and assume a power position, others will feel
sympathetic and assume a “mother” position. In either case, the participant’s responses could be biased.
The participant assuming the power position could distort strong opinions to keep the position; the
mothering participant could try to make the interviewer’s job easier by answering obligingly.

o  Dress for a supporting, not a starring, role in the survey scenario. Neatness and professionalism are the
rule. Clinical Centers may want to provide dress codes.

Collect Data

e  Understand the purpose and meaning of the data items on the forms. If you don’t, ask your supervisor
for clarification.

e  Take no personal stake in the content of the interview. Make sure your opinions and behavior neither
add to nor subtract from the research intention of any items in the forms.

Assess Symptoms

e  See information on symptom assessment in the explanation of Form 10 - HRT Management and Safety
Interview and Form 17 - CaD Management and Safety Interview in Vol. 3 - Forms.
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Encourage Participation and Adherence

e  Send the participant away with an overall feeling of well-being. The goal is to make the participant’s CC
encounters pleasant enough to be worth repeating.

e  Be friendly but not chummy. Use a manner of speaking that is natural to you. If your usual manner is
too casual, then with your supervisor’s help, develop a firmness and modularity in this role that is
genuine.

e  Approach the interview with pleasure and assume the participant will do the same. Most people like
being asked about themselves and their well-being; you are giving participants an opportunity to express
themselves.

e  Keep contact notes on personal conversation for use by the next interviewer. Record participant
information that another interviewer might reasonably be expected to know, not gossipy kinds of
information.

e  Review contact notes before each new contact. Be careful when using comments recorded by another
interviewer. There is a difference between “remembering” a participant and “talking about” a
participant, which may be interpreted as a breach of confidentiality.

Present Incentives and Rewards

e  Project sincerity and enthusiasm when you present participant incentives or awards. Without words you
can announce a shift in mood from data collection to a presentation context by shifting your physical
position toward the participant (see “Use Body Language™ under Section Error! Reference source not
found. - Error! Reference source not found. below).

Recruit New Participants
e  Encourage respondents to join and remain in the study, but don’t oversell or coerce. Many people will

agree to participate to end a phone call and then never return materials or show up for appointments.

e  Leave the door open for participants who are reluctant to participate in the study so that you can make
another try at a later time.

e  Emphasize the contribution that a participant alone can make if you suspect that other persons in the
household are influencing the respondent’s decision about enrolling.

Clarify the Nature of the Research Setting

e Make sure participants know that although in many ways the CC resembles a medical clinic, it is not a
medical care facility, and you as an interviewer are not a caregiver, helper, or advisor.

e  Give participants information about your role as an interviewer by making the following points:
1) That you are a research project interviewer, not a source of primary care.

2) Thatyou are not in a position to diagnose or refer them to someone other than their primary care
provider for further medical care.

The following is a sample explanation you can give to a participant:

“Because this is a research study, there are some similarities between our Clinical Center and your
physician’s office. This can create some confusion about what to expect when you come to visit us.

“We want you to know that we are not your primary care providers. While we perform some of the same
procedures as your physician, we do not collect complete information on your health. Your family physician
or primary care provider knows you best and can provide you with complete medical care or refer you to
other physicians or specialists.
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“We are concerned about you and your health, however, so we offer the following:
e We will refer you to your family physician or primary care provider if we find something that we feel you
should know about or should check more thoroughly.

¢ Inthe waiting room we have available pamphlets and reading materials on programs for quitting
smoking, lowering your cholesterol, etc. Please feel free to take these with you.”

(Note: When presenting participants with abnormal blood results or other clinical problems, choose your
wording carefully. Do not unnecessarily alarm the participants. Do not diagnose the problem or recommend
further tests be performed. Refer the participants to their physicians.)

Represent the Clinical Center and WHI

e Always be polite. Remember, you represent the CC and your co-workers.

e  Call participants by name to make the experience at the CC more personal. Always use titles (Ms., Mrs.)
and last names unless the participant requests otherwise.

e Impart to the participants respect for the confidentiality of the information they provide by focusing your
attention on them alone. Do not let the interview be interrupted by co-workers in a casual manner.

The telephone interviewer who conducts the initial screening phone call has an important responsibility for
WHI. In most instances, the telephone interviewer’s ability to develop and maintain a positive rapport with
the participant influences initial recruitment, the quality of the data obtained, and the willingness of the
participant to remain in the study for the duration. It is important that all interviewers maintain a professional
and friendly manner at every contact with the participant.

2.11.4 Interview Guidelines

The research interview is a structured conversation designed to exchange information between a questioner
and a respondent. The structure is provided by questions and scripts. The quality of the information
exchanged depends upon the skill of the interviewer in handling that relationship. The following are some
techniques to keep in mind as you conduct your interviews.

2.11.4.1 Interview Techniques (Required)
Use the Setting

e  Use the setting to your advantage. The CC provides waiting rooms and office space for WHI interviews.
The setting accomplishes two important things: it gives a professional impression and it puts the
participants at ease.

e Insist on the privacy of the interview, except for observation by WHI personnel. Observers should not
intrude into the interview.

e Ask family members to wait in the waiting room during the question and answer periods of the interview,
even if you have allowed them to be present during the introductory parts of the interviews.

Prepare for Each Interview

e  Prepare for the interview before you bring the participant in so that you can focus all of your attention on
the participant. See preparation details for each contact in Section 4 - Screening and Section 16 -
Follow-Up Contacts.

e  Review the contact notes in the chart before beginning each contact.
e  Make sure you have all the forms and materials necessary to complete the interview.

e  Make sure no other participant’s information is on the desk.
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e  Avoid interviewing someone you know. If you see the name of a friend or acquaintance among the
participants, tell your supervisor.

Know the Forms Thoroughly

o  Follow all instructions and suggested scripts contained on the form itself and in instructions in Vol. 3 -
Forms. Following or not following the instructions, scripts or recommended remarks makes the
difference between consistent and inconsistent data.

e  Study the questions and data items on the forms so that you understand what they mean. Become
familiar enough with them so that you can ask the questions instead of reading them, but don’t try to ask
questions from memory alone. Use the form as a reference at all times.

e  Practice parts of the interviews that seem awkward or unnatural to you until you can ask the questions in
a natural manner.

e  Review the instructions for each form regularly. Do not rely solely on memory for detailed instructions
on form use.

e  Use the scripted parts of the interview as they are written. Discuss with your supervisor the content and
flow of recommended remarks, especially when in doubt about appropriate procedures to follow in
unusual situations. (Referral of specific problems to the CCC is the responsibility of the supervisor.)

o  Use the response categories that are given. Probe for specificity if necessary (see “Probe Carefully”
below).

e Avoid as much as possible using the “other” or “don’t know” category.

e  Never assume you know what the participant means. Probe for clarity if necessary (see “Probe
Carefully” below).

e  Record open-ended answers verbatim.

e  Record your comments in brackets on the form if you have strong impressions about a participant’s
answer. Indicate the question you are referring to, and make your comments as clear and concise as
possible.

Maintain Professional Contact

e  Treat every participant with graciousness and respect; treat none as a buddy.

e Do not give personal opinions on any study matters and do not give advice on personal matters even if
you are asked.

Set the Appropriate Pace

e  Use a brisk, businesslike pace, but don’t rush the participant or show impatience.

e  Vary from your established pace on cues from the participant. If the participant shows frustration or lack
of understanding, then slow down. If the participant shows annoyance or jumps in with answers to
anticipated questions, then speed up. But do not skip questions.

Maintain a Neutral Tone

e  Speak distinctly, without unusual inflection that could draw undue attention to part of a question.

e Do not place emphasis on specific response alternatives.
Maintain a Neutral Response

e  Record information faithfully regardless of whether you think it’s good, bad, boring, or exciting.
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e  Keep your reactions to yourself, no matter what you may think of an individual or the feelings expressed.
Practice not feeling a reaction; school yourself out of emotional attachment to the information you hear.

e Inspire confidence by your detachment so that participants feel comfortable giving you the unvarnished
truth.

e Do not indicate surprise, pleasure, approval, or disapproval of any answer by word or action. Do not
smile, grimace, gasp, laugh, frown, agree, or disagree. Even a slight intake of breath or a raised eyebrow
may indicate to a participant that you are reacting to an answer. Project smooth, gracious acceptance of
information, no matter how outrageous the content.

e  Repeat the question exactly as it is written if the participant misunderstands a word or a question and asks
for clarification. Do not define words, interpret questions, or suggest answers. See “Lack of
Understanding or Recall” in Section Error! Reference source not found. - Error! Reference source not
found. below for how to respond if a participant does not understand a question.

Deliver the Questions Thoughtfully

e  Make your delivery smooth, natural, and enthusiastic. Avoid sounding like a robot.

e Sound fresh for everyone. You may ask the same questions a dozen times in a day, but participants hear
them only once in their interview.

e Use the questions, scripts, or recommended remarks as they are written, without apology.

e  Emphasize that there are no right or wrong answers; the only thing that matters is the truth from the
participant.

e Do not try to justify questions or to defend a line of inquiry; you are asking questions that have been
asked of many other participants.

o  Keep the questions in the order they’re written and maintain the flow of the visit.
e  Record open-ended answers in the exact words the participant uses.

o  Tell your supervisor if you find a problem with the wording of a question.
Probe Carefully

Probing is a critical technique to master, as it is easy to fall prey to directing responses or altering the meaning
of a question. Probes must be as uniform as possible within and among clinics.
e  Use probes to elicit answers to either closed-ended or open-ended questions.

e Ifyou feel a participant has provided an inappropriate response or doesn’t understand the question, first
try repeating the question and the response categories verbatim.

e  Probe by asking sufficient supplemental questions to get the participant’s answers in full but not so many
that you don’t get the truth.

e  Avoid asking leading questions when probing and do not suggest an answer.

e Do not insert your own ideas of what the participant might be saying. Do not agree or disagree with an
answer.

Probing for answers to closed-ended guestions:

In closed-ended questions, the need for probing arises when the participant gives an answer that is not
included in the response categories.

RADOC\MAN\CUR\VOL2\2.doc WHI MANUALS: VOLUME 2 - PROCEDURES VER. 2: 10/15/98



WHI - Volume 2, Section 2 - Clinical Center Guidelines Page 2-41

Example:

The question, “Have you felt so down in the dumps that nothing could cheer you up?” (on Form 37 -
Thoughts and Feelings) asks the participant about general depression.

In reviewing the form with the participant you find that answer blank. You read the instructions and
the question, and the participant says, “Well, everybody has those feelings sometimes.”

Repeat the response categories, “Would you say you were down or depressed: Not at all, A little,
Enough to bother you, Quite a bit, Very much so, or Extremely so0?”

Participant: “Well, I was blue for a day or two.”
Ask the participant to choose the category that fits best and repeat the categories.

Probing for answers to open-ended questions:

In open-ended questions two problems call for probing: the need to clarify a response and the need to get
additional information in a response.

The following are examples of neutral probes to clarify:

What do you mean by that?
Why do you say that?

In what way was it a problem?
Could you rephrase that?

The following are some examples of neutral probes to get additional information:

Are there other (repeat the phrase from the question)?
How else would you describe (repeat the phrase from the question)?
What else (repeat the phrase from the question)?

See instructions for using Form 3 - Eligibility Phone Screen in Vol. 3 - Forms for extensive descriptions and
examples of probing.

Control Silence

e  Usesilence at the right moment to show your patience while waiting for the participant to formulate an
answer, but do not leave the silence too long or it will threaten the participant. In role playing with other
interviewers, experiment with pauses to discover your own reactions to silences.

Use Body Language

e  Use the setting, your posture, and your gestures to convey the feeling you wish to project to best control
the interview. If you sit with a desk between you and the participant, you project formality and assume a
certain amount of authority. For less formality and authority, move your chair around the desk so that
you are face-to-face with the participant.

e  Lean forward slightly to communicate sincerity or to focus or refocus the participant’s attention on you
and your questions.

o  Keeping your eyes on the form with your pencil poised to write when asking questions tells the
participant you are not just making conversation. Try the technique with an inattentive participant.
However, be careful to convey individual interest in the participant (not just the data collection.)
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2.11.4.2 Special Situations (Required)

In conducting interviews on a daily basis with numerous participants, you will encounter special situations.
They will be easier to deal with if you have thought about them ahead of time.

The following are some of the special situations you might encounter with WHI participants.
Emotion

e  Be prepared for unusual circumstances. Talking about cancer or heart disease can arouse emotion in
many people. Participants who have recently lost loved ones, especially to one of these illnesses, may
become upset with some questions.

e  Remain calm but not distant or cold; let the emotion run its course. Have tissues available. Often
participants who have experienced losses express strong motivation to continue with the project to
contribute to the disease prevention effort.

e  Stop the interview if a participant is clearly unable to finish the visit. Offer a quiet place; get a supervisor
or manager to help. If you cannot reschedule immediately, be sure to arrange to call the participant
within a few days — just to make sure everything is all right and to try to reschedule the visit.

Strong Objections to Questions

e Assume the burden of communication; take the blame for misunderstandings. If a participant fails to
grasp the meaning of a question, admit that perhaps you didn’t deliver it clearly and repeat the question.
Do not allow the participant to feel that the questions are too difficult for her to answer.

e Ifthe participant is angry, reluctant or impatient about a single question or a series of related questions,
cite “the office” or the “researcher.” Blame the project for objectionable material, not the participant for
being objectionable.

e  Respond in a non-defensive tone as though you have heard the objection before. Don’t delay the
interview any more than necessary; move on to the next question. If the participant pursues the
objection, remind the participant that although the researcher had a purpose in including the question in
the interview, the participant doesn’t have to answer the question.

e Ifa participant hesitates or refuses to answer, repeat the question. Say, “Let me go over that again. If
you don’t want to answer, that’s your choice; but my instructions are to ask each of the questions.” Add
that the participant’s feelings or opinions about the question are important. If the participant still refuses,
accept the refusal graciously and go on to the next question.

Impatience With the Length of the Interview

e  Ifaparticipant is anxious to finish the interview and says so, say, “I need only a few more minutes of
your time. Your answers are important to us, and we’d like to have all of them.”

Curiosity About the Research
e  Be ready with standard replies for people who want to know more about the research. The Questions

and Answers for CC Staff in Section G.1 may help.

o Do not get involved in long explanations of the project, the forms, the research methods, or the outcomes
of the study. Be sure to use standard responses.

e Invite participants to talk to your supervisor or Clinic Manager if they wish to carry a discussion further.
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2.11.4.3

Second Guessing Purposes of Questions

¢ Do not invent your own explanations when participants want you to tell them why certain questions are
included in the interview. For participants who persist, tell them that the researcher had a purpose for the
question and that you must ask all the questions as they are written.

e Invite participants to talk to your supervisor or Clinic Manager if they wish to carry a discussion further.
Advancing Age

e  Gauge your pace according to the needs of the participant. Some older participants may require a slower
delivery; others may be insulted by it. (See Section 20.2.1 - Older Women for more detailed suggestions
on working with older participants in the research setting.)

Hard of Hearing

e  For participants who might rely on lip-reading, make sure your face is clearly visible and not obscured by
hair, glare, or shadows.

e  Slow down for participants with hearing problems and speak in lower-pitched (more bass-pitched, not
soft-spoken or high-pitched) tones.

. If you need to increase the volume, move closer to the participant to avoid shouting. Female interviewers
often increase their pitch when they speak louder which makes hearing more difficult for many
participants who hear lower-pitched tones better. The participant may also turn her “good” ear toward
you. Take this cue to speak clearly and distinctly toward that side.

Lack of Understanding or Recall

e  Take responsibility for making questions understandable. Do not make participants feel that it’s their
fault if they don’t understand a question.

e  Take away the burden of not remembering: participants shouldn’t feel ashamed by lack of recall. If a
participant doesn’t remember a date, lead a discussion back through some prominent seasons or events,
repeating the phrase of the question as you go.

e  Repeat the question at least once for the participant who does not understand the question. Repeat it
twice if the participant has patience for it. After that, record whatever answer the participant offers and
go on. Don’t risk annoying the participant for the sake of an answer to a single question.

e [fa participant asks what a word means, use only the definitions provided on the forms and in the
instructions. If there are none, say “Whatever the word means to you.” In some instances, you may also
emphasize again that the researchers are interested in the participant’s feelings and that you “can’t really
answer for” the participant or “put words in her mouth.”

Wandering, Extra Talking

e  Focus the participant’s attention on the questions, while always being polite. Respond to attempts at idle
conversation, no matter how interesting, with brief answers, then return to the form. For example, say,
“That’s very interesting...now, what would you say about (the question)?” Participants will get the
message that you’re not going to engage in extraneous conversation (see “Use Body Language” under
Section Section 2.11.4.1-Interview Technigues above).

Guidelines for Suicidal Ideation (Required)

Since distress can vary in severity, so the response by WHI staff must vary. Below you will find suggestions
on how to handle three different levels of severity. As state laws governing how to respond to suicidal
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individuals may vary, each WHI PI1 should consult with a mental health professional to determine the best
actions to take when severe distress or suicidality is detected.

It is recommended that each site determine those staff who have the level of comfort and sufficient experience
to proceed with the assessment described in Level 1 below. Those staff who feel a participant may be
seriously distressed but do not feel comfortable with addressing this with the participant, should ask the
designated staff who can comfortably proceed to complete the interaction with the participant. The PI at the
site should be made aware immediately of any participant with serious emotional distress symptoms, especially
suicidal thoughts.

Level I: Significant symptoms of distress (e.g., depression)
Clinic staff who identify significant distress should:

1. Seek further information through paraphrasing to clarify the significance of her distress (I hear you
saying ... Did yousay ... etc). If indoing so the participant does not express suicidal thoughts, proceed
with the steps 2-5 below. If she does express suicidal thoughts proceed to Level 2.

2. Recommend to the participant that she consult with her primary care physician who can evaluate and
treat her or refer her for specialty care.

3. Request and document in writing (i.e, put in participant’s file) permission from participant to follow-up
with her within a few days.

4. Notify the responsible WHI clinician or the lead practitioner at the site.
5. Call participant within a couple of days for follow-up.

Level 2: Significant symptoms of distress (e.g., depression) with statement such as “life is not
worth living, I wish I were dead.”

Clinic staff should refer participant to the responsible WHI clinician (e.g. Clinic Practitioner, PI) for further
evaluation. The responsible WHI clinician should assess suicidal intent through direct questioning.

1.  Ifthe participant’s distress is so bad that she is planning to hurt herself then go to Level 3. If the
participant denies that she is planning to hurt or kill herself, proceed through steps 2-6 below.

2. Encourage her to consult her personal physician immediately and offer assistance with that
communication (e.g., let her use clinic phone).

3. Request and document in writing her permission to contact a family member. Call family member and
inform him/her of the situation. Repeat your recommendation to contact her personal physician as soon
as possible.

4. Request and document in writing her permission to contact her personal physician. Call her physician
and inform him/her of participant’s status.

5. Request permission from participant to follow-up with her within a few days.

6.  Call participant within a couple of days for follow-up and notify PI.

Level 3: Significant symptoms of depression with statements indicating suicidal intent

State laws vary regarding the responsibility a staff person has if a participant were suicidal. Therefore, each

site should develop a set of guidelines that are consistent with state law. It is recommended that each PI
consult with a mental health professional to develop them.

Generally, clinic staff should:
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1. Inform the participant of the importance of preventing her from hurting herself. Request and document in
writing her permission to contact a family member, friend or family physician. If the participant refuses to
tell her family/doctor, inform her that you are obligated to do so.

2. Call family member and/or physician and inform him/her fully. Ask family member to come to clinic site
and accompany her to her personal physician’s office, local emergency room or community mental health
clinic. If no family member is available, accompany her to one of these treatment sites.

3. Develop a policy consistent with state and local laws regarding the CC’s responsibility to treat suicide
intent. Clinics should consult with a mental health professional (i.e. psychiatrist, psychologist).

2.11.4.4 Guidelines for Domestic Violence (DV)

In the course of interacting with WHI participants, staff will encounter women who disclose or have evidence
that they are in a situation involving domestic violence (DV). Since the level of risk may vary, the response by
WHI staff can be flexible. State laws may have mandatory requirements governing how to respond to DV.
Each CC therefore needs to ascertain any such jurisdictional reporting requirements and apply these within the
suggested guidelines that follow. Each CC will also need to identify the staff member, best suited by
experience and comfort level, who should interact with the participant regarding DV, and determine how the
staff member receiving the original report should respond.

While many staff members may know information about DV, it is frequently difficult to know what words can
be used. For this reason specific scripts for assessing the participants status are included within the algorithm
below. The purpose is to provide timely, emotionally sensitive support to women who reveal that they are
currently or were recently in an unsafe, abusive relationship.

Background

There are many factors that contribute to the difficulty staff have in discussing issues related to DV with study
participants. Some of these factors may be:

a. theissue of DV is stigmatized in our society and therefore an uncomfortable subject;

b. staff members may have personal experiences with DV by having witnessed violence in their family or
personally being a survivor of DV,

c. the WHI study does not have DV as an outcome, and staff may not have been trained in appropriate
assessment and brief intervention for women in situations involving DV.

Always discuss issues of DV in a private setting. Self-disclosure of domestic violence may involve a lot of
risk-taking for the woman. This is especially true if the woman has never previously shared this information.

While some women may voluntarily self-disclose currently being in a relationship involving DV, many women
will not self-disclose information due to many reasons, including fear of retaliation, low self-esteem,
shame/embarrassment, isolation, a perception that the staff is not supportive of issues of DV, and lack of trust
in the staff (fear that they will be reported).

Assure confidentiality of her answers.

“Your answers to the questions on these forms are confidential. We will not share this information with
anyone,” (add “within limits of the law” where there are mandatory state or local laws regarding reporting of
DV).

It is suggested that CCs provide resource cards in places accessible to participants such as the women’s
restroom. These small resource cards can be privately accessed by women and are also an explicit message to
participants that the CC considers DV an important women’s issue. Posters in exam rooms or restrooms
addressing support for abused women may help to communicate to women that your CC and WHI is
concerned about DV.
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General Preparation for DV

Compile a list of DV resources for your clinic.
Perform in-service training for clinic staff.

Establish liaison with community resources.

Algorithm for Assessment and Resource/Referral Support:

1.

WHI participants may disclose that they are in relationships involving DV through their responses to
questions on WHI forms (see below) or by mentioning this during a visit.

Form 37 — Thoughts and Feelings (Ver. 4), Item 97 — “Were you physically abused by being hit,
slapped, pushed, shoved, punched or threatened with a weapon by a family member or a close friend?”

Form 37 — Thoughts and Feelings (Ver. 4), Item 98 — “Were you verbally abused by being made fun
of, severely criticized, told you were a stupid or worthless person, or threatened with harm to yourself,
your possessions, or your pets, by a family member or close friend?”

Or

Form 38 — Daily Life (Ver. 5), Item 52 — “Were you physically abused by being hit, slapped, pushed,
shoved, punched or threatened with a weapon by a family member or a close friend?”

Form 38 — Daily Life (Ver. 5), Item 53 — “Were you verbally abused by being made fun of, severely
criticized, told you were a stupid or worthless person, or threatened with harm to yourself, your
possessions, or your pets, by a family member or close friend?”

Participant answers “Yes” to any of the above questions.

Staff response: “I noticed that you answered “yes” to this question about physical (or verbal) abuse and
it upsets me. We ask these questions on WHI forms because violence in the home is a significant
health risk for women that the study is concerned about. | appreciate your honesty in answering these
questions.”

Follow with brief assessment of:

a. The safety of the woman’s current situation. “Was the abuse that you said upsets you something
that is happening in your relationship or your home right now?” “Do you feel safe going home
tonight, or do you have a friend’s house or would you like the name of a shelter that you might go
to?”

If there is current danger and the woman does not want to go to a friend’s house or a shelter, ask
“Are there guns, weapons, or knives in your house?” If yes, “Where could you take these so you
would be safer?”

b. Her readiness to seek help, “You don’t deserve to be in a situation where you are afraid of being
hurt. Here is a list of community resources, supportive counselors, and of safe places for you to
stay. Do you think that you might be interested in talking to one of these resource people now or
in the future?” If the participant does not want the list, then mention, “If at any time you need the
phone numbers, we have cards in the ladies room that you can take privately if you wish.”

WHI participants may present with physical evidence or abuse (e.g., bruises, healing
abrasions/lacerations, any type of injury). In these instances, designated staff should establish whether
or not these signs are due to DV, and if so should assess the severity of the situation in a similar fashion
as described in a and b above, including compliance with state requirements.

For participants who show no evidence of physical abuse and answer “No” to the previously identified
guestions about DV, resource support cards should be provided in the restrooms.
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Resources:
K. Furniss. “Domestic Violence: What Nurses Need to Know.”
Kaiser Permanente NW. “Domestic Violence Diagnosis & Assessment.”

C.P. Mouton, S. Rovi, K. Furniss, N.L. Lasser. “The Associations between Health Status and Domestic Violence in
Older Women: Results of a Pilot Study.”
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SECTION 3
RECRUITMENT
INTRODUCTION

Recruitment in clinical trials is difficult, usually more so than anticipated. Because study power calculations
assume an even flow of randomization throughout the designated recruitment period, careful plans must be
devised so that goals can be met in a timely fashion. All the Clinical Centers (CC) made those careful plans.
The following is a general list of guidelines to consider to help meet the participant goals for recruitment in the
Clinical Trials (CT) and Observational Study (OS).

e Recruitment should start promptly on the targeted date.

e Multiple and varied recruitment strategies are advisable at each site.

e One individual (recruitment coordinator) at each CC site should have overall responsibility for
recruitment and be provided sufficient staff.

e Recruitment staffs should have trial-wide networking, including meetings and conference calls.
e Staff turnover should be anticipated, and backup personnel should be trained in advance.
o Staff trained for diverse populations and ethnic matching of staff and screenees can enhance recruitment.

e Recruitment and CC sites should be physically accessible to participants in terms of location, parking,
and transportation.

e Clinical Centers should establish accurate systems to monitor their own recruitment progress.

e The medical and lay communities should be well informed about the study before the onset of
recruitment.

e Local medical associations and hospital staff members should be contacted by the Principal Investigator
at each CC.

e Special-interest groups should receive presentations in appropriate language from the recruitment staff.

e  Since the study involves older adults, public relations campaigns should provide a positive image of aging
This section describes guidelines and recommendations for recruitment and initial screening of potential
participants. Although the procedure for recruitment is more flexible than the procedures for screening,

follow-up, and intervention, all plans for recruitment must be described by the CC and submitted to Clinical
Coordinating Center (CCC). The process is described below.
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3.1.

3.1.1.

Overview

Recruitment of study participants begins with a plan for the identification of sources of potential participants.
The recruitment process begins when the potential participant is invited to express interest in participation, and
ends when she comes to the CC for Screening Visit 1 (SV1).

The purpose of recruitment is to:

o Identify groups of potential study participants.
¢ Introduce the study to potential participants who express preliminary interest.

e Identify potentially eligible women for in-depth eligibility assessment.
The tasks involved in recruitment are:

e Prepare a CC-specific recruitment plan (see Section 3.2. —Recruitment Plan).

e Incorporate use of study-wide materials (see Section 3.3. - Study-Wide Recruitment Efforts).
e Conduct initial mailings (see Section 3.4. — Solicitation of Participants).

e Conduct screening telephone calls (see Section 3.5. - Screening Contact).

e  Send the screening packets to eligible women (see Section 3.6 — Mailing Initial Baseline Forms).

Clinical Centers are encouraged to identify methods for increasing the efficiency of recruitment and screening.
Some CCs will substitute in-person contacts for mailings and telephone calls to enhance their ability to reach
certain populations. The data collection requirements remain the same, regardless of the mode of contact.
The general guidelines for interviewer-administered questionnaires (Section 2.11. — Interviewer Procedures)
should be followed when providing assistance to women completing self-administered forms.

Each CC will recruit a portion of the 63,000 CT participants in the Dietary Modification (DM) component and
in the Hormone Replacement Therapy (HRT) components over a 3-year period. An additional 100,000 are to
be enrolled in the OS component.

Clinical Coordinating Center Role in Recruitment

The CCC is responsible for monitoring, fostering, and encouraging the recruitment effort, and for providing
accurate and timely information on the number of participants screened and randomized at each CC. The CCC
distributes monthly recruitment activity reports to all participating CCs and the National Institutes of Health
(NIH). The reports contain information on all aspects of recruitment, including: yields from each stage of the
screening process, actual vs. goal achievements in screening and randomization, etc. These reports serve two
purposes: 1) to inspire supportive and constructive collaboration among CCs, and 2) to alert the NIH to study-
wide or CC-specific problems early enough to take corrective action.

The CCC Recruitment Coordinator serves as the key contact person for the Recruitment Coordinators at the
CCs. The CCC Recruitment Coordinator reviews the CCs’ recruitment materials and methods for procedural
effectiveness and scientific integrity, passes information and concerns between the scientists and the CC
Recruitment Coordinators, keeps the CCs informed of national recruitment efforts, participates in recruitment
associated conference calls, provides support in the use of the recruitment database, generates recruitment
reports, and trains CC Recruitment Coordinators at central training sessions.

Recruitment Coordinator
Clinical Center Recruitment Coordinators are members of the regional Recruitment and Retention Staff

Groups that meet via conference call monthly or as needed during the recruitment period to review progress in
recruitment and share experience and expertise. The purpose of these calls is to provide collaboration and
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3.1.3.

3.14.

3.1.5.

develop camaraderie among recruitment staff. See Vol. 1 — Study Protocol and Policies, Section 2 — Protocol,
Section 10 — Study Organizations.

Recruitment Activities Data Collection (Required)

To capture information on the efforts of the CCs to identify women who might be potentially eligible and
interested in participating in the study, the CCC provides Form 1 - Recruitment Activity Summary. This form
is intended to collect data on the number of mailings, advertisements, news articles, public service
announcements, presentations, etc., that a CC does during a 1-month period. The CCs complete and submit
the form to the CCC on the first working day of the month for the previous 1-month period. One of the
requirements of the form is that the CC attach any recruitment materials developed during the reporting period
(for example, press releases, public service announcements, newspaper articles and advertisements, posters,
cards and other marketing tools). The CCC keeps these materials in a library of study-wide and CC-specific
recruitment materials.

System for Addressing Problems in Recruitment

It is essential that recruitment for the study be completed in a timely manner. Monthly recruitment reports
distributed by the CCC are reviewed and addressed by Pls, staff groups, subcommittees, CCC, or the NIH
Project Office. See Vol. 1 — Study Protocol and Policies, Section 2 — Protocol, Section 10 — Study
Organization. Questions about protocol and procedures may be directed to the CCC via the Inquiry Reporting
System (IRS). (See Section 1.4.2 — Methods of Communication and Form 171 — Inquiry Form.)

Guidelines for Developing Recruitment Materials

The following guidelines should be considered when preparing all recruitment material. They include
suggestions about content, visual design, writing style, printing and mailing. These guidelines will be used by
the CCC when reviewing recruitment materials developed by individual CCs.

Content

e Be brief. Include only what the reader needs to decide to contact you. Ask yourself, “Would I really read
this after a busy day?”

e  Put the most important points first and last. Use a logical sequence for the rest.

e Keep language appropriate at about a 6" grade level.

e Do not make false claims or promises (for example, do not include: “By participating in the study you
will lose weight, live longer,” etc.).

e  On brochures or letters with an enclosure card or tear off, consider the need for confidentiality. Do not
ask for personal information.

e Do not discriminate. The contents of materials you send to a particular group should be the same as that
given to other groups, although the style may differ.

o Pilot test developed materials. Show the materials to age-eligible women not connected with research for
only a few seconds, then ask, “What would you say this is all about, in your own words?” Then ask them
to read it over more slowly and tell you what it is about. Revise materials if necessary and then retest.

o Include: “funded by the National Institutes of Health.”

Visual Design
e  Make sure that the visuals draw the eye to the two or three key points.

e  Consider inclusion of your own institutional seal for credibility.
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e Include the study logo and catch phrase on all recruitment pieces, including posters.
¢ Include lots of white space in the margins and between blocks of text.

e  Use illustrations (simple line drawings are best) to reinforce information and direct the eye to the key
points.

e  Show the material for a few seconds to some age-eligible women not connected with research and ask
them what they notice first, what they remember, what they should do, etc.

Writing Style
e  Use a simple and relaxed conversational style. Don’t be afraid to use the word “you.” Ask yourself,
“Would I talk like this to my grandmother?”

e  Avoid large blocks of text. Break information into bulleted lists whenever possible. Ask yourself, “Can I
scan this in a few seconds and find what I need?”

e  Use the active voice. State subject and verb directly instead of describing object as acted upon by an
unstated subject. For example, use “You will receive these benefits” rather than “Benefits provided
include.” Be direct and personal.

e  Use short and simple words (for example, “assigned by chance” rather than “randomized”; “handouts
about” rather than “handouts pertaining to”).

e  Use short and simple sentences with as few qualifying phrases as possible. The best structure is: subject,
verb, object. Limit each sentence to one idea.

Printing

e  Prepare camera-ready (not Xerox) copies for the printer.
e  Print on at least a 60-pound paper if double sided. Self-mailers are often printed on 65-pound paper.

e  Letters must be on your institutional, a referring agency’s institutional, or WHI letterhead with an official
signature and timely date.

e  Color of type print and paper should be consistent with and complement those agreed upon for the study.
Black print on white or yellow is the easiest to read.

e  Type style and size for the text should be consistent and should be 12 point or larger. Do not use script or
sans serif fonts. These fonts don’t have the squiggles on the ends of the lines and therefore make letter
recognition harder.

e Do not use all capital letters, even in titles or headings. Capital letters are more difficult to read and
recall. Use larger and bolder print instead.

Mailing

e  Type or handwrite addresses on mailing envelopes. Participants may respond positively to handwritten
envelopes but time and cost factors may prohibit this strategy. Postal regulations state that one may
handwrite the name and address when using bulk mailing, but anything else handwritten on the envelope
is considered a message and is prohibited.

e Do not knowingly mail to the same individual more than three times.
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3.1.6. Participant Material Review Recommendations and Guidelines

Participant materials are written materials given to women at any time during screening or participation in
WHI. CCs should submit participant materials to their local CC’s IRB and the CCC for review and approval.
When submitting materials to the CCC, please indicate when and how the materials are to be used. Materials
such as print adds or PSAs are not considered participant materials and do not need to be reviewed.

During CCC review of participant material, we have identified some common themes in these materials that
are summarized here. Basic recommendations for preparing participant materials are contained in WHI
Manual Volume 2, Procedures, Section 3.1.5. — Guidelines for Developing Recruitment Materials.

Nutrition Materials:

Articles, handouts, newsletters, and posters containing information on nutrition are not allowed for distribution
to potential participants. This information can influence and/or contaminate women who may join the Dietary
Modification part of the study. Although it is understood that nutritional information is widely available to the
general public, the study cannot be directly responsible for distributing such materials.

HRT/Clinical Materials:

News or scientific material concerning menopause and/or hormone replacement therapy (HRT) should not
center on its benefits or risks, but rather on the need for further research to answer the questions raised by
HRT usage. Articles which promote HRT or alarm women may serve to discourage them from volunteering or
continuing their participation in the WHI. This is because they can develop feelings of either needing to take
“real” hormones (not potentially be randomized to a placebo), or making sure that they avoid hormones.

Terms:

Some terms and facts have been revised and/or corrected, based on recent committee decisions or procedural
clarifications. Some of the revisions/corrections to keep in mind are listed below.

Commonly Used Terminology of Fact: Correct Terminology of Fact:

avoid exercise for 8 hours before avoid exercise for 12 hours before

Dietary Change Program Dietary Program

Dietary Intervention Group Dietary Change Group

Food Frequency Questionnaire Food Questionnaire

low-fat diet low fat, high fruit, vegetable, and grain dietary pattern
practice pills study pills

run-in period enrollment period

study hormone medications study pills

the largest study ever on women'’s health one of the largest studied ever on women’s
Usual Diet Group or Dietary Control Dietary Comparison Group
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Phrases:

To avoid giving an incorrect impression of the study or of a woman’s participation in the study, some
conditional phrases are recommended.

Unconditional phrase: Conditional phrase:

study is looking at how to improve study is looking at ways to improve
will answer questions about may help answer questions about
will improve your health may improve your health

you will receive you may receive

Readability:

The reading level of participant materials is very important. It may not be widely known that to follow the
instructions on an aspirin label requires a 10" grade reading level while one if four American adults reads at a
5" grade level or below. Also, the grade level achieved in school is not a measure of an individual’s reading
skills. You can use Microsoft Word™ to evaluate a document using he Tools menu and selecting Grammar.
Several suggestions for improving a document’s readability are listed below.

. Use the active voice where ever possible: State the subject and verb directly instead of describing an
object as acted on by an unstated subject. Speak directly to the participant. The passive voice often
makes your writing less clear because it often leaves out who will do the action.

Active voice:

Passive voice:

We will give you the test results.
At this visit, we will tell you more about the study.

Please do not eat for 12 hours.

Test results will be given to you.
At the visit, women are told more about the study.

Women are asked not to eat for 12 hours.

. Use shorter sentences and words: Participant material is made more readable by using shorter
sentences and simpler words, less wordy phrases and more positive wording. Many people have a hard
time following the key point in a long sentence, particularly if it has a lot of clauses. Ideally, sentence
length will vary so the reader won’t find the material monotonous. An average readable sentence length
in American English is 17-23 words. If your sentence is over 25 words, your writing may be difficult to
read. A long word has three or more syllables.

Shorter sentence:

Longer sentence:

Shorter word:

Longer word:

Studies will help decide how best to prevent these diseases. (10 words)

As a result, recommendations for successful prevention and treatment of these
diseases cannot be made with confidence, due to the lack of adequate clinical testing.
(25 words)

about

approximately
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. Use simple phrases: Use a simple and relaxed conversational style.
Simple phrase: Women can be part of the answer.
Wordy phrase: Women now have the opportunity to be part of the answer.

. Use positive wording:
Positive wording: Please do not exercise.
Negative wording: You will not be able to exercise.

. Minimize medical jargon and avoid technical terms: When medical jargon is necessary, define the
medical term immediately after it appears in the sentence.

e  Words: Some words commonly used in WHI are not familiar to the lay public or have negative
connotations. Therefore we suggest using simpler substitute words when preparing participant materials.
A list of recommended words is given below.

Commonly Used Words: Recommended Substitute Words:
approximately about

assistance help

cardiovascular disease heart disease

clarify make clear

compensate/reimburse pay

concerning about

conclusion end

consult the map use the map

currently now

diseased afflicting women diseases in women

dispense give

do not hesitate to call fell free, please call

e.g. for example

eligible if you can join

endometrial aspiration test of the lining of the uterus or womb
experiment study

exposed/exposure worked with/lived with

i.e. that is

immediate right away

impact make a difference, effect

in order to to

in the absence of without

intervention/treatment group women in the Dietary Change group/getting active pills
medication study pills or pill bottles
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Commonly Used Words: Recommended Substitute Words:
myself me
notify you let you know
osteoporosis osteoporosis (weak or brittle bones)
participate in join or take part in
pelvic exam female or internal exam
placebo inactive pills
postmenopausal change of life
prior to before
procedures tests, exams, activities
provided given
randomized group is chosen by chance
remain live or stay
require ask, need
research study (some ethnic groups think of experiment or
exploitation when they hear the word research)
reside live
select choose
similar like
study arm/component study part/programs
subjects participants, women
submitted given
trial study
uterus womb
voicemail a recording machine
Formatting:

Use 12-point Serif fonts: Participant material is more readable if a > 12-point font is used (the font

used here is 12 points). The ideal font size for older populations is 13 or 14. Do not use script; or
sans serif fonts. Sans-serif fonts don’t have the squiggles (serif) on the ends of the lines that make the
letter recognition easier. Serif type is the most familiar style (this type is Times New Roman) and the

easiest to read. Mixing several types styles on the same page may also be confusing.

Use upper and lower case: Use upper and lower case letters even in titles and headings. CAPITAL

LETTERS are more difficult to read and recall. Use Iarger or bolder print or underlining instead.

Preserve white space: Do not crowd too much information on a page. During screening, you have three
screening visits and several months to convey the complex information regarding the Women’s Health

Initiative to the potential participant.
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3.2.

3.2.1.

Recruitment Plan (Required)

Each CC prepares a detailed recruitment plan following guidelines provided by CCC. This includes a
complete calendar of all events related to recruitment activities with specific attention to the initiation of
recruitment strategies and their subsequent regular, periodic evaluation. Mass mailing drop-dates, media
coverage, and community events that the CC is participating in or presentation to lay and professional groups,
etc. are noted on the calendar. The calendar can be used to evaluate the effectiveness of past strategies and to
plan future ones. In the case of media coverage or publicity the CC can plan for an increase in public
response.

Peer review of each CC's plan will be carried out by other RCs at training workshops. The CCC will retain a
copy of all recruitment plans. Subsequent updates will be submitted to the CCC at six month intervals.

Each of the CC plans should contain the following information:

. A description of the primary and backup catchment areas (in grant application).
. Census or other data on the target population (women between 50 and 79 years old).
. A description of specific recruitment approaches that will be used and in what order.

. Estimates of yields from the specific approaches based on past experience.

Each plan should describe backup strategies that can be quickly employed if the primary strategies result in a
less than expected yield. A minimum of three months and up to six months may pass before the results of a
newly implemented strategy is evident. Most CCs use an integrated approach to recruitment, employing most,
if not all of the following approaches discussed below simultaneously.

Targeted Mass Mailings

All CCs are encouraged to employ a major direct mail campaign, involving tens of thousands of mailings to
women in the target age group. Age-eligible women can be identified through a variety of sources: motor
vehicle registration lists; drivers' license lists; Health Maintenance Organization (HMO) membership
databases; voter registration tapes; Medicare enrollee lists; health insurers' lists; commercial mailing list
brokers, etc. These sources usually include name, address, age, and gender. In addition to these general
sources of age-eligible women, many CCs have identified several other enriched sources of participants.
These include databases containing some clinical information as well as general demographics, such as breast
cancer screening clinic patients or screenees or participants in previous clinical trials. The above described
mailing lists are invaluable resources.

Previous experience suggests that second and even third mailings using the same list can increase the yield
slightly. Because most mailings from the CCs use bulk rate (third class) it may take at least a week for the
Postal Service to deliver, and another week for the reply card to be returned. Therefore repeat mailings should
be spaced at least three or four weeks apart.

Another approach is to repeat mailings according to response. If the response is low from a specific age-group
or zip code, remail at a different time of year. For the older age group, choose good weather and moderate
temperatures. Exclude the holiday seasons from mailings. If the response is good to the first mailing, remail
at the same time of year on a yearly basis. Those not able to consider participating when you first mail may be
available the next year. If the remailing is done from the CC rather than an HMO or other organization, a
cover letter should mention that you have sent them information previously. Also, mention of recruitment
statistics may spur some women to respond. For example, “In the past year, 500 women have enrolled in the
Women’s Health Initiative...”.

To facilitate formation of intervention groups for the DM component, it may be preferable to target mailings
within geographic areas or zip codes.
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3.2.1.1.

3.2.1.2.

Mailings usually consist of a letter inviting women who are age eligible to return a form or postcard indicating
their potential interest. Include a brochure describing the study (see Section 3.3.3. — WHI Recruitment
Brochure) with a postage-paid return envelope or postcard. An interested woman can either call or mail in her
response.

Identification of Sources of Names

Each CC identifies potential participants through various referral sources. The nature of these sources
depends on the target population of the CC. The procedure for identifying potential participants varies by
referral source and CC.

In each case, negotiations are made with the individual sources. Some sources provide mailing labels, while
others require the CC to furnish recruiting materials for mailing by the source.

It is best to target groups with whom you already have a relationship and to maintain visibility with them. It is
important to establish ongoing relationships with the agencies that have agreed to cooperate.

Do not assume that the negotiations will be completed quickly. Experience suggests that some negotiations
may take months to finalize. Thus you will need to develop these relationships many months in advance of
planned initial mailings to avoid delays in the recruitment schedule.

Monitor the success of various recruitment strategies and referral sources. This information is used to
streamline the process and troubleshoot recruiting problems for all CCs. To monitor recruitment, assign a 3-
digit number to each different referral source and different recruitment strategy you use. For example,
brochures handed out at health fairs, presentations, or to individuals to pass out to their friends and co-workers
would be three different referral source codes. Assign two referral source codes to a source to which you do
two mailings, one for the first mailings and a different number for the second mailings. For example, a CC
doing second mailings would assign the following referral source numbers:

101 Organization A - first mailing

102 Organization A - second mailing

201 Organization B - first mailing

202 Organization B - second mailing
Monitoring the return and eligibility rates of these sources can guide you in future recruitment plans. Clinical
Centers can monitor this in several ways: add a referral source code (RSC) in the recruitment database (RDB)

available through the CC; use a user-defined field in the WHILMA database, or on Form 2/3 — Eligibility
Screen.

Using Sources for Preliminary Screening
The screening of potential participants begins with the initial identification of individuals. Because of the time
and cost spent in screening potential study participants, the referral sources should know and publicize only

limited eligibility criteria.

Give out only the following eligibility criteria to individuals not associated with this study.

The participant must be aged 50-79.

The participant must be female.

The participant must be postmenopausal.

The participant must be able to attend regular CC visits.
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3.2.2.

3.2.3.

3.24.

The ability to assist with this limited eligibility review varies from source to source, depending on its available
information. Usually, screening at the source level is limited to screening lists for age-eligible women. It is
best to begin with sources that have the largest numbers of potentially eligible individuals.

Priming the Community

All CCs should identify techniques to be employed before embarking on recruitment, including informing the
medical community, the community-at-large, and the special communities providing services to older adults,
special populations and/or women. Clinical Centers can mail letters to physicians and medical societies in the
local area describing the study, requesting referrals and giving assurances that the goals of the study do not
conflict with or supplant the primary care physician (see Figure E.1.1. — Model Letter to Community Health
Care Providers and Physicians). The lay community can be informed through general press releases (see
Figure E.1.3. — Model National Press Release) in the local print and visual media or radio and TV talk shows
featuring interviews with study investigators, public service announcements (PSAs) on TV or radio, and
feature articles in specialty magazines, newspapers, newsletters, etc., targeting older women. Good rapport
with the community is essential to successful recruitment.

Mass Media

Recruitment can be planned and promoted through various marketing and publicity strategies. These methods
vary between CCs.

The CCC can provide the CCs and their institutional public relations personnel with sample press releases or
CCs can prepare their own (see Section 3.1.5. — Guidelines for Developing Recruitment Materials).. The
material released should be fairly specific for the population of interest. Send a copy of all publicity materials
to the CCC Recruitment Coordinator for inclusion in the recruitment materials library. The CCC RC will
review these materials using the same guidelines.

Clinical Centers must be prepared to handle, by letter or telephone, the response from the public immediately
after the media publicity goes out, including national publicity (for example, NIH announcement of new CCs).
A contact phone number is essential. If an answering machine is used, let participants know so they won’t
expect an immediate response and can feel comfortable leaving a message. Press releases should not be sent
out until the CC is organized to handle the response. Responses to media messages will vary. Plan to do press
releases based on human interest and pubic events (for example, the opening of CCs, Mother’s Day, etc.). Be
certain the press release contains some new information. Don't be too optimistic that the responses will
continue for long. It is surprising how quickly the calls stop after a newspaper article or PSA has run. Plan to
do another release in a few weeks.

All CCs should plan to use the media, such as local television news spots, newspaper feature articles, etc., for
informing the community and for requesting volunteers for the study. For CCs that are especially successful
using mass media as a recruitment tool, this may be the source of most of their participants. For most, it will
more likely be an adjunct to a primary strategy of mass mailings. The media messages should communicate
that the volunteers must be generally healthy women aged 50-79. The effective coordinated use of mass
media along with mass mailings can result in dramatic increases in response.

CCs using sequential geographic recruitment strategies to facilitate DM group formation may not want to use
mass media as a primary recruitment tool or may need to modify their responses to call-ins generated from
publicity.

Community Activities

Clinical Centers can participate at health fairs, blood pressure screenings, or other women’s events such as
“Race for the Cure,” to pass out brochures and be seen by the community. You can identify the organizations,
agencies, and group residences that have older women as their clientele and make arrangements to address
these groups and solicit participation.
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3.2.5. Medical Records

Some CCs will screen medical records as a backup strategy. From medical records it is possible to identify
potential participants who meet basic eligibility requirements. Once potential participants are identified in this
way, it is most effective to have the invitation for screening come from the personal physician. For example, a
CC might plan to give brochures and invitations to all age-eligible women attending a large radiology group
practice. Specific medical record review is very labor intensive.
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3.3.

3.3.1.

3.3.2.

3.3.3.

Study-Wide Recruitment Efforts

Although the individual CCs bear the responsibility of recruiting participants for their CC, study-wide efforts
using the same or slightly modified recruitment and orientation materials at each CC can enhance visibility and
bonding with the national study. For example, when all CCs begin recruiting, there will be a national public
awareness and recruitment campaign using appropriate materials, national television shows, magazines and
public service announcements (PSAS) with prominent spokespersons. The CCC will coordinate this campaign
with a public relations firm and input from the Recruitment and Retention Staff groups, WHI committee
structure, and the NIH Project Office.

Video Tapes

The WHI will produce at least four videos. One video will provide a brief (10-15 minutes) overview of the
study to be used either for recruitment, at the time of screening, or during a group orientation meeting or
community presentation. One video will be used for initial consent. Two videos discuss the risks and benefits
of being in the CT and will be used as part of the informed consent process for DM and HRT.

WHI Logo and Catch Phrase

The study is so long that family and community support will be invaluable in the long run to keep women in
the study and participating fully. Community recognition and support will also encourage women to
participate until the end of the study. To generate this family and community support there must be wide
recognition of the study and respect for those who are participating.

The WHI logo was designed as a visual strategy to generate recognition of the Women’s Health Initiative
among the general public and women in particular. It emphasizes that the study group is women. The catch
phrase “Be part of he answer” emphasizes that women have a chance to participate in the study of women’s
health. See Figure 3.1. — WHI Logo and Catch Phrase. You can obtain an electronic copy of the logo from
the CCC. The logo is an elegant, stylized depiction of mature women. The study colors are attractive and eye
catching; blue (Pantone 287) and purple (Pantone 252). The colors are used effectively in a bleeding pattern
on the study-wide brochure and medicine bags.

. Posters sporting the WHI logo and catch phrase can be used at health fairs and presentations, worksites
and clinics, clubs, markets, libraries, and pharmacies to name only a few possibilities.

. Study materials should display the logo and can use the catch phrase on stationery, brochures, CC
interest questionnaires, appointment reminder cards, birthday cards, note cards and invitations to
participate.

. Recruitment and retention incentive gifts should display the logo and catch phrase on items such as pins,
pot holders, memo pads, photo pins, or tote bags.

WHI Recruitment Brochure

A study-wide brochure has been developed for the WHI to be used by all CCs in their mailings or
presentations. CCs can mail the brochure separately or include it in a mailing with a cover letter and interest
survey. Brochures are printed with the same information for all CCs but with CC-specific information on one
panel and on a tear-off, postage-paid return postcard. The brochure asks and answers general questions about
the study and lists the CC’s address and phone number. On the postcard, the woman is asked to provide her
full name, current address, home and work phone numbers and to check how she heard about the study. The
CC can write a referral source code on the postcard to aid in identifying the source to which the woman
responded. The brochures are printed by the Government Printing Office (GPO). Clinical Centers order them
quarterly through the CCC. See Figure 3.2. — WHI Recruitment Brochure.

If CCs choose to develop their own promotional brochure, it should conform to the criterion in Section 3.1.5. —
Guidelines for Developing Recruitment Materials.
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3.34.

3.3.5.

3.3.6.

3.3.7.

Slide Presentation

The Publications and Presentations Subcommittee of WHI has developed slides for professional presentations
that are produced and distributed to all CCs. They should be reviewed and updated periodically. The slides
vary in degree of complexity and detail. Individual CCs can therefore tailor the slide set used for presentations
to physician groups, grand rounds, or other professional groups These slides may have limited usefulness for
older laywomen. Additional slides are being created for lay presentations. Paper versions of these slides will
also be provided if CCs want to make overhead transparencies.

Press Releases

Figure E.1.3. — Model National Press Release shows a sample press release that can be used as a model. See
Section 3.2.3. — Mass Media, paragraph 3 regarding use of and response to press releases.

Public Service Announcements (PSAs)

PSAs should address the importance of WHI because many health concerns of women have been neglected by
researchers in the past. Include that there is now an opportunity for women to “be part of the answer” in
women’s health. Present the choice to take action for the benefit of future generations of women. The benefit
to an individual woman’s health through screening and monitoring at no cost can be stated. Some PSAs could
address ethnic barriers to health care and research studies. The special needs of diversity in literacy levels,
ethnic backgrounds and culture also need to be taken into account.

Two examples of 30-second PSAs are:

“Heart disease, cancer, and thinning bones are diseases that kill or disable a growing number of women
each year. You can be a vital part of a nationwide study to determine ways to prevent these illnesses.
Help launch a new era in women’s health by participating in the Women’s Health Initiative. If you are 50
to 79 years of age, you can make a difference, not only for women’s health today, but that of future
generations as well. Start your journey to a long life with a healthy heart and spirit. To register, call your
toll-free line at...”

“Heart disease is the number one killer of women in the United States. Breast cancer will affect one in
every nine women. Weakening bones disable nearly 30% of women over age 75. You can help change
these staggering statistics by joining one of the largest health studies ever conducted. (Local CC) is
leading the way in the Women’s Health Initiative — a nationwide study of factors that affect women’s
health. If you are 50 to 79 years of age and want to lay the foundation for women’s health today and that
of future generations, call our toll-free line at...”

Spokespersons

National and local spokespersons to spearhead PSAs on radio and TV could reach different populations
through different media. Spokespersons of diverse ethnic backgrounds and ages are essential to appeal to
different women. It will be critical to have spokeswomen who are recognizable to a broad range of American
women. Possible candidates may be drawn from the following sectors:

. Celebrities

) Politicians

. Writers and journalists

. WHI PAC (Women’s Health Initiative Program Advisory Committee)
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3.3.8.

3.3.9.

3.3.10.

Television

Television can be used most effectively to make the WHI well known to women and the public in general.
WHI can be featured on local women’s health programs. Talk shows might feature WHI when discussing
women’s health issues. Talk shows on Spanish networks can be especially effective for recruitment of
Hispanic women. The under representation of minority women in many important research studies could be
one topic that illustrates the special nature of the WHI.

Print Media
Magazines and Newsletters

. A number of national magazines identified to target for WHI articles are: TV Guide, Family Circle,
Readers Digest, Redbook, Woman’s Day, Ladies Home Journal, Working Women, American Health,
People, Newsweek, Time, Vanity Fair, Ms., AARP Newsletter, HMO magazines and newsletters,
employee trade magazines, etc.

. Press releases, could be sent to identified publications and writers.
. Clinical Centers should alert the CCC to any proposed national coverage so that all CCs can be alerted
and prepare for the publicity.

Newsprint

. Prepare press releases and/or press conferences throughout the year and for Mother’s Day, emphasizing

that participation in WHI is a lifelong gift from mothers to their daughters’ and granddaughters’ future
health.

. Identify newspapers with wide circulation in your area.

o Identify interest angles specific to each newspaper. Human interest articles featuring disease detection
during screening or mother/daughter participants, for example, would stimulate interest. The angles
should be attention getting and readership appropriate.

. Prepare news releases targeting various interest areas, for example, lack of women in research, lack of
minorities in research, human interest, etc.

) Write a letter to health editors (or science, food, or lifestyle editors) with a news release. Follow up with
a call to the health editor within one week.

Columnists

. Freelance writers and syndicates columnists who write regularly for local newspapers or magazines
should be identified and contacted to encourage them to explore WHI issues as potentials subject matter.

. Get samples of columns from each paper to model news releases.

. Develop an angle(s).

. Write a letter to each columnist. Follow up with a call within one week.

. Establish a mechanism to tabulate and distribute on a monthly basis all written national promotion
pieces.

Recruitment Video

Plans are underway to produce a WHI recruitment video as an upbeat marketing tool for use at community
presentations and initial screening visits.
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Some important themes are:

. Reasons for importance of WHI.
. Lack of research data on women.
. Benefits of participation.

. Components of the clinical trial.

. Women of different ethnic backgrounds and economic status in the video.
3.3.11. Timeline

Clinical Centers should develop and finalize a timeline of specific recruitment efforts 8-12 weeks before
projected implementation dates for events such as those listed below.
. Holidays like Mother’s Day (May)

. Special women’s events such as National Breast Cancer Awareness Month (October), American Heart
Month (February), or The Susan G. Komen Breast Cancer Foundation’s Race for the Cure (all months of
the year in different cities)

. Spring and fall, which are optimal recruitment months

For example, development should begin in February for April/May activities and in July for
September/October activities.
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34.

34.1.

Solicitation of Participants

Potential participants may be solicited using various strategies. One strategy is mass mailings using voter
registration lists, Department of Motor Vehicles (DMV) lists, Health Care Finance Administration (HCFA,
Medicare) lists, HMO lists, etc. Another strategy is participation in community activities like health fairs,
civic celebrations, clinic openings, open houses, etc. Another valuable strategy is to employ local media in the
form of PSAs for television and radio, participation in health programming, principal invegtigator interview,
news stories and paid advertisements. All of these strategies may be used simultaneously in order to reach a
wide and varied population.

Mass Mailings

The initial contact with a potential participant is usually a mailing that includes an introductory letter and the
recruitment brochure with a return postcard, interest survey or prescreen. Send a draft of the introductory
letter to the CCC for review and placement in the study-wide and CC-specific recruitment materials library.
Follow Section 3.1.5. — Guidelines for Developing Recruitment Materials.

. Initial contact letter (see Figure E.2.1. — Model Initial Contact Letter): typically a 1-page letter that
includes:

a) A statement of introduction from the referring agency, if applicable.

b) A statement that participation in the study is completely voluntary and does not affect the
individual's relationship with the referring agency.

c) A brief description of the study.
d)  An explanation of the enclosed prescreen or interest survey, if included.

e) A statement requesting the individual to complete and return the interest survey, prescreen or
postcard or call the CC.

f) A statement thanking the individual for completing and returning the prescreen or postcard and
stating that eligible participants will be contacted by the CC.

The letter is usually printed on the referring agency's or WHI stationery and mailed in a corresponding agency
envelope. Some CCs may mail directly.

) Recruitment Brochure

See Section 3.3.3. — WHI Recruitment Brochure and Figure 3.2. — WHI Recruitment Brochure.

. Prescreen

Clinical Centers may choose to include a brief prescreen (see Figure E.2.3. — Model Prescreen) with the
letter rather than a brochure with return postcard. If a brochure is also included, remove the return
postcard to avoid the women responding twice. The CC is responsible for preparing its own prescreen
with the recruitment source identified on the prescreen. The prescreen can include questions about the
woman’s age, availability for CC visits over the next three years, and other broad eligibility questions
(for example, current hormone use, cancer history, heart attack or stroke in the past six months,
menopausal status). Initial eligibility and interest can be assessed quickly using a prescreen.

. Interest Survey

An interest survey (see Figure E.2.2. — Model Interest Survey) may be included with the initial contact
letter in addition to a brochure. In this case, a return postage-paid envelope is also included. The interest
survey is a first step to determine if the woman is interested in participating and whether further contact
should be made. It establishes the best time to follow-up with phone contact and is a preliminary screen
for age and gender.
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34.1.1.

34.1.2.

3.4.13.

3.4.14.

3.4.1.5.

e  Return Envelope

The return envelope is a postage-paid business reply envelope addressed to the CC for returning the
prescreen or interest survey. The return envelope is not necessary if the brochure with return postcard is
used.

Preparation of Initial Contact Mailing

Mailings can be prepared in several ways. Small mailings (1-2,000) can be prepared at the CC. Large
mailings (2,000 or more) can be prepared efficiently and economically at the CC only if the referring agency
provides the names on diskettes or if the CC has access to other needed facilities, such as computer equipment
and tape drives. If these facilities are not available, CCs can use local printing agencies to assist in preparing
mass mailings.

Duplicates

Women may receive initial contact letters from more than one source agency. This can occur when the
individual is on the mailing list of several referral agencies. For example, an individual may be recruited from
a breast cancer screening clinic as well as a list of Medicare enrollees. Removal of duplicate names is often
not possible because: 1) confidentiality requirements of some agencies do not allow the CC to have access to
the names of individuals on the mailing lists; and 2) time and costs for removing duplicate names on accessible
lists are prohibitive. In addition, experience has shown that individuals may respond negatively to letters from
one agency but be willing to participate when contacted by a different agency or after learning that friends
have participated.

Responses

Clinical Centers must anticipate that not all the addresses used for the mailings are correct or current. The
percentage of out-of-date or incorrect addresses varies depending on the referring agency and date the
addresses were prepared. Clinical Centers should advise the referring agencies that returns can be expected.
They man be willing to attempt to contact these individuals.

Anticipated Return Rate

The anticipated rate of return varies by referring agency. Pilot studies for WHI suggest that between 5% and
30% of women will respond to the initial mailing. A proportion of these responses may be refusals. It is
important to keep track of the rate of return by referring agency. (See Section 3.2.1.1. — Identification of
Source of Names.)

If an individual calls the CC rather than returning the postcard or prescreen, CCs may complete the prescreen
over the phone or conduct the screening contact on Form 3 — Eligibility Phone Screen.

Processing Responses

e  Stamp the date on each response as it is received.

e Review the name and address on the postcard, interest survey or prescreen for completeness and
readability. Occasionally, the name and address may be incomplete or unclear on the interest survey or
prescreen while it is legible on the return envelope. In such cases, transcribe the information from the
envelope to the interest survey or prescreen before discarding the envelope.

o Ifapplicable, review the prescreens for potential eligibility and any comments regarding participation.
The goal at this point is to eliminate from further screening any individuals who are clearly uninterested or
ineligible. All other respondents should be considered potentially eligible.

e Sort the prescreens into the following three categories:
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3.4.2.

3.4.3.

* Ineligible due to age or other information provided. Indicate on the form that the participant
is ineligible. File all ineligible responses for future reference.

* Possibly eligible for the CT; screening phone call required.

Add the woman's name to the list of women to be called, including best time of day to call.
Proceed to preparation for Screening Contact. See Section 3.5. - Screening Contact.

* Possibly eligible at future date. This includes individuals who:

a. Are too young now, but will be age-eligible before your recruitment phase ends.
b. Are not immediately available to come to CC visits, but will be during the recruitment
period.

Indicate on the form when the individual may be eligible in the future. File the form by date of possible
eligibility with other prescreens of individuals who are possibly eligible at a future date. Review this file on a
monthly basis and proceed to the screening contact preparations for those individuals who reach the recorded
date.

Mass Media

Recruitment through mass media will be used by many CCs, either alone or in conjunction with mailing
strategies. Depending on the emphasis, CCs need to adapt the steps and allocation of resources in the
recruitment process to handle the uneven load.

The simplest approach to incorporating mass media campaigns into recruitment is to consider each media
release and its subsequent response as an additional source of names. Responses to each campaign can then be
monitored and evaluated for efficiency and success in reaching target populations.

For call-in responses, the CC may choose to have a recording describe general aspects of the study and request
that the caller leave her name and phone number if she is still interested. An interviewer would then call the
woman back and proceed with the screening interview. See Section 3.5. - Screening Contact. Alternatively, if
CCs have staff available, a trained interviewer can take the call and complete the screening interview.

Community Activities

Clinical Centers that choose to use community activities such as presentations to particular groups, hosting
booths at health fairs, etc., also need to plan well ahead for varying levels of activities. The different forums
require the CC to determine to what extent recruitment and prescreening can be completed in a single
encounter. In some circumstances it may only be feasible to provide the WHI Recruitment Brochure and an
opportunity for the woman to express her interest. In other settings it may be reasonable to complete the
screening interview (Form 2/3 — Eligibility Screen) and Form 60 — Food Frequency Questionnaire (FFQ) and
determine initial eligibility for HRT and DM. This contact is referred to as Screening Visit Zero or SVO0. Itis
the responsibility of the CC to determine the feasibility of completing the recruitment and prescreening
activities in the various settings. The documentation of these efforts can be managed using the same system
for identifying sources of names and number of responses.
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3.5.

3.5.1.

3.5.2.

3.5.2.1.

Screening Contact (Required)

The WHI requires the collection of screening data using either an interview-administered (Form 3 - Eligibility
Phone Screen) or a self-administered format (Form 2 - Eligibility Screen). These forms contain the same data
items but the format is changed to make it suitable for the two methods of data collection. Clinical Centers
may use a prescreen (as described in Section 3.4.1. — Mass Mailings) but must complete Form 2/3 — Eligibility
Screen to continue screening the participant further.

A screening contact is completed on all women who return a prescreen, postcard, interest survey, or otherwise
express interest and who initially meet the study eligibility criteria. Women may be recruited in such ways that
this contact is done in person or by mail. Clinical Centers choosing to have the form completed by the
participant will use Form 2 — Eligibility Screen. For example, Some women may be recruited through
community organizations. Such women may be initially screened at an organization meeting. If women do
not have telephones and are randomized/enrolled, careful planning must be done to ensure adequate follow-up.
The self-administered versions of the screening questionnaire (Form 2 — Eligibility Screen) can be used for
these settings. All interview-administered eligibility screens will be completed using Form 3 — Eligibility
Phone Screen.

This section focuses on the screening telephone interview (Form 3 — Eligibility Phone Screen). The estimated
time to complete the screening phone call is 15 minutes.

Purpose
The purpose of the screening contact is to:

e  Explain the purpose and the requirements of the CT to those participants who responded to the initial
contact letter by returning the prescreen, interest survey or postcard, or who called the CC to express
interest.

e Ask the woman specific questions related to the eligibility criteria for CT participation in general and
HRT and DM specifically.

e  Schedule an appointment for SVO or SV1.
Phone Procedures

Usually, CCs should complete the screening contact within three weeks of the return of the prescreen, interest
survey, postcard, or phone contact to the CC. Attach a Form 3 — Eligibility Phone Screen to each prescreen,
interest survey, postcard, or phone response you have sorted into the category “Possibly Eligible.”

Prepare to do several phone calls in any one session. You may find that using a telephone headset is less tiring
than using a standard telephone handset when doing many calls. Frequently, you will not be able to complete
all the contacts you set out to do. The individual may not be home or the phone may be busy. A grid for
recording the date and time of all phone attempts is on Form 3 - Eligibility Phone Screen. If you are unable to
complete a phone call at a particular time and day, try calling at other times and days.

Role of Phone Interview

The telephone interviewer plays a critical role in the collection of information for the WHI study. In most
instances, she (or he) is the woman’s first “live” contact with WHI and sets the tone for the entire study. The
interviewer's ability to develop and maintain a positive rapport with the woman influences initial recruitment,
the quality of the data obtained, and the willingness of the woman to remain in the study for the duration. Itis
important that you always maintain a professional and friendly manner at every contact with the woman.
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3.5.2.2.

3.5.2.3.

3.5.24.

3.5.2.5.

Eligibility Phone Screen Script

Refer to the scripts provided with the form instructions for Form 3 — Eligibility Phone Screen (see Vol. 3 —
Forms, Form 3 — Eligibility Phone Screen Instructions, Part D — Scripts). The scripts have sufficient detail to
explain the study and screen out those women who are unlikely to take part in the study or who would be
eliminated because of specific exclusion criteria. Interviewers should try to follow the suggested scripts but
modification due to individual CC screening design and clinic flow is appropriate. Interviewers may answer
general questions but should refer women to the CC staff during SV1 for additional questions.

Determine Preliminary Eligibility

See scripts in Form 3 — Eligibility Phone Screen Instructions, Part D — Scripts. If eligible, schedule an initial
screening appointment. Not that usually a woman must be eligible for at least on CT component to be
scheduled for an SV1. If a CC needs additional women to meet their OS goals, women eligible for OS but not
CT may be invited to SV1.

Edit the Eligibility Phone Screen

It is critical that Form 3 - Eligibility Phone Screen is carefully reviewed immediately following the interview.
Quickly check the entire form, making sure that each answer is fully recorded. Edit the interview form as if no
future opportunity will be available to clarify a response.

In completing the encounter, the woman's initial eligibility for the CT can be determined. Some specific
eligibility criteria, such as participation in other studies, may require further investigation. Update this
information and indicate any change in the margin area of the form. Initial any changes in the margin area.
Complete all of these items before sending the form to data entry.

Process the Eligibility Phone Screen
Sort the completed Form 3 — Eligibility Phone Screen forms into the following categories:

* Possibly Eligible: First screening visit scheduled.

* Ineligible. Indicate in the comments area on the form that the woman is ineligible was why and the
date of recontact if planned.

Send the forms in all three categories to data entry. Priority for key-entry should be given to the "Paossibly
Eligible" category first, and then "Ineligible." For women to be contacted at a later date, the interviewer
should keep the forms filed according to month or year of planned recontact. On each Form 2/3 — Eligibility
Screen, enter the name and contact information of the woman, if not previously entered. Scan the Form 2/3 —
Eligibility Screen (key-enter the Spanish version) and run an eligibility determination for both HRT and DM.
(See Vol. 5 — Data System, Section 7 — Data Entry for details.)

If the woman has been scheduled for an SV1 and later, the database determines that the woman is ineligible for
both components, indicate this change on the form and return the form to the interviewer. The interviewer will
then call the woman and cancel her CC visit. This should happen infrequently.

If the database indicates that more information is needed to determine the woman's eligibility for either HRT
or DM, schedule an SV0 or SV1, depending on your CC’s procedures. If a visit has not been scheduled,
indicate the need for an SV0/SV1 on the form and return the form to the interviewer for visit scheduling.
Label a temporary folder with each eligible woman's full name. File the interest survey prescreen or postcard
and Form 2/3 — Eligibility Screen in the temporary folder.

If the database indicates that a woman is ineligible for either HRT or DM, review the reason for exclusion to
determine whether this is a temporary or permanent exclusion. See Section 4.5.4.2. — Ineligible on Form 2/3 —
Eligibility Screen for list of criteria for which you may rescreen.
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3.5.3.

File the participant’s forms according to month and year to re-contact. Forms for women who are permanently
excluded should be filed by 1D number or alphabetically.

Eligibility Screens Administered Other than by Phone

Clinical Centers need to adapt the approach for telephone screening above to group or individual SVO settings.
The script that accompanies Form 3 — Eligibility Phone Screen serves as a model for determining what
information should be provided to women in these settings. If the screening activities are conducted in a visit
format, other steps, such as completion of other forms (e.g. the FFQ) may be carried out at the same SVO0
encounter.

Form 2 — Eligibility Screen may be mailed to potential participants. If Form 2 is mailed include the
instruction sheet “How to Fill Out Form 2 — Eligibility Screen”, Figure E.2.4., in the packet. Generally, the
women will have responded to an initial contact letter by returning a postcard or interest survey or contacted
the CC by phone in response to news or publicity. Form 2 — Eligibility Screen and Form 20 — Personal
Information can be mailed together to establish initial eligibility and gather contact information. Clinical
Centers may want to include the FFQ in this packet to further establish eligibility for DM, improve the yield of
SV1 and increase the efficiency of the screening process. A letter of explanation and instruction should
accompany he forms along with a #2 pencil and postage-paid return envelope. A special warning against
folding the mark-sense version of forms should be stressed. When these forms are received by the CC, the
forms should be scanned (and key-entered) so that an eligibility determination an be run. If the woman is
eligible, she should be scheduled for an SV1.
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3.6.

3.6.1.

3.6.2.

Mailing Initial Baseline Forms

After completing a Form 3 — Eligibility Phone Screen or receiving a Form 2 — Eligibility Screen and
determining that the woman is interested and eligible, CCs may choose to mail the FFQ and Form 20 —
Personal Information to her, if they have not already been completed.

Initial Baseline Forms
Mail the following baseline forms:

* Form60-FFQ
The FFQ is used as a screening tool to disqualify those women consuming <32% of their kilocalories as
fat from the DM component, but must be completed by all women at baseline.

e Form 20 — Personal Information

e Other Baseline Forms

At CC discretion, Form 30 — Medical History, Form 31 — Reproductive History, Form 32 — Family
History, and Form 34 — Personal Habits, or some subset of these, may also be given to the woman to
complete before SV1. For CC hosting group SVO0s, it may simplify data flow and tracking to administer
these baseline forms at one time. For other CCs that have not yet had a face-to-face encounter with the
woman, it may be desirable to postpone this data collection until the woman is more heavily committed to
the study and has had a chance to develop some rapport with staff. Form 37 — Thoughts and Feelings
contains sensitive questions and should not be distributed until rapport is established.

Procedures for Mailing and Processing Initial Baseline Forms
Include the following in the packet of materials in a large outgoing envelope:

*  Cover letter of welcome.

e Form 20 — Personal Information

e Form60-FFQ

e From 61 — How to Fill Out the Food Questionnaire

* A general instruction sheet for completing forms.

*  One #2 pencil.

* A large return-addressed envelope with postage prepaid, if you choose to ask the woman to return the
FFQ to the CC by mail for evaluation of dietary eligibility before SV1.

If an appointment for SVO or SV1 has already been made include:

*  Appointment reminder.

* Map and directions to the CC.

* Information about parking.

Label the packets. Mailing labels may be generated for mailing the packet to the identified group of
participants who are interested and eligible for study participation. (To reduce the chance of having the wrong

participant label on forms, it is recommended that the participant barcode ID labels not be attached to forms
until they are returned.)
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Mail the baseline forms packet to women who are eligible and interested as determined by completion of Form
2/3 — Eligibility Screen. Mail the packet immediately after the telephone contact. Because the FFQ is
scannable and must not be folded, large envelopes are needed so it can be kept flat.

Process returned questionnaires. Open each returned questionnaire packet as it is received. Stamp the date
received on it. Pull the woman’s temporary folder. Place a participant barcode label on each form where
indicated.

Review each form for completeness and readability. Review the FFQ according to the procedures of Section
10.2.3.2. - Pre-Scan Edit. Scan the form into the database. Run an eligibility determination for both HRT and
DM. If CCs choose to ask women to return the FFQs to the CC by mail before scheduling an SV1, the
eligibility determination for DM should be made before scheduling the visit. CCs may thereby reduce the
number of CC visits scheduled for women ineligible for the DM. If the woman is ineligible for both the CT
components indicate this in her temporary folder. At CC discretion, contact the woman by phone or send her a
letter of regret thanking her for her time thus far and indicating that she may be eligible for the OS if she is
interested. If more information is needed to determine eligibility for either CT component, contact the woman
and schedule an SV1.

If a CC has an abundance of women eligible and willing to proceed with SV1, give priority to those willing
and eligible for both HRT and DM. In planning the study, certain assumptions were made about the overlap
between these components. To maintain the desired efficiency in operations and cost, it is important to recruit
for this overlap as often as possible. Experience gained early in the recruitment process will help determine if
there are other ways to facilitate the overlap.

Proceed with preparation for SV1 as described in Section 4.2.3. - Preparation for SV1.
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3.7.

Visit (SV0) (Not Required)

The purpose of SVO is to provide a clear explanation of WHI, to determine preliminary eligibility, and to
schedule and SV1.

The SVO can be designed for a variety of uses. It can be used for orientation and baseline screening for
potential participants or, for example, streamlines for women interested in HRT and needing a hormone wash-
out. SVO groups can average from 10 to 40 or more women depending on the SVVO design or staff and
facilities available. An SVO can be held at the CC or in the community. Some community organizations, such
as churches or women’s groups, etc., will sponsor SVO0s at their facilities. See Table 3.1. — Possible Pre-SV1
Recruitment Contacts for SV0 options used at various CCs. Two possible SVOscenarios are described below.

Scenario 1:

The baseline screening type SVO0 begins with staff and potential participant introduction. Women enjoy
learning about each other during this time and can share reasons why they are interested in the study.
Next is an informational presentation that can include an orientation video or a verbal overview of WHI,
including a description of study components and the commitment requirements of each component. A
question-and-answer period follows the informational presentation to create a less formal atmosphere and
to make sure the women fully understand the study. The first half of the SV0 ends with the completion of
Form 2 — Eligibility Screen which the staff review on the spot to determine completeness and preliminary
eligibility. The first part generally takes about one hour.

After a refreshment break, the second hour begins with completion of the Initial Informed Consent form.
If the woman signs it, she is given a copy to keep. Women are also encouraged to take the consent form
home to read at their leisure and return at the SV1. The FFQ can follow the consent. As the FFQs are
completed, staff members review them for completeness and clarify any omissions or mistakes
immediately. The FFQs can be scanned at this time if the scanner is available to determine DM
eligibility and guide subsequent screening activities. However, scanning immediately can be very time
consuming depending on the number of women present and the number of staff available. You may need
to postpone review of the FFQs to the next day and phone women for clarification of problems. Form 20
— Personal Information can be completed at this time or given to the woman to complete at home and
bring to the SV1. An appointment for SV1 is made if the FFQ is reviewed at the end of the SVO0, taking
into account any preliminary eligibility determination.

Scenario 2:

Another scenario is to invite women to an SVO0 after they have returned a completed Form 2 — Eligibility
Screen in order to complete the FFQ and Form 20 — Personal Information.

Initial contact with a potential participant follows a mailing or media event. A Form 3 has been
completed over the phone or Form 2 has been mailed and returned. Initial eligibility has been
determined. An SVO0 appointment confirmation letter, map, and the FFQ and Form 20 — Personal
Information have previously been mailed to the woman and she brings these with her to the SVO.

The woman signs in at the reception desk, turns in her completed FFQ and Form 20 — Personal
Information, receives a folder containing a welcome and agenda page, fact sheet, participant feedback
form Initial Informed Consent to take home for informational purposes, and a name tag. The nutritionist
does a cursory review of the FFQ and has the woman complete unanswered questions. The nutritionist or
data coordinator then scans the FFQ into the computer.
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A 30-minute presentation by CC staff uses an introductory video and slides of the staff, clinic, and the
nutrition site. Following a question-and-answer session, the CC staff (2-3) speak individually to women to
assess their interest and inform them of their eligibility status. An SV1 is scheduled for interested and eligible

women. Hormone “washout” letters are given to interested women currently taking hormones to take to their
physicians. Participant feedback forms are collected.

Cancellations and reschedules for SV0s should be recorded and tracked.

Table 3.1
Possible Pre-SV1 Recruitment Contacts
Options Contact 1 Contact 2 Contact 3

1 Form 3 SV0: FFQ Completed, Scanned SV1

2 Form 2 & FFQ Mailed Form 2 & FFQ Scanned SV1

3 Form 3 FFQ Mailed SV1: FFQ Scanned
4 SVO0: Form 2, FFQ SV1: FFQ Scanned

Taken Home
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Figure 3.1.
WHI Logo and Catch Phrase

WHI Logo

WOMEN’S
HEALTH

INITIATIVE,

WHI Catch Phrase

“Be Part of the Answer”
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Figure 3.2.
‘WHI Recruitment Brochure
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Figure 3.2.
WHI Recruitment Brochure
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SECTION 4
SCREENING
INTRODUCTION

The Women’s Health Initiative (WHI) screening program determines the eligibility and interest of an
identified woman for each of the study components and obtains baseline measures for each participant.
Women are screened if they have expressed interest in the Hormone Replacement Therapy (HRT) or Dietary
Modification (DM) components, have been prescreened at an initial contact, and continue to be eligible for at
least one of these Clinical Trial (CT) components or the Observational Study (OS).

The three screening visits are designed to minimize Clinical Center (CC) workload and participant burden as
much as possible. Exclusionary criteria that are likely to apply to many women and procedures that can be
obtained at low cost should be assessed early in the process. The evaluation of criteria that would identify
only a few ineligible women and more expensive procedures are scheduled later in the process. A goal of the
screening program is also to select those women who will likely participate for the length of the study. Ability
and willingness to complete the screening requirements should be an indicator of future retention.

The screening process has been designed to allow flexibility for individual CCs to decide how participants will
be contacted and when certain tasks will be completed. Vol. 1 - Table 1-A1.1 - Frequency of Data Collection
identifies the recommended screening visit at which to complete a task.

R:\DOC\MAN\CUR\VOL2\4.doc WHI MANUALS: VOLUME 2 - PROCEDURES VER. 2:04/18/97



WHI - Volume 2, Section 4 - Screening Page 4-2

4.1. Screening Visits for WHI

There are three screening visits for the WHI: Screening Visit 1 (SV1), Screening Visit 2 (SV2), and Screening
Visit 3 (SV3). CCs complete one prescreening contact (Screening Visit 0 or SV0) via phone, mail, or a visit,
at which the woman is asked to complete Form 2/3 - Eligibility Screen and other activities at CC discretion.
(See Section 3.7 - Visit (SVO0) for description of SV0 contacts.)

Women will be introduced to the CT components or the OS during the screening visits. These visits are
critical to ensure that only fully informed, eligible, and highly motivated women are randomized into the CT or
enrolled into the OS. The three screening visits serve to:

e  Fully inform potential participants of the requirements, procedures, risks, and benefits of the CT and OS.
e  Collect data to establish baseline information and to determine eligibility.
o Identify participants who will be highly motivated to continue in the CT or OS.

e  Establish relationships and rapport between the participant and CC staff to promote continued interest
and retention in the study.

e  Randomize participants into the CT or enroll them into the OS.
o  Dispense HRT enrollment pills at SV2 and study pills at SV3.

e  Assign a participant to a DM intervention group once she has been randomized, if appropriate.

The scheduling of screening visits conforms to the pattern shown in Figure 4.1 - Recommended Time Between
Screening Visits. Preferably, the interval between SV0 and SV1 will be no longer than four weeks. However,
since the date of SV3 will become the target date for the annual visit, the SV3 date should not be scheduled at
times that a participant is known to be unavailable every year. The interval between SVO0 and SV1 will also be
prolonged if a hormone washout is necessary. For HRT participants, the minimum time between SV2 and
SV3 is 28 days to allow for the enrollment pill period. The interval between SV2 and SV3 may be shorter for
women interested in and eligible for DM only. Participants who do not complete all screening activities
between SV1 and SV3 within six months (with a few exceptions as noted in Section 4.5.3 - Time Limits
During Screening) must repeat those activities over six months old.

Figure 4.1
Recommended Time Between Screening Visits
Interest
Survey or
Phone Call  SVO - Eligibility
Received Screen Svi SV2 Sv3
1-3 weeks 0-12 weeks 1-3 weeks 4-6 weeks

The content of the screening visits overall must follow the WHI Protocol (Vol. 1, Section 1). However, CCs
may rearrange the activities within a screening visit or move activities to earlier or later screening visits to
better fit the flow of the particular CC, as long as the arrangement meets specific requirements given in this
manual. Vol. 1 - Section 1-Al, Protocol, Appendix 1 shows the recommended screening visit by which you
should perform an activity. No procedures or data collection may be done until the participant has signed the
appropriate consent forms.
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General limitations on flexibility in the content of the screening visits include the following:

e Sign the Initial Consent before completing activities at SV1.

e  Measure blood pressure before drawing the blood sample, if possible, or perform the blood draw at least
30 minutes after the blood pressure measurement in the opposite arm.

e  Collect the blood sample as early as possible at the visit, since the participant will be fasting, and provide
a snack after the blood draw.

e If the participant is not fasting at SV1, collect the blood sample at SVV2. If the participant is not fasting at
SV2, schedule another time to obtain a fasting blood sample.

e  Sign the HRT Consent before dispensing HRT enrollment pills at SV2.
o  Allow at least 28 days between SV2 and SV3 for HRT participants.

e  Complete screening, SV1 through randomization (at SV3), within six months (see Section 4.5.3 - Time
Limits During Screening).”

e  Complete forms and procedures required for the OS at SV1, if possible. Otherwise, OS participants may
require an additional visit.

Figures 4.2 to 4.7 give an overview of each of the three screening visits, the specific tasks, and the estimated
time to complete the task (for both CC staff and participants). Sections 4.2 to 4.4, and 4.6 describe the
activities of the SV1, SV2, and SV3 in detail and follow the flow depicted in Figure 4.3, Figure 4.5 and
Figure 4.7.

In general, all visits contain similar activities in terms of preparation for the visit, greeting the participant,
reviewing self-administered forms, performing the various activities of the visit, providing the participant with
appropriate materials before she leaves, and scheduling the next visit. Since the visits contain many different
activities and the participant will most likely be seen by several different CC staff, it is helpful to have one CC
staff person oversee the participant’s progress through each screening visit. It is useful to have a visit-specific
checklist for following the participant through the various activities and ensuring she completes them. Model
Screening Visit Checklists in Appendix E provide a list of tasks to complete and check off at each of the three
screening visits. (Computer files of these models are available from the Clinical Coordinating Center (CCC)
upon request.)

" Note: HRT or HRT/DM participants may have their screening time extended if a six month follow-up
mammogram is needed to determine eligibility.
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Figure 4.2
Estimated SV1 Activity Times
(Note: Screening Visit scenarios may vary across CCs.)
Screening Visit 1 Minutes Minutes
(Staff) (Participant)
Send Form 60 - FFQ, Form 61 - How to Fill Out the Food 4 —
Questionnaire, and Form 20 - Personal Information
Complete Form 60 - FFQ and Form 20 - Personal Information at — 60
home or in CC
Reception 5 5
Offer and Show WHI Consent Video 1 10
Discuss Initial Consent/General Medical Release and obtain 15 15
signatures
Complete Form 11 - Consent Status 1 —
Review questionnaires/scan Form 60 - FFQ 5 5
Form 80 - Physical Measurements (height, weight, waist and hip 20 20
measures, resting pulse, 2 blood pressure measurements)
Fasting blood draw 15 10
Task 44 - Current Medications 5 5
Task 45 - Current Supplements 5 5
Form 43 - Hormone Use 15 10
Blood processing* 20 —
Freeze and ship blood samples* 10 —
Detailed description of CT and OS (including videos)* 20 20
Distribute Form 30 - Medical History Questionnaire and Form 2 2
31 - Reproductive History Questionnaire
Schedule second screening visit 5 5
Determine eligibility and complete screening visit checklist 5 —
Code, scan, and key-enter forms 15 —
Exit interview/referrals 10 10
OS Participants:
OS information, consent, and enrollment 15 15
Form 42 - Observational Study Questionnaire and remaining 5 60-75
baseline CT forms
For Bone Densitometry CCs:
Bone densitometry 25 20
Urine samples (including collection, packaging, and shipment) 10 5

Totals** 3 hours 15 minutes - OS 4 hours 15 minutes - OS
3 hours - CT 3hours-CT
* This can be done in batches (e.g., several women’s blood
samples).
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Figure 4.3

Overview of SV1 (Recommended)

Participant Arrival

Give general study description
View WHI Consent video
Review Initial Consent

Initial Consent
signed

Complete Form 11 - Consent
Status

Collect and process urine sample (Form 101 - Urine
Collection and Processing) (BD Sites only)

Perform height, weight, and hip measures, resting pulse and
two BP measurements (Form 80 - Physical Measurements)

Initial Consent
not signed

Ineligible for CT and OS

Fasting Not fasting

Draw blood (Form 100 - Blood Collection and Processing)
Provide snack

Review Form 60 - FFQ and scan (if not done previously)

Ineligible for CT and OS blood draw
Draw blood sample for local analysis (optional)

Review Form 20 - Personal Information (if not done previously)
Complete Current Medications and Current Supplements or use Tasks 44 and 45

Complete Form 43 - Hormone Use

Interested in and eligible for Not interested in or not eligible for DM or HRT anytime during SV1
DM/H|RT |

Give HRT and DM consent forms Review OS Consent

Give Form 30 - Medical History Questionnaire Sign OS Consent and complete Form 11- Consent Status
Give Form 31 - Reproductive History Questionnaire Administer baseline and Form 42 - Observational Study

Schedule for bone densitometry (BD Sites only) Questionnaire

Schedule SV2 (with fasting blood, if needed) Provide general health information and WHI magnet

Schedule fasting blood (if not yet drawn)
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Figure 4.4
Estimated SV2 Activity Times
Screening Visit 2 Minutes Minutes
(Staff) (Participant)
Complete Form 30 - Medical History Questionnaire and Form
31 - Reproductive History Questionnaire (at home or in CC) 30
Reception 5 5
Review self-administered forms 5 5
CT consent form(s) signed 15 15
Review and enter complete blood count results (and 10 5
triglycerides, if appropriate)
Form 86 - ECG 15 15
Form 84 - Clinical Breast Exam 10 10
Breast self-exam teaching (video optional) 10 10-15
Schedule mammogram appointment (or request mammogram 10 5
results, as appropriate)
Form 81 - Pelvic Exam (HRT) 15 15
Form 92 - Pap Smear (or request Pap smear results, as 5 5
appropriate) (HRT)
Form 82 - Endometrial Aspiration (HRT with uterus) 20 20
Dispense enrollment pills (HRT) 5 5
Form 53 - HRT Calendar instruction (HRT with uterus) 5 5
HRT Handbook review 10 10
Form 62 - 4ADFR (DM) instruction* 30 30-40
Distribute Form 32 - Family History Questionnaire, Form 34 - 2 2
Personal Habits Questionnaire, and Form 37 - Thoughts and
Feelings
Determine eligibility and complete screening visit checklist 5 —
Code, scan, and key-enter forms 15 —
Exit interview/referrals 10 10
Schedule third screening visit 5 5
OS Participants:
OS information, consent and enrollment 15 15
Form 42 - Observational Study Questionnaire and remaining 5 60

baseline CT forms
Totals

* As much as possible, this should be done in groups of women

to minimize staff time.

1 hour 30 minutes - OS
3 hours 30 minutes -
HRT+DM**

3 hours - HRT

2 hours 30 minutes - DM

2 hours 30 minutes - OS
3 hours 30 minutes -
HRT+DM

3 hours - HRT

2 hours 30 minutes - DM
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Figure 4.5
Overview of SV2 (Recommended)

Participant Arrival
HRT and DM

Process urine sample (if not done at SV1) (BD Sites only)

Draw fasting blood and provide snack (if not done at SV1)
Review HRT and/or DM consents

Obtain HRT and/or DM consent signatures and complete Form 11
Review CBC and triglyceride results (as appropriate)

Review Form 30 - Medical History Questionnaire

Review Form 31 - Reproductive History Questionnaire

Perform ECG (Form 86 - ECG)

Do CBE and BSE teaching (Form 84 - CBE)

HRT DM

Do pelvic exam (Form 81) Instruct in 4DFR

Obtain Pap smear (Form 92) Give Form 62 - 4DFR

Obtain endometrial aspiration (Form 82) Give Form 69 - Keeping Track of What you Eat

(HRT with uterus)
Dispense enrollment pills
Offer pill organizer
Give HRT Handbook
Give Form 53 - HRT Calendar (HRT with uterus)
Schedule second endometrial aspiration attempt or
transvaginal ultrasound (as needed)
(HRT with uterus)

Interested in Not interested in or not

and eligible eligible for DM/ HRT

for DM/HRT anytime during SV2
Give Form 32 - Family History Questionnaire Enroll in OS (See SV1 flow sheet)
Give Form 34 - Personal Habits Questionnaire if interested and eligible
Give Form 37 - Thoughts and Feelings Complete Form 11 - Consent Status
Schedule mammogram (as needed)
Schedule SV3
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Figure 4.6
Estimated SV3 Activity Times
Screening Visit 3 Minutes Minutes
(Staff) (Participant)

Complete Form 32 - Family History Questionnaire, Form 34 -
Personal Habits Questionnaire, and Form 37 - Thoughts and 60
Feelings (at home or in CC)
Reception 5 5
Review mammogram results (Form 85) 10 5
Update contact (Form 20), medication (Form 44), and eligibility 10 10
information (Form 2/3)
Review DM Eligibility Checklist (DM) 30 30
Review remaining self-administered forms 2 2
Assess enrollment pill adherence (weigh pills) (HRT) 10 5
Review Pap smear (Form 92) & endometrial aspiration (Form 10 5
82) results (HRT with uterus)
Review Form 53 - HRT Calendar (HRT with uterus) 10 10
Complete Form 10 - HRT Management and Safety Interview 5 5
Determine eligibility and complete screening visit checklists 5 —
Code, scan, and key-enter forms 10 —
Randomization - identification of subsamples 15 —
Dispense study pills and HRT Handbook (if needed) (HRT) 15 10
Give a new Form 53 - HRT Calendar (HRT with uterus) 2 2
Assign dietary groups (DM) 10 10
Document Form 62 - 4DFR (DM) (subsample) 45 45
Form 39 - Cognitive Function (subsample) 15 15
Form 90 - Functional Status (subsample) 15 15
Exit interview 15 15
OS Participants:
OS information, consent, and enrollment 15 10
Form 42 - Observational Study Questionnaire 5 15
Totals 45 minutes - OS 2 hours - OS

2 hours 30 minutes to 2 hours 45 minutes to

3 hours 45 minutes 4 hours - HRT & DM
- HRT & DM 2 hours to
1 hours 45 minutes to 2 hours 40 minutes - HRT
2 hours 35 minutes - HRT 2 hours 10 minutes to
1 hour 50 minutes to 3 hours - DM

2 hours 35 minutes - DM
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Figure 4.7
Overview of SV3 (Recommended)

Participant Arrival
HRT and DM

Review mammogram report (Form 85 - Mammogram)
Update Form 2/3 - Eligibility Screen

Review Form 32 - Family History Questionnaire
Review Form 34 - Personal Habits Questionnaire
Review Form 37 - Thoughts and Feelings

Complete Current Medications update (Task 44)

| | |
HF|€T D!V'

Complete enrollment pill adherence check Review DM Eligibility Checklist
Review Pap smear report (Form 92)

Review endometrial aspiration report (Form 82)

(HRT with uterus)

Review HRT Calendar (Form 53) (HRT with uterus)
Complete HRT Management and Safety Interview (Form 10)

Interested in Not interested in
and eligible for HRT, DM, or HRT/DM or not eligible for HRT or DM anytime during SV3
Randomize to HRT and/or DM Enroll in OS (See SV1 flow) if interested and eligible
HRT DM
Dispense study pills Assign to intervention group (Dietary Change only)
Give HRT Handbook (as needed) and review. Fully document 4DFR (subsample)

Give HRT Calendar (Form 53) (HRT with uterus)

Complete Form 39 - Cognitive Function (subsample)
Complete Form 90 - Functional Status (subsample)
Give health information materials in WHI folder
Give required participant handouts in WHI folder
Give contact schedule for scheduled visits (optional)
Schedule semi-annual contact
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4.2.

4.2.1.

Svi

The recommended and required procedures for SV1 should minimize the participant’s time burden and assure
that baseline measurements and eligibility are determined appropriately.

Each CC can organize the flow of SV1 to fit its needs as long as the flow meets the requirements below. Once
established, the flow within each CC should be consistent for all SV1s conducted at that CC.
o  Describe the overall study and participation expectations before signing the Initial Consent.

e  Obtain a signed Initial Consent before collecting additional information or performing further
procedures. The Initial Consent must include all SVV1 procedures conducted at your CC.

e  Limit the time required of the participant during the visit to no more than 4%z hours when possible.

e  Complete Form 60 - Food Frequency Questionnaire (FFQ) and Form 20 - Personal Information before
other SV1 activities are done (if not collected before SV1).

e Ifaparticipant decides at any time that she does not want to be part of either the CT or the OS, then all
activities should stop for her at that point. She should be thanked cordially for her time, and invited to
call the CC again if she wishes any further information about the study. Complete Form 11 - Consent
Status. If she requests that her forms be returned, try to accommodate this request by providing all self-
administered forms, whether data-entered or not.

It is recommended that the participant should not wait more than 10 minutes past her appointment time to be
seen by CC staff.

Purpose of SV1

The purpose of SV1 is to:

Establish rapport with the participant and promote further interest in the study.

e Inform the participant about SV1 activities.

e  Obtain initial consent for the screening procedures in SV1.

e  Screen for exclusion criteria.

e  Confirm eligibility and willingness to participate.

e  Obtain baseline data and collect baseline specimens and measurements.

e  Fully inform the participant of the CT and OS.

e  Obtain consent for OS participation (if appropriate).

e  Schedule the next screening contact.

The SV1 is one of the first steps in the WHI study enrollment process and may be a woman’s initial contact
with the WHI CC. Impressions left by the WHI CC staff can influence the woman’s decision to join the study.
Additionally, the SV1 might be the only personal contact with some OS participants for three years. General

strategies for creating and maintaining good impressions with the participants are described in Section 17.1 -
General Activities to Promote Retention.

The SV1 is challenging to the CC because:

e  The staff need to convey a professional, friendly attitude while providing accurate information in
response to spoken and possible unspoken questions.

e  Each staff member needs to establish rapport with the participant and provide information about each
procedure performed.
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e  Each staff member needs to be fresh and enthusiastic about WHI with each participant.

. Staff members’ personal biases about particular WHI components (e.g., favoring one component over
another) must remain unspoken so that the woman can make her own informed decision about
participating.

The SV1 is important for establishing rapport and bonding with the participant. Optimal times for building
rapport include the beginning of SV1, when the overall description of the study is given, when the CT
components or the OS are explained in detail, and at the end of the visit. You might tell the participant that
she is not only an important person to the CC but that she is also a participant in an important nationwide study
of women. Thank the participant for her time. All procedures should be conducted in a professional and
caring manner.

4.2.2. Activities During SV1 (Recommended)

A suggested scenario for SV1 is described below. Some alternatives to this scenario are identified in
parentheses, although all activities must be completed at some time during the screening process. (See Vol. 1,
Table 1-Al.1 - Frequency of Data Collection for the suggested visit at which to perform the activities.)
During SV1, the CC staff should:

e  Describe the WHI components in general terms as well as the specific activities of SV1 (may be
accomplished at SV0).
e  Show the WHI Consent Video.

e  Review the Initial Consent with the participant, and obtain an informed consent signature (may be
accomplished at SV0).

e  Obtain a signed General Medical Release.
e  Collect a urine sample (BD sites only) (may be accomplished at SV2).

e  Perform other SV1 measurement procedures (blood pressure, resting pulse, height, weight, waist and hip
measurements). (Note that for CT participants, waist and hip circumferences may be done at S\V2 when
the ECG and CBE are usually done.)

e  Review the returned self-administered questionnaires (Form 60 - FFQ and Form 20 - Personal
Information completed at home or on-site) and discuss specific questions with the participant (may be
done at SV0).

e  Scan Form 60 - FFQ (may be done at SVV0).

e  Perform venipuncture, blood processing, and, for HRT participants, visual inspection for triglycerides
(may be done at SV2 if the participant is not fasting at SV1).

e  Provide a snack to the participant after the blood draw.

e  Complete Current Medications and Current Supplements review (Tasks 44 and 45) to collect baseline
data on prescription medications; over-the-counter medications; and vitamin, mineral and bulk fiber
supplements (this may be accomplished at SV2).

e  Make a decision to continue screening for the CT based on current eligibility determination (decision
algorithms are computerized).

e Administer Form 43 - Hormone Use interview.

e  Explain the CT in detail to participants who are still interested.

e  Give the interested participant a packet to take home with her that will include:
a)  Clinical trial consent forms (HRT and/or DM).

b) Form 30 - Medical History Questionnaire and Form 31 - Reproductive History
Questionnaire.
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4.2.3.

4.2.3.1.

4.2.3.2.

e  Schedule bone densitometry (BD sites only).

e  Schedule an appointment for SV2 for participants who continue to be eligible for and interested in the
CT.

o  Describe the OS if the participant is not interested in or eligible for the CT.

e  For participants in the OS who were not fasting at SV1, arrange for a return visit for a blood collection.

e  Review the OS Consent and obtain informed consent signature.

e  For participants who are interested in the OS, arrange for completion of baseline and OS questionnaires,
preferably in the CC. If necessary, let the participant take them home with a postage-paid return mailer.

Preparation for SV1

After completing Form 2/3 - Eligibility Screen and being found eligible and interested, a participant is asked
to schedule an SV1. (See Section 3.5 - Screening Contact for description of Form 2/3 - Eligibility Screen
administration.) After a participant has completed Form 2/3, enter her name and other identifying information
into the database and print mailing and barcode labels. (See Form 2/3 - Eligibility Screen form instructions in
Vol. 3 - Forms for details on processing Form 2/3.)

Schedule as many SV1s as possible before noon because the participants will need to arrive fasting for a blood
draw. The SV1 is usually conducted within four weeks of Form 2/3 - Eligibility Screen, but may not occur for
up to 12 weeks or more because of personal schedules or the need for a hormone washout period.

Two Weeks Before SV1

Each day, determine which potential participants have SV1s scheduled in two weeks and therefore need an
appointment reminder letter (see model in Figure E.3.1 - Sample SV1 Reminder Letter), questionnaires, and a
medication bag. Mail the packets to participants via first-class mail (see Section 3.6 - Mailing Initial Baseline
Forms). Remind participants to:

e  Bring the completed questionnaires and all of their prescription medications (including all hormone
medications); currently used over-the-counter medications; and any vitamins, minerals, or bulk fiber
supplements with them in their original bottles to SV1.

e  Take no aspirin or non-steroidal anti-inflammatory drugs (NSAIDs like ibuprofen, Advil®, or Motrin®)
for 48 hours before the visit (but take all regular morning medications except oral hypoglycemics or
insulin). Note: NSAIDs that are taken regularly may be continued and taken within the 48 hours before
the blood draw, consistent with the participant’s usual schedule. Participants on oral hypoglycemics or
insulin should hold their usual morning dose unless instructed otherwise by a physician.

e  Eat nothing, drink only water, and refrain from vigorous exercise during the 12 hours before the CC visit.
e Not smoke for one hour before the blood draw.

e  Wear comfortable, light, loose, 2-piece clothing.

e  Wear flat, comfortable shoes.

e  Bring a first-void urine sample in provided container (BD sites only).

An additional phone call reminder to participants may be made 1 to 3 days before the SV1.
One Day Before SV1

Each day, prepare for SV1s scheduled for the next day.

e  Pull and review participant files (prepared during SVO - see Section 3.5 - Screening Contact) for each
participant scheduled for an SV1 the following day. The file should contain all forms you will use in
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4.2.4.

4.2.4.1.

4.2.4.2.

SV1, as well as instructional materials and two copies of the Initial Consent. The forms should be placed
in the file folder in the order you will use them in the visit. It is also useful to have a screening visit
checklist on top of the packet of materials. (See model in Figure E.4.2 - Model SV1 Checklist.)

e  Stock and prepare trays and blood tubes for blood samples to be drawn. (See Figure 11.2 - Blood
Collection and Aliquot Schedule.)

e Check for other supplies and equipment needed for the various SV1 procedures.
Guidelines for SV1 Activities

Use the screening visit checklist (see model in Figure E.4.2 - Model SV1 Checklist) as a guide for completing
all the tasks at SV'1 (you can obtain an electronic version of this checklist from the VCC). Check off each
form or activity on the checklist to indicate if you did or did not complete the task.

Reception

When the participant first arrives at the CC for SV1, have her check in at the reception desk. The Receptionist
should:

e  Locate the participant’s file.
e Indicate a comfortable place where the participant may wait until an Interviewer can see her.
o  Notify the Interviewer or other appropriate CC staff that the participant is waiting.

The Receptionist may review Form 20 - Personal Information Questionnaire for completeness while the
participant is waiting. The Interviewer greets the participant in the waiting area and escorts her to the
appropriate room. A suggested greeting is:

“Hello, Ms./Mrs. (individual’s name). My name is and I’ll be one of the people seeing
you today. Thanks for volunteering to come down and hear more about the WHI study. Were you able
to find us okay?”

Spouses or other support persons may accompany a potential participant to the interview room and remain
through the review and signing of the Initial Consent Form. However, they should be asked to wait in the
reception area when SV1 physical measurements are begun.

General Study Description (Required)

When the participant arrives for the visit, describe the study to her in general terms, focusing on the CT
components. At the same time, explain that if she does not enter one of these components, she will be eligible
for the OS. A recommended script is provided below:

“The Women’s Health Initiative is a program sponsored by the National Institutes of Health to study
the effect of hormone replacement therapy, dietary change, and calcium and vitamin D pills on a
woman’s risk for heart disease, cancer, and bone fractures (or broken bones). A total of 164,500
women from various backgrounds all over the United States between the ages of 50 and 79 will join the
study at clinic sites throughout the US. WHI staff will see if women can join by asking questions about
their medical, family, and reproductive history; personal habits; and food habits. They will also
measure each woman’s height, weight, waist, hip, pulse, and blood pressure; take a sample of each
woman’s blood; and possibly do other medical tests like mammograms and Pap smears. Women who
are able to join may choose to join any or all of the three parts of the study. Women who choose not to
join or who are found not to be able to join the studies of hormones or dietary change will be invited to
join the Observational Study, the fourth part of the study. Women who participate in any part of the
WHI will be in the study for a total of about nine to twelve years, depending on when you join.”
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Arrange for the participant to watch the WHI Consent Video (10 minutes) and review with her the Initial
Consent for your CC. The study description and video may be done in groups of 8-10 women for efficiency.

4.2.4.3. Initial (Screening) Informed Consent (Required)

a) Description of the WHI Study and Screening Visits
Describe the study and screening procedures in more detail after the video is over. A recommended
script is provided in Figure 4.11 - Initial Consent Script.

Even if this script is not followed, the following key points must be covered with the participant:

e Her participation is voluntary and she may withdraw at any time.

e Any information she gives will be kept completely confidential and will be released to no one except
WHI personnel and, if appropriate, authorized FDA staff.

e Her responses will be added to those of other participants and only composite or grouped information
will be released. Neither her name nor any other identifying information will be released in WHI reports
or publications.

e  Addescription of the procedures during SV1 at your CC (e.qg., pulse, blood pressure, blood draw, height,
weight, waist and hip circumference, interviews, and preparation for the next screening visit).

e Adescription of each procedure and any risks associated:

Blood draw: “Approximately three tablespoons of blood will be drawn from a vein in your arm.
Sometimes a woman may get a bruise at the site of the blood draw or very rarely, an infection may
develop at the site where blood was drawn. We will take all possible steps to avoid these problems.”

Height, weight, waist, and hip measurements: “Your height, weight, waist, and hips will be measured
over non-binding undergarments and without shoes. There are no risks to these tests.”

Pulse: “Your pulse will be measured for 30 seconds after you have been sitting for five minutes. There
is no risk to this test.”

Blood pressure: “Your blood pressure will be measured after you have been sitting for five minutes (or
right after the pulse measurement). You will be told your blood pressure reading and whether you need
to see your doctor for your blood pressure. There is no risk to this procedure.”

b) Requirements of the Initial Informed Consent Process

The Initial Consent will cover the procedures and data collection to be performed at SV1.
The WHI CC procedures for informed consent with the participant must meet the following criteria:

o Allow ample time for viewing the WHI Consent Video, describing the screening procedures, and
answering any questions. The initial consent process may take 15-30 minutes. (Note: Much of this
may be done in groups.)

e  Allow sufficient uninterrupted time for the participant to read the Initial Consent. Do not rush or
coerce the participant to sign while she is still reading it.

e  Review and discuss the Initial Consent with the participant. Ask her if she has any questions and
answer the questions thoroughly. It may be necessary to read the Initial Consent to the participant
to increase her understanding.

e  The Initial Consent is the first form reviewed with the participant at SV1 (with the exception of
Form 20 - Personal Information Questionnaire or Form 60 - FFQ which may be mailed out and
completed before SV1).
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)

d)

e)

The content of the model WHI consent forms must be included in all CC consent forms; only wording
changes for clarification may be made by the CCs. (See Vol. 1 - Study Protocol and Policies, Section 2
- Consent Forms for the Initial Consent Form.)

Each WHI CC must also follow the requirements imposed by their own Institutional Review Board (IRB)
in carrying out the informed consent procedures. All consent forms used, however, must be reviewed by
the NIH Project Office before they will be accepted as WHI consent forms. Submit final, approved
consent forms to the CCC for archiving.

The WHI Consent Video (Required)

Offer all women interested in participating in the WHI the opportunity to view the 10-minute WHI
Consent Video. The purpose of this video is to inform potential participants about the overall study
design and let them know what is expected of participants. The video contains a general description of
the study. A brief introduction to the study components is included, including a description of the HRT,
DM and CabD trials, and the OS. Screening procedures, the process of randomization, the importance of
remaining in the study once enrolled, and the length of enrollment are also discussed.

Reviewing the Initial Consent Form (Required)

Review the Initial Consent Form with the participant after she has had ample time to read it. Ask her if
she has any questions and answer the questions thoroughly.

Signing the Initial Consent Form (Required)

Once the participant’s questions have been answered, ask her to sign and date two copies of the Initial
Consent in the appropriate places. Sign two copies of the form yourself, as a WHI representative, and
witness and date the form. Give one copy of the form to the participant and file the other in her WHI

file. If the participant declines to sign the Initial Consent, do no further screening activities and thank the
participant for her time. Complete Form 11 - Consent Status indicating if she signed or did not sign the
Initial Consent.

Signing the General Medical Release Form

Have the participant sign the General Medical Release to obtain appropriate medical records (for results
of outside Pap smears, endometrial aspirations, or mammograms; outcome ascertainment; or other
information as appropriate). (See a sample in Figure E.5.1 - Model General Medical Release Form).
Tell her that she may need to sign this form every 6 to 12 months for the study (this will vary by state and
institution). If the participant refuses to sign the form, explain to her that this form is to obtain medical
records needed to verify eligibility or health information later on. This information will be very
important for WHI to get answers to the important women’s health questions. Tell the participant that
what happens to her is important and the staff will be following her closely for the entire length of the
study. Inform the participant that signing the form will in no way change her usual medical care.

4.2.4.4. Blood Draw (Required)

Draw the participant’s blood if she is fasting. If she is not fasting at SV1, make arrangements for a
fasting blood draw on or before SV2. (See Section 11 - Blood and Urine Collection, Processing and
Shipping for instructions on the blood draw and blood handling.) If the first attempt at the blood draw is
unsuccessful, the staff person should attempt a second draw. If that second draw is also unsuccessful,
another staff member may attempt to draw the participant’s blood (for a total of two tries). No more than
four blood draw attempts total should be made between two staff persons during a particular visit. At
SV2 you must obtain at least enough blood for local lab analysis to evaluate CT eligibility criteria (2 ml
of serum) or enough for at least 2 aliquots (4 ml of serum) to be enrolled in OS. (See Section 11.2.6 -
Blood Collection Problems.)

During blood processing of HRT-eligible women, inspect the serum for lipemia. (See Section 4.2.7.1 -
Blood Analysis Results) and Section 11.3.3 - Processing Samples). If lipemia is noted, send a blood
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4.2.4.5.

sample to your local lab for a determination of the triglyceride level. If you know a participant is not
eligible or definitely not interested in HRT, you do not need to do triglyceride testing.

Give the participant a light snack (e.g., juice, fruit, or crackers) while she is sitting in a quiet, comfortable
place, preferably away from the blood-drawing area.

Serve foods that will help to bring blood sugar back up quickly. Some examples include fruit juices,
fruit, granola bars, crackers, English muffins, bagels, or toast (offered with jelly, margarine, or peanut
butter).

Coffee service and snacks made available to participants in the clinic should not convey the impression
that the clinic or WHI study promotes food choices that are either low-fat or high-fat. It is acceptable to
include moderate or high-fat choices as well as low-fat choices, similar to the acceptable cultural foods of
your region. Products with food labels are acceptable, but should not have nutritional claims regarding
fat (e.g., low-fat, fat-free, reduced-fat). It would not be appropriate to use a non-dairy creamer that has a
fat-free claim on the label. Fat-free creamer dispensed from an unlabeled serving container is
appropriate.

Questionnaire Review (Required)

Put a participant barcode label on the front page of each completed form in the designated place. (Refer to
Vol. 3 - Forms for specific instructions regarding the items on each questionnaire.)

a)

b)

¢)

Form 20 - Personal Information (Required)

Review the form if not already reviewed. Be sure that all questions have been answered. Note that it is
not absolutely necessary to obtain the social security number if the woman is reluctant to provide this.

Form 60 - Food Frequency Questionnaire (Required)

If not reviewed and scanned before SV1, review Form 60 - FFQ. Probe for additional information about
missing answers. Scan the FFQ while the woman is still in the CC. WHILMA will indicate if the
woman is ineligible for the DM based on her percent calories from fat or total calories. Since completion
of 90% of the FFQ line items is also a requirement to obtain a reasonable estimate of the woman’s diet,
WHILMA will indicate if less than 90% of the questions have been answered, in which case the form
should be reviewed with the woman. All adjustment questions (pages 2-4) and all summary questions
(page 12) on the FFQ must be answered. See the instructions for reviewing and editing the FFQ in Vol.
3 - Forms for more details. Refer to Section 4.5.4.3 - FFQ Rescreening for specific information and
criteria for completing a second screening FFQ.

Eligibility Items

Many of the eligibility items for all components of the WHI were asked on Form 2/3 - Eligibility Screen.
If not done before SV1, do a preliminary determination of her eligibility. If the form has been entered
into the database, you can run an Eligibility Determination (Task 910 and/or 920, as appropriate) to
evaluate eligibility at any time. If a participant is on hormone replacement and interested in HRT,
hormone washout will be necessary before completing further screening activities (see Section 5.1.3 -
HRT “Washout” Period for Screenees Already on HRT).

Additionally, eligibility is based on some of the tests and procedures performed during the screening
visits. (See Vol. 5 - Data System, Appendix C.2. for eligibility mapping to questionnaires and
activities.)

If a participant reports any change in the information she previously provided on Form 2/3 regarding her
health or circumstances that now make her ineligible (e.g., subsequent heart attack, cancer diagnosis,
intention to move away from the area, recent vaginal bleeding, had a hysterectomy), update her Form 2/3
as described in the instructions for Form 2/3 in Vol. 3 - Forms, Part C - Reviewing and Updating Form
2/3 and run another eligibility determination in WHILMA.
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4.2.4.6.

Current Medications and Current Supplements Inventory Review (Required)

The purpose of collecting an inventory of current medications and supplements at SV1 is to ensure that a
woman is not taking any protocol-excluded medications/supplements and to obtain baseline information. CCs
are not expected to monitor a participant’s medication and supplement intake for safety concerns during
screening, except as defined by WHI protocol for eligibility or local CC guidelines. If CC licensed
professional staff (e.g., clinicians or nutritionists) become aware of personal medication intake that is clearly
inappropriate, notification of the participant (and her primary care provider, if appropriate) fall within a
professional scope of practice.

Ask the participant for her WHI bag containing her medications (including all prescription medications, over-
the-counter (OTC) medications, and vitamins, minerals and bulk fiber supplements such as Metamucil®). If
she has forgotten to bring them, do the current medications and supplements inventory at SV2.

a) Current Medications

Enter each medication into WHILMA following the procedures in Vol. 5 - Data System, Section 7.3.1 -
Current Medications. Ask the participant if she is taking any other medications that she did not bring
with her. Enter those medications as well. After entering the data, return the bottles to her. Ask the
participant to bring any new medications she is prescribed or starts taking during the screening period to
the SV3.

Enter OTC medications the participant is currently using, following the same procedures for entering
prescription medications. Remind the participant that only OTC medications taken at least twice a week
for the preceding two weeks will be entered.

Use Form 44 - Current Medications (Backup) for completing the medication inventory if the computer is
not available.

b) Current Supplements

Enter each current vitamin and mineral supplement into WHILMA following the procedures described in
Vol. 5 - Data System, Section 7.3.2 - Current Supplements. Remind the participant only to report
current supplements taken at least once a week. The supplement inventory program will offer specific
prompts for entering the vitamin formulations when needed. Use Form 45 - Current Supplements
(Backup) for completing the supplements inventory if the computer is not available.
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Eligibility Items:

If a medication is entered into the database that excludes the participant from any component, any subsequent
eligibility determination will indicate that the participant is ineligible for that particular component. The
medications that exclude a woman are; Heparin, Coumadin, or Warfarin (HRT) and current oral
corticosteroids (HRT and DM). Common oral corticosteroid medications are listed below. The most common
oral corticosteroids are marked with a star (*).

Oral Corticosteroids

A Hydrocortef Dexone Meticorten
Amcort Duralone Metrocort
Aristocort Florinef M Prednisol
Aristo-pak Fludrocortisone Acetate Orasone
Atolone Haldrone Paramethasone acetate
Betamethasone Hexadrol Pediapred
Celestone Hydrocortisone Pre-Dep
Cortef Hydrocortone Prednicen-M
Cortisone acetate Kenacort Prednisolone
Cortone acetate Liquid Pred *Prednisone
Dalalone Med-Depo Rep Pred
Decadron Medralone Solu Cortef
Deltasone Medrol: Medrol Dose Pak SoluMedrol
Depojet Medrone Sterapred
Depo-Medrol Methylpred TAC-3
Dexamethasone *Methylprednisolone Triamcinolone

For HRT, current use of estrogen, progesterone, oral or injectable testosterone (unless the participant goes
through a 3-month HRT washout), or tamoxifen also exclude a participant.

4.2.4.77. Physical Measurements (Required)

It is recommended that the baseline anthropometric measures as well as baseline blood pressure and resting
pulse be performed at SV1. Resting pulse and blood pressure measurements should be completed before
drawing blood or at least 30 minutes after the blood draw. Consult Section 9 - Clinical Measurements for the
specifics of all physical measurement procedures. Follow the alert protocols identified in that section. CCs
may develop a more extensive and conservative set of alert levels for the various tests and procedures in the
study.

a) Height and Weight Measurement and Body Mass Index (BMI) Calculation

Record the height and weight in centimeters and kilograms, respectively, on Form 80 - Physical
Measurements. WHILMA computes Body Mass Index (BMI) from the height and weight measures and
uses it to assess eligibility for both the HRT and DM components.

If you wish to determine the participant’s BMI before entering the data into WHILMA and running an
eligibility determination, you can use the following procedure. To use the BMI nomogram (see Figure
4.10 - Nomogram for Body Mass Index), place a straight-edge ruler between the body weight in
kilograms on the left-hand column and the height in centimeters on the right-hand column. Read the
BMI at the point where the straight edge connecting height and weight crosses the middle axis. Record
the estimate as a whole number on the physical measurements form. Women with a BMI less than 18
kg/m2 will be excluded from the study. However, the Clinic Practitioner or Lead Nutritionist have an
override option for participants with a low BMI. CCs should establish specific criteria for this override.
If an estimated BMI is close to the exclusion numbers (that is, between 16-22), you may want to
calculate BMI by hand as a cross-check. To do this, use the participant’s weight recorded in kilograms,
rounding up to the nearest kilogram and height recorded in meters. (Divide the height measurement in
centimeters by 100 to get the number of meters.) To calculate BMI:
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4.2.4.8.

b)

¢)

d)

BMI = weight (in kilograms)
height? (in meters)
(1) Multiply the height (in meters) by itself = height?
(2) Divide the weight (in kilograms) by the answer in #1 (by height?)

Example: Weight = 75Kkg
Height = 170cm
BMI = 75kg

(1.70m)2 = 26 kg/m?

The calculated answer should correspond with the BMI from the nomogram. If it does not, check with
your supervisor.

Waist and Hip Circumference

Neither of these measures will be a basis for exclusion for any of the WHI components. Waist and hip
circumference measurements will be measured over non-binding undergarments and may be done when
the CT-eligible participant is disrobed for the ECG or clinical breast exam at SV2 or SV3 (depending on
your CC’s screening scenario), but should be completed at SV1 for participants found at SV1 to be
ineligible for CT.

Resting Pulse

Measure the radial (or brachial) pulse after the participant has rested for five minutes. Measure the pulse
for 30 seconds and record the number you measure on Form 80 - Physical Measurements. Then,
multiply that number by two and record that result. All follow-up pulse measurements should then also
be done on the same side.

Refer participants with a pulse rate greater than 130 beats/minute or less than 40 beats/minute to your
Clinic Practitioner for consideration of primary physician referral.

Blood Pressure

Measure resting blood pressure in the participant’s right arm after the pulse is taken (the opposite side
from which the blood is drawn). (In rare cases, it may be necessary to measure blood pressure in the
participant’s left arm. If you drew blood in the participant’s right arm earlier in the visit, use the
participant’s left arm. All follow-up blood pressure measurements should then also be done on the left
arm.) Record two separate measures of systolic and diastolic blood pressure on Form 80 - Physical
Measurements. Mark “right” or “left” for the arm blood pressure was measured in.

The following blood pressure values will exclude women from the CT, at least temporarily:

Systolic blood pressure > 200 mm Hg

Diastolic blood pressure > 105 mm Hg

See Section 9 - Clinical Measurements regarding alert actions for blood pressure readings.

Urine Collection (Bone Densitometry Sites)

If your CC is one of the three bone densitometry sites (University of Pittsburgh, University of Alabama, or
University of Arizona), collect the first-void urine sample and process according to guidelines in Section 11 -
Blood and Urine Collection, Processing and Shipment. Give the participant the instructions and materials to
collect a first-void urine sample to bring back to SV2 if not completed at SV1.
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4.2.4.9. CT Informed Consent (Required)

a)

Description of CTs

Provide women interested in HRT, DM, or both components a detailed in-depth description of the CTs
before signing the consent. Provide an information-sharing session with a CC staff person who is trained
and certified for this task. You can supplement this process with the previously-developed DM and/or
HRT videos, however, these old videos do not replace the required WHI Consent video. If either of the
old videos are used as a supplement, provide the participant with the appropriate handouts that identify
inaccuracies in the videos (see Vol. 2 - Appendix F, Figures F1.2 - F1.4). For CCs not showing the old
DM/HRT videos, the front part of the handout is still an appropriate and helpful supplement, although it
is not required. For efficiency, the description of the CT may be done in groups of 8-10 women. During
your descriptions, stress that you are especially interested in women who will join both the HRT and DM
components. Suggested scripts you might follow are included in Figure 4.12 - HRT Consent Script and
Figure 4.13 - DM Consent Script. If you do not follow the scripts, you must cover the following points
during the informed consent discussion:

General CT

The study is completely voluntary and the participant may withdraw at any time. However, if she drops
out, no one can take her place.

Any information she gives us will be held completely confidential and will be released to no one except
WHI personnel and, if necessary, authorized FDA (HRT only) staff.

Her responses will be added to those of other women and only composite or grouped information will be
released. Neither her name nor any other identifying information will be released in WHI reports or
publications.

The assignment to treatment groups is completely random, a computer makes the selection, and both
groups are equally important.

The participant should be willing to take part in either group for DM (Comparison or Dietary Change) or
HRT (active or placebo).

Provide a full description of the CT components remaining screening procedures, follow-up procedures,
schedules, and possible adverse effects (see component-specific key points listed below).

HRT Intervention (HRT)

¢ Remaining Screening Procedures: The participant will have several other procedures during the
rest of the screening process. These will include:

Mammogram: Women will be asked to obtain a low-dose x-ray of their breast (known as
mammogram) or forward a recent mammogram report

ECG or electrocardiogram: Wired will be placed on her chest, while she is lying down, to record her
heart’s activity. There should be no risk of associated with this activity.

Clinical Breast Exam: A WHI Clinician will examine her breasts and teach her how to examine your
own breasts.

Pelvic exam and Pap smear: A WHI clinician will perform a Pelvic exam and Pap smear. This is the
same type of procedure that is done at a doctor’s office.

Endometrial Aspiration: A specially-trained WHI clinician will perform a test of the lining of her
uterus. You may feel some cramping after the test, which can be treated with medicine.

Grip strength: “Some women ages 65 or over will be asked to squeeze a hand-grip tool to measure
your grip strength. There is no risk to this procedure.”
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Six-meter walk: “Some women ages 65 or over will be timed while walking about 18 feet. There is
no risk to this test, but you may be tired for a few minutes after you’re done.”

Chair stand: “Some women ages 65 or over will be asked to stand up from a chair rapidly for 15
seconds. There is no risk to this test, but you may be tired for a few minutes after you’re done.”

Cognitive assessment: “Women ages 65 or over in the HRT program will be asked to do an
interview on concentration and memory. There is no risk to this procedure.”

«  Study Pills: The participant will be asked to take a pill every day. If she has a uterus, it will either
contain two hormones or no hormone medicines (placebo); if she does not have a uterus, it will
either contain one hormone or no hormone medicines (placebo).

o  Follow-up Visits: The participant will be asked to come into the CC once a year to repeat
measurements and lab procedures similar to the screening tests she has already had (height, weight,
waist and hip circumference, blood pressure and blood draws). She will also be asked to complete
a Form 33 - Medical History Update at semi-annual contacts (via mail, phone, or visit at CC
discretion). Some of the tests will only be performed at certain annual visits. Some participants
may have additional tests performed. If she has a uterus, the participant will be monitored with a
yearly pelvic exam (similar to the screening exam she has at the beginning of the study) and she will
have a Pap smear every three years. In addition, she will be interviewed every six months to
discuss any symptoms or health events and to get a new bottle of pills.

. Self-monitoring: For the first year the participant with a uterus will be asked to record any
spotting or bleeding she might have on Form 53 - HRT Calendar.

o Risks: There is a risk that the participant may have short-term side effects from study pills like
breast tenderness or headaches. There is a small risk of more serious problems from the hormones
such as cancer, blood clots in your lungs or legs, or gallstones (review with the participant the risks
and benefits table on the HRT consent). There is also a very small risk of infection or puncture
from the biopsy of the lining of her uterus. There is a small risk associated with drawing the
participant’s blood (possibility of bruising or infection at the site of the blood draw). However, the
health care professionals here are very concerned about her safety and will be very careful with
these procedures in addition to the regular monitoring. A mammogram uses radiation, which may
slightly increase the risk of developing breast cancer. It is believed by scientists of the WHI and the
National Cancer Institute that this small risk is outweighed by the benefit of finding breast cancer
early.

Dietary Modification Trial (DM)

«  Remaining screening procedures: The participant will have several other procedures during the
rest of the screening process. These will include:

ECG or electrocardiogram: Wired will be placed on her chest, while she’s lying down, to record
her heart’s activity. There should be no risk of associated with this activity.

Mammogram: Women will be asked to obtain a low-dose x-ray of their breast (known as
mammogram) or forward a recent mammogram report

Clinical Breast Exam: A WHI Clinician will examine her breasts and teach her how to examine
your own breasts.

o  Follow-up visits: The participant will be asked to come into the CC once a year to repeat
measurements and lab procedures similar to the screening tests she has already had (height, weight,
waist and hip circumference, blood pressure and blood draws). In addition, she may be asked to
keep careful records of the foods she eats and how they are prepared on to answer the questions
during a telephone interview or to answer the questions during a telephone interview. She will also
be asked to complete a Form 33 - Medical History Update at semi-annual contacts (via mail, phone,
or visit at CC discretion).

R:\DOC\MAN\CUR\VOL2\4.doc WHI MANUALS: VOLUME 2 - PROCEDURES VER. 2:04/18/97



WHI - Volume 2, Section 4 - Screening Page 4-22

b)

¢)

o  Risk: There are no known risks associated with making the dietary changes. There is a small risk
associated with drawing the participant’s blood (possibility of bruising or infection at the site of the
blood draw). However, the health care professionals here are very concerned about her safety and
will be very careful with these procedures. A mammogram uses radiation, which may slightly
increase the risk of developing breast cancer. It is believed by the scientists of WHI and the
National Cancer Institute that this small risk is outweighed by the benefit of finding breast cancer
early.

Dietary Change Group

«  Group meetings: Participants in the Dietary Change group will attend group meetings led by a
nutritionist to learn how to make dietary changes (reduce fat and increase servings of fruits,
vegetables and grains).

e  Schedule: During the first year, group meetings are once a week for six weeks, every two weeks
for six weeks, and once a month for the next nine months. Group meetings last about two hours.
There is one individual meeting with a nutritionist during the first year. Starting in the second year
and until the end of the study, there will be four group meetings per year to help the participant
maintain her eating pattern changes.

e Make-ups: If the participant cannot come to a group session, she will be asked to make it up.

. Self-monitoring: The participant will be asked to keep careful records of the food she eats as she
makes changes.

Comparison Group

. The participant will not be asked to change the way she usually eats.
Review of CT Consent Forms

Give the participant the consent form(s) for the CT components she is interested in and eligible for.
Instruct her to bring the form(s) home and to read carefully before SV2. Tell her to bring the form(s)
with her to the SV2, at which time she will be asked to sign the form(s) after she has had all of her
questions answered.

Signing of CT Consent Forms

The CCs have the option to review the CT consent forms at either SV1 or SV2 (although the SV2 is
recommended to allow sufficient time to review and consider the consent). The CT consent forms will
be signed and witnessed after the CC reviews the content of the consent forms with the participant. The
appropriate WHI signer should be determined by the CC PI and approved by the local IRB (some IRBs
require a specific signer and/or witness and some do not). Give the participant one copy of the consent
form and place the other copy in the participant’s file. If the participant declines to sign the CT consent
forms and is not interested in the OS, do no further screening activities and thank the participant for her
time. Baseline forms need not be processed. However, Form 11 - Consent Status should be completed
and data entered.

4.2.4.10. Hormone Interview (Required)

4.2.4.11.

All CT and OS participants will be interviewed regarding their past use of hormones. If a participant has used
hormone preparations in the past, the interview will take approximately 10 minutes to complete. See Form 43
- Hormone Use form instructions in Vol. 3 - Forms for a detailed description of this interview procedure.

Distribute Forms to CT Participants (Recommended)

Give the participant Form 30 - Medical History Questionnaire and Form 31 - Reproductive History
Questionnaire to complete at home and bring back with her to SV2. Alternatively, she may complete these
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forms at any time during the screening process, but they must be completed before randomization or
enrollment.

4.2.5. Observational Study Participants

Women who choose not to participate in or are found to be ineligible for the CT will be invited to participate
in the OS. Complete the remaining baseline activities for the OS and enroll the participant in the OS at this
time. See Section 8 - Observational Study for a more complete description of activities specific to the OS.

4.2.5.1. OS Informed Consent (Required)

a) Description of the OS

The participant will be informed generally about the OS at the beginning of SV1. Describe the purpose
and procedures of the OS to the participant. If she is not eligible for or interested in the CT, inform the
participant that she is eligible for the OS and arrange an information-sharing session with a CC staff
person who has been trained and certified for this function. A suggested script you might follow is
shown in Figure 4.14 - OS Consent Script.

Even if the script is not followed, you must cover the following points in this session:

. The study is completely voluntary and the participant may withdraw at any time.

«  Any information she gives will be kept completely confidential and will be released to no one
except WHI personnel.

. The participant’s responses will be added to those of other women and only composite or grouped
information will be released. Neither her name nor any other identifying information will be
released in WHI reports or publications.

. Provide a full description of the OS component and possible adverse effects.

b) Review of OS Consent Form (Required)

Give the participant a copy of the OS Consent to read. Review the consent form with her and answer any
questions she may have.

¢) Signing the OS Consent Form (Required)

Ask the participant to sign and date two copies of the consent form in the appropriate places. Sign one or
two copies of the form yourself as required by your CC’s IRB, as a WHI representative and witness, and
date the form. Give one copy of the consent form for the participant to take home with her. See Section
8.2.4 - Entry Into OS Outside a CC Visit for information on OS consent by mail. If the participant
declines to sign the OS Consent, do no further screening activities and thank her for her time.

4.2.5.2. Distribute Questionnaires to Observational Study Participant (Required)

When a participant is enrolled in the OS, give her the baseline CT and OS questionnaires to complete. It is
recommended that participants fill out these questionnaires at the CC to assure that these baseline data are
obtained. Alternatively, the participant may complete these forms at home. Note that participants will not be
enrolled in the OS until their questionnaires have been received by the CC. See Section 8 - Observational
Study for a list of forms to give to OS participants.

If the participant will complete the forms at home, give her a mailer with prepaid postage in which to mail the
forms back to the CC.
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4.2.5.3.

4.2.54.

4.2.6.

4.2.6.1.

4.2.6.2.

Completing SV1 for OS Participants (Required)

Explain to the participant that she will receive a WHI Matters newsletter in six months and then yearly at the
same time. Each year she will also receive questionnaires to complete and mail back to the CC. These
questionnaires ask about medical problems or other events that may have occurred during the year. Inform her
that she will be contacted again in three years and invited to return for a 3-year follow-up visit to the CC.

OS Enrollment (Required)

See Section 8 - Observational Study for a list of activities that must be completed before enrolling a woman in
the OS. When all of the required activities are completed, enter the information into the database and enact
the database function to enroll the participant (see Section 4.6 - Randomization and Enrollment).

Exit Interview

Review the SV1 checklist to be sure you completed (or tried to complete) all of the tasks at the visit.

Review any abnormal test results with the participant and arrange for appropriate referrals.

Inform the participant of what to expect during SV2.

Instruct the participant to contact the CC at any time she has questions or concerns.

If the participant is not interested in participating in the CT or OS, complete Form 11 - Consent Status. If the
participant indicates she may be interested at a later date, record the re-contact date on the form and follow the
CC’s procedure for entering the participant’s information in a “future tickler” file.

After completing the procedures and forms, spend a few minutes talking with the participant about her
experience and future involvement in WHI. This helps the participant to establish rapport with the CC staff
and develop a sense of commitment to the study. The appropriate means for building rapport depends on the
participant. Be sensitive to the best way to bond with each individual participant.

For future contacts, it may be helpful to write informal contact notes in the participant’s file about the
participant’s concerns, interests, questions, significant experiences, or style of interaction, and any information
that may need to be reviewed as staff assessment items before randomization.

Schedule an Appointment for SV2

Schedule an appointment for SV2. Clinical Centers may have different appointment-scheduling systems
depending on their size and resources. Complete an appointment card and give it to the participant. (See
model in Figure E.3.2 - Model Appointment Card.)

Schedule SV2 for a date that is one to three weeks after SV1 (unless she needs to do a hormone washout for
HRT). Remind the participant that she will be asked to return to the CC every year, as close as possible to the
same date as SV3. Select a date that will be convenient for the woman’s usual yearly plans. For example, if
she routinely takes a vacation in July, do not schedule SV2 so that SV3 will fall in that month.

Schedule an appointment for a bone densitometry if your CC is one of the designated bone densitometry CCs.
Participant Hand-Outs (Required)

Make sure the participant leaves with all the materials you handed out, including:

e  Copy of Initial Consent (Required)
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4.2.7.

4.2.7.1.

4.2.7.2.

e  Copies of appropriate DM and/or HRT Consent(s) to read at home and sign at SV2 or OS Consent to
mail in to CC. (Recommended)

e  Questionnaires to complete at home (recommended): Form 30 - Medical History Questionnaire and
Form 31 - Reproductive History Questionnaire for CT participants (unless these forms were completed
in the CC) or remaining baseline questionnaires for OS participants with manila envelope and prepaid
postage or mailing label.

Post-Visit Review

The post-visit review includes an evaluation of lab results and a determination of eligibility after the CT
participant leaves the SV1 but before she returns for SV2.

Blood Analysis Results (Required)

The following are general WHI guidelines. Check your CC-specific guidelines for alert values for blood test
results.

Review the complete blood count (CBC) results when they return from the local laboratory. Participants with
a hematocrit < 32%, or platelet count < 75,000 cells/ml are at least temporarily ineligible for the study. If the
participant is temporarily ineligible, you can repeat the blood draw and analysis when you or the participant
suspect the values have increased sufficiently above the criterion levels. See Section 4.5.4.4 - Ineligible at
SV1 or Later Screening Visits for other criteria that make a participant temporarily ineligible and may be
rescreened at a later date. The participant’s information or folder should be entered in a “future tickler” file
using your CC’s established procedure, if you intend to rescreen CBC results

If a triglyceride level was done because of lipemic sera, a level > 500 mg/dl will exclude a woman from the
HRT and require a referral to her primary physician for further evaluation.

To review blood results:

e Log in the receipt of the blood results from the local lab (each CC should devise this system for its own
use).

e  Attach the results to Form 100 - Blood Collection and Processing.

e  Review the blood results for eligibility.

e  Enter the results in the database.

e  Place the results in the participant’s file.

If the participant is ineligible for the CT based on blood results, contact the participant and inform her that she

needs to see her primary physician to investigate an abnormal blood value. Invite her to call the CC after the

lab results are fully investigated and her doctor says it is okay for her to participate in the study, at which time

she may have another blood sample drawn. You may call her physician to report the blood abnormality and
fax a copy of the blood report to him/her.

Scanning and Key-Entry of Data from SV1

Data enter (scan or key-enter) all forms for participants who continue to be interested in and eligible for the
CT or OS as soon as possible and run an Eligibility Determination (Tasks 910, 920, 940, as appropriate) in
WHILMA.. For participants who are ineligible for or not interested in CT or OS, Form 2/3 and other
screening data to which the participant has consented should be entered as soon as possible so that eligibility
information can be tracked in the database.
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4.3.

4.3.1.

4.3.2.

Sv2

The recommended and required procedures for SV2 should minimize the participant’s time burden and assure
that baseline CT measurements and eligibility are determined appropriately. Activities in SV2 will vary
depending on a participant’s interest in and eligibility for the HRT, DM or both.

Each CC can organize the flow of SV2 to fit its needs as long as the flow meets the following requirements:
(Once established, the flow within each CC should be consistent for all SV2s conducted at that CC.)
e  Outline again the CT objectives and expectations, and answer any questions the participant may have.

e  Obtain a signed HRT, DM, or OS Consent before collecting any more information or performing any
other procedure.

e  Limit the time required of the participant at SV2 to approximately three to four hours. Women interested
in both HRT and DM may have a longer SVV2 because they will have procedures and teaching for both
CT components.

It is recommended that the participant should not wait more than 10 minutes past her appointment time to be
seen by CC staff.

Purpose of SV2

The purpose of SV2 is to:

e  Continue to build rapport with the participant and promote her interest in the study.
e  Confirm continuing eligibility by reviewing SV1 lab and other measurement results.
e  Perform additional clinical procedures to determine eligibility.

o  Dispense HRT enrollment pills and instruct participants with a uterus on how to record bleeding on Form
53 - HRT Calendar (HRT).

e Instruct the participant in the completion of Form 62 - Four-Day Food Record (4DFR) (DM).

The SV2 is the first CC visit in which DM and HRT participants experience the more sensitive and invasive
procedures of the study (ECG and clinical breast exam for participants in both components; pelvic exam and
Pap smear for HRT participants, and endometrial aspiration for HRT participants with a uterus). Each
participant should be reassured that these procedures are performed to ensure her safety in the CT. Each CC
staff member must continue to show a professional and caring manner and show the continued gratitude of the

WHI staff for her ongoing commitment to the study. As with SV1, the staff need to be available to answer any
questions the participant may have about the trial and be fresh and enthusiastic.

Activities During SV2

A suggested scenario for SV2 is described below. Flexibility in the scenario is identified in parentheses.

e  Review the HRT and/or DM Consents with the participant. Obtain signed consent, as appropriate, and
provide a copy to the participant before other SV2 procedures are done.

e  Perform a fasting blood draw (if not done at SV1).

e  Review Complete Blood Count (CBC) results (if drawn at SV1).

e  Review Form 30 - Medical History Questionnaire and Form 31 - Reproductive History Questionnaire if
previously given to the participant (may be done at SV3).

e  Perform a 12-lead electrocardiogram (ECG) (may be done at SV3).

e  Perform a clinical breast exam (CBE) (may be done at SV3).
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4.3.3.

4.3.3.1.

4.3.3.2.

e  Teach breast self-examination (BSE) to the participant (may be done at SV3).

e  Perform a pelvic exam and Pap smear (HRT). (See Section 4.3.4.4.f - SV2 Procedures, Pelvic Exam and
Pap Smear for exceptions.)

e  Perform an endometrial aspiration (for HRT participants with a uterus). (See Section 4.3.4.4.g - SV2
Procedures, Endometrial Aspiration for exceptions.)

o  Dispense enrollment pills (HRT).

e Instruct the participant on how to record information (e.g., bleeding) on Form 53 - HRT Calendar (HRT
participants with a uterus).

e  Review the HRT Handbook with the participant.
e Instruct the participant how to complete the 4DFR (DM).

e  Schedule a mammogram or request results if the participant had a mammogram within the past 12
months.

e  Give the participant Form 32 - Family History Questionnaire, Form 34 - Personal Habits Questionnaire,
and Form 37 - Thoughts and Feelings to complete at home or in the CC.

. Schedule SV3.

If a participant volunteers any change in the information she previously provided on Form 2/3 - Eligibility
Screen regarding her health or circumstances that now make her ineligible (e.g., subsequent heart attack,
cancer diagnosis, intention to move away from the area, recent vaginal bleeding, hysterectomy, etc.), update
her Form 2/3 - Eligibility Screen responses.

Enroll in OS if the participant is not interested in or eligible for DM or HRT.
Preparation for SV2

Participants interested in the CT components should have had their SV2 scheduled at the end of SV1.
Preparation for the SV2 follows a schedule similar to that for the SV1.

Two Weeks Before SV2
Two weeks before SV2:

e  Phone or mail a reminder card to the participant with the date and time of her SV2 and a number to call if
she has any questions. If the participant did not have a SV1 blood draw, add a reminder not to exercise
vigorously or eat or drink anything (except water) during the 12 hours before the CC visit. She should
take her regular medications, with the exception of insulin for participants who have diabetes. Diabetic
participants can be instructed to bring their insulin with them to take after the blood draw or as their
physician advises.

e  Run an eligibility determination in WHILMA (Task 910, 920, or 940, as appropriate ) to confirm that she
is still eligible for the component(s) in which she is interested. (See Vol. 5 - Data System, Section 6.1 -
Eligibility Determination.)

One Week Before SV2

Each week, prepare for SV2 participants scheduled for the next week.

e  Review the file of each participant scheduled for an SV2. The participant file should contain all general
CT and component-specific forms used during the SV2, appropriate CT instructional materials, SV2

checklist, and enough participant barcode labels for the visit forms, any specimens such as Pap smears,
and study pill bottle labels for HRT enrollment pills.
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4.3.3.3.

4.34.

4.34.1.

4.3.4.2.

e  Review the SV1 activities to see if the participant had a fasting blood draw at SV1. If she did not, put a
Form 100 - Blood Collection and Processing in the SV2 file and indicate on the SV2 checklist that a
blood draw is needed. If a blood draw was completed at SV1, check that the local lab results of the CBC
are available. If the results are available, review each result for alerts (see Section 4.3.4.4.b - SV2
Procedures, Review Complete Blood Count). If the CBC results have not been received from the local
lab, call the lab for the results. (You may use the results of the CBC you receive by phone report, but
indicate on Form 100 - Blood Collection and Processing that the results were obtained over the phone
and verify them when the paper copy arrives from the local lab.)

An additional phone call reminder to participants may be made 1 to 3 days before the SV2.
Activities on the Morning of SV2

Each day prepare for the SV2s scheduled for that day. See Section 9 - Clinical Measurements for further
details on the procedures and related equipment for the SV2 clinical measurements (e.g., pelvic exams and Pap
smears, endometrial aspirations).

e  Stock and prepare trays and blood tubes for any blood samples needed.
e  Check that other supplies and equipment needed for the various procedures are available.

e Set up trays for pelvic examinations for the day, each including: plastic disposable or metal specula,
disposable gloves, glass slides, Pap fixative spray, wooden spatula, cervical brush, and cotton-tipped
swabs.

e  Check that the light source for Pap smears and endometrial aspirations is in working order.

e  Set up trays for endometrial aspirations for the day, each including: flexible aspirator; syringe, 20-gauge
spinal needle, 1% lidocaine (20% benzocaine gel may be used in place of lidocaine injection), and
tenaculum (if used at your CC), barcode-labeled formalin bottle; multiple-sized specula (either
disposable or metal); dilators or sounds; disposable gloves; and scissors.

e  Check that the ECG machine is stocked with ECG paper and alcohol swabs, that all electrodes and cables
are in place, and that there is enough memory left for the recording.

e Check participants’ files to be sure you have received blood results (see Section 4.3.3.2 - One Week
Before SV2). If not, call the local lab for the report(s).

Guidelines for SV2 Activities

Figure 4.5 - Overview of SV2 identifies the recommended scenario for screening tasks that can be completed
at SV2. Use a screening visit checklist (see Figure E.4.3 - Model SV2 Checklist) as a guide for completing all
of the tasks at SV2. Check each activity and form and indicate if you did or did not complete the task.

Reception

See Section 4.2.4.1 - Reception for guidelines. Spouses or other support persons should not accompany the
participant into the examination rooms.

Clinical Trials Consent Form (Required)

A participant must sign the appropriate CT consent(s) before you perform any clinical trial-specific activities.
The participant will have had at the SV1 instruction regarding the CT and the opportunity to watch the WHI
Consent video. The participant will also have taken home from SV1 a copy of the CT consent form(s) for the
trial components in which she is interested.

At the beginning of SV2, give the participant time alone with the designated staff member who reviews
informed consent with participants. If a thorough informed consent discussion did not occur at the end of the
SV1, provide appropriate information at this time (see Section 4.2.4.9 - CT Informed Consent). Adequate time
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4.3.4.3.

4.3.44.

should be spent answering any questions the participant may have. The participant will then sign the
appropriate consent form for the trial component(s) (HRT or DM) in which she is interested.

If the woman declines to participate in the CT, she may be enrolled in the OS after she is fully informed about
the OS and signs the OS Consent. Form 42 - OS Questionnaire as well as the other baseline forms need to be
completed (preferably at the CC or optionally at home) and mailed back to the CC (see Section 8 -
Observational Study).

Complete Form 11 - Consent Status, indicating which consent forms the participant signed or refused to sign
along with reasons she refused to sign, if appropriate.

Review of Questionnaires (Required)

CT participants may have taken questionnaires home from SV1 to complete and bring back to SV2. Review
the forms for completeness. Ask the participant to complete any forms that are grossly incomplete (she may
decline to answer questions, however). If the participant reports a change in her health that now makes her
ineligible, update Form 2/3 - Eligibility Screen (see instructions in Vol. 3 - Forms, Part C - Reviewing and
Updating Form 2/3).

SV2 Procedures

a) ECG (Required)

All women interested in the CT must have a resting 12-lead ECG before randomization at SV3. See
Section 13 - ECG Procedures for complete instructions. 1f the ECG MACPC readout indicates an alert
condition, notify the CC physician and your supervisor immediately. Weekly, your CC physician should
review ECGs done that week and decide on any actions based on that review.

b) Review Complete Blood Count (Required)

Obtain the local lab results for the CBC drawn at SV1 (or SV2, depending on your CC’s screening
scenario). Take the actions listed below for particular lab values:

Test Abnormal Action
Cut-Off
White blood cell count < 1,000 cells/ml Urgent referral to primary physician.
Hematocrit < 30% Urgent referral to primary physician.
< 32% Exclude temporarily.
Platelet count < 50,000 cells/ml Urgent referral to primary physician.
< 75,000 cells/ml Exclude temporarily.

“Urgent referral” requires notification of the participant before she leaves the CC or immediately upon
receipt of the finding from the laboratory and notification of the participant’s primary physician within
the week. The PI and your CC physician may have defined other alert values and actions for laboratory
results. Refer to your CC guidelines or check with your Clinic Practitioner. Verify alerts with printed
results when they are available from the local lab.

¢) Clinical Breast Exam (CBE) (Required)

Perform a CBE on CT participants at SV2 (SV3 at the latest) and complete Form 84 - Clinical Breast
Exam. See Section 9.7.2 - Performing the Clinical Breast Exam for a complete description of this
procedure. Any breast abnormality findings temporarily exclude the participant from the CT. If you
observe any abnormal findings, refer the participant to her primary physician. Instruct her that once her
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d)

e)

primary physician has fully investigated the findings and found them to be benign, she should contact the
CC again if she is still interested in participating in the study.

Breast Self-Exam (BSE) (Required)

Teach the participant to do BSE at SV2. See Section 9.8.2 - Performing Breast Self-Exam (BSE)
Instruction for a full description of this procedure and complete the corresponding question on Form 84 -
Clinical Breast Exam.

Mammogram (Required)

Schedule the mammogram or write or call for mammogram results if the participant has had a
mammogram in the past 12 months. WHILMA compares the date to the last mammogram listed on
Question 5, Form 85 - Mammogram to the contact date indicated on Form 85 - Mammogram to
determine the 12 month window. The results must show that the participant is free from findings
suspicious of cancer before randomization. Refer to Section 12 - Mammogram for more details. A
mammogram done in the 12 months before SV2 is acceptable as a baseline mammogram. Check the
participant’s Form 20 - Personal Information for the date of her last mammogram. If the woman has not
had a mammogram in the past 12 months:

e  Schedule a mammogram appointment for her if your CC has an agreement with a mammographic
facility to provide study mammograms.

o If she prefers to have a mammogram arranged through her primary physician, ask her to call her
doctor to have one scheduled. Ask her either to 1) request the facility to forward the results directly
to the CC, or 2) call the CC with the date of her mammogram and name of the mammographic
facility so that you can request the results.

If the participant had a mammogram within the past 12 months:

e  Check Form 20 - Personal Information to be sure the name and address of the mammographic
facility is available. Verify the address with the participant. If the participant does not know the
name of the facility, you could contact the physician who referred her for a mammogram to obtain a
copy of the mammogram report.

e Write or call the mammographic facility or the participant’s physician for a copy of the participant’s
mammogram result.

e  Send the mammographic facility or the participant’s physician a copy of the participant’s General
Medical Release Form.

e  Fill in the appropriate items on Form 85 - Mammogram.

The mammogram report may be mailed or faxed to the CC and attached to Form 85 - Mammogram. If
the staff at the mammographic facility insist that they can only read the report, have your Clinic
Practitioner take down the report verbatim over the phone, date and initial the report, and document who
read the report over the phone. These notes should then be attached to Form 85 - Mammogram.

Pelvic Exam and Pap Smear (HRT) (Required)

Perform a pelvic exam and Pap smear on all potential HRT participants. Summarize the pelvic exam
results and fill in the appropriate items regarding the Pap smear on Form 81 - Pelvic Exam and Form 92
- Pap Smear, respectively. If the participant has had a Pap smear within the past 12 months and the
cytology results can be obtained, only a pelvic exam needs to be done. Women with and without a uterus
should have a pelvic exam and Pap smear. See Section 9.9.2 - Performing Pelvic Exam and Obtaining
the Pap Smear for a description of this procedure.) See Section 5.1.2.3 - Exclusions Based on Baseline
Pap Smear, Section 5.1.2.2 - Exclusions Based on Baseline Pelvic Exam Findings, and Section 4.3.6.3 -
Pap Smear Results (HRT) for details on exclusions from HRT based on Pap smear and pelvic exam
results.
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)

h)

If a previous Pap smear is to be accepted as baseline, arrange to receive a copy of the cytology report.
(See procedures for requesting mammogram reports in Part e above.)

Endometrial Aspiration (HRT) (Required)

Review the HRT Handbook section about the endometrial aspiration with the participant before the
procedure.

Perform an endometrial aspiration on all potential HRT participants with a uterus and complete the initial
part of Form 82 - Endometrial Aspiration. If the participant refuses to have or complete an endometrial
aspiration, she is not eligible for the HRT. If she agrees to the procedure at a later date, she can then be
considered for HRT eligibility at that time. If the participant has had an endometrial aspiration or a
diagnostic D&C within the past 12 months, an endometrial aspiration will not be necessary at baseline,
provided that the pathology results are obtained. (See procedures for requesting mammogram reports in
Part e above.)

Record the appropriate information on Form 82 - Endometrial Aspiration. A previous transvaginal
ultrasound report will not be accepted as a baseline exam.

If you are unable to perform the aspiration because of cervical stenosis, even after using a paracervical
block, a second attempt should be made by the CC Consulting Gynecologist. If you are still not able to
perform the aspiration, schedule a transvaginal ultrasound of the uterus. If the consulting Gynecologist
judges the Clinic Practitioner’s skill to be exemplary such that the gynecologist would not be able to
perform an endometrial aspiration on a second attempt either, the second attempt may be bypassed. (See
Section 4.3.6.5.h - Transvaginal Uterine Ultrasound below.)

See Section 5.1.2.4 - Baseline Endometrial Evaluation and Section 5.1.2.5 - Exclusions Based on
Baseline Endometrial Evaluation for interpretation of endometrial aspiration results based on HRT
exclusion criteria.

Transvaginal Uterine Ultrasound (HRT) (As Needed)

Schedule a transvaginal uterine ultrasound for potential HRT participants with a uterus who are unable to
have an endometrial aspiration because of cervical stenosis. If the transvaginal ultrasound cannot be
performed or if an accurate reading cannot be done, the woman is ineligible for HRT. Note that a
transvaginal uterine ultrasound performed in the past 12 months is not acceptable as a baseline exam. See
Section 5.1.2.6 - Exclusions Based on Transvaginal Uterine Ultrasound for details on exclusion criteria
for HRT based on ultrasound results.

Dispense Enrollment (Run-In) HRT Pills (HRT) (Required)

Dispense an HRT enrollment bottle to interested women at SV2. The participants must have signed the
HRT Consent before you dispense the enrollment pills. A participant can only have two enrollment trials
and still be eligible for HRT. See Section 15.4.1 - Selecting and Dispensing HRT Bottles at SV2.

. Inform the participant that you will give her study pills to start taking. She should start taking the
pills the day of SV2. Do not tell her that these are placebo pills. A suggested script you might
follow is shown in Figure 4.15 - Suggested Script for Blinded Study Medication Dispensation.

e Ask the participant if she wants a non-child resistant cap for her study pill bottle and obtain
appropriate signatures (see Section 15.1.3 - Child Resistant Caps).

. Review each item of the HRT Study Pills Instructions in the HRT Handbook and give her a copy of
the Handbook.

e  Offer her a WHI pill organizer. She should bring her organizer (if used) along with her WHI pill
bottles, including any remaining study pills, to each CC visit.
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4.3.4.5.

4.3.5.

. Instruct her to keep the study pills in a safe place in her home out of the reach of children or
animals.

j)  Provide Form 53 - HRT Calendar Instruction (HRT) (Required)
e  Give each HRT participant with a uterus a copy of Form 53 - HRT Calendar with her study pills.

o  Stress to the participant that completing this form should be a daily activity and should not be done
after the fact. She will record in the HRT Calendar whether any bleeding occurred that day and
estimate the amount of bleeding that she had.

. Explain how to fill in the ovals and advise the participant that any comments she would like to add
can be written on the last page. See Vol. 3 - Forms, Form 53 - HRT Calendar for further
instructions.

o Ask the participant to return the HRT Calendar at her next visit. Also encourage her to call the CC
if she has any questions.

k) 4DFR Instruction (Required)

At SV2, have all DM and HRT+DM participants watch the 4ADFR videotape and provide them with Form
69 - Keeping Track of What You Eat. Provide the participant with the 4DFR (Form 62) and record in the
booklet the specific days to record. Provide the participant with the name of a Dietary Assessment staff
person to call with questions. A Dietary Assessment staff person should be available to answer questions
at the end of the video. Refer to Section 10.1.1 - Dietary Assessment Activities at SV2 for detailed
procedures.

Observational Study Participants

Women at SV2 who are not interested in or eligible for the CT will be invited to enroll in the OS. Complete
the OS informed consent process and the remaining baseline forms (including Form 42 - OS Questionnaire).
Preferably, participants will complete these forms at the CC, but may be allowed to take them home and mail
them back to the CC. OS participants will not be enrolled until all of the baseline forms are completed. (See
Section 8 - Observational Study for more details.)

Exit Interview

Review the SV2 checklist to be sure you completed all the necessary tasks during the visit.

If the participant is not interested in or eligible for the CT or OS, complete Form 11 - Consent Status
indicating she has declined further screening. If she indicates she may be interested at a later date, record the
re-contact date on that form and follow your CC’s procedure for entering the participant’s information in a
“future tickler” file.

After completing the SV2 procedures and forms, spend a few minutes talking with the participant. This helps
to establish rapport and create a commitment to the study. The appropriate means for building rapport
depends on the participant. Be sensitive to the best way to bond individually with each woman.

For future contacts, it may be helpful to write informal contact notes in the participant’s file about her
concerns, interests, questions, or style of interacting and any information that may need to be reviewed as staff
assessment items before randomization.

Inform the participant of what to expect at SV3 (see Section 4.4.4 - Activities During SV3).

Instruct the participant to contact the CC any time she has questions or concerns.
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4.3.5.2.

4.3.6.

4.3.6.1.

4.3.6.2.

Schedule an Appointment for the Third Screening Visit

Schedule an appointment for SV3 for CT participants. Each CC will have a different appointment-scheduling
system depending on its size and available resources. Complete an appointment card and give it to the
individual.

Schedule SV3 allowing sufficient time to obtain mammogram and pathology results. 1f the mammogram
results are available by S\VV2, DM-only women could potentially return in as few as 8 days after they have
completed Form 62 - 4ADFR. HRT women, however, require 28 days before the S\V3 to allow time to
complete the enrollment period. If SV3 occurs more than six months after SV1, the baseline measurements
and questionnaires will need to be repeated. (See Section 4.5.3 - Time Limits During Screening.)

Participant Hand-Outs
Make sure the participant leaves with all the materials you have handed out, including:
e Form 62 - 4DFR with dates for recording written on the front, and Form 69 - Keeping Track of What

You Eat (DM) (Required)

e  Form 32 - Family History Questionnaire, Form 34 - Personal Habits Questionnaire, and Form 37 -
Thoughts and Feelings (recommended for completion at home or at beginning of SV3)

e  One hottle of HRT enrollment pills (HRT) (Required)

e  Form 53 - HRT Calendar (HRT) (Required for participants with a uterus)
e  HRT Handbook (HRT) (Required)

e Appointment card, indicating SV3 appointment (Recommended)

e  Appointment for mammogram (if mammogram not done in the past 12 months) (Recommended)
Post-Visit Review

The post-visit review includes an evaluation of lab results and a determination of eligibility after the
participant leaves the SV2 but before she returns for SV3.

Blood Analysis Results (Required)

Review the blood results when returned by the local laboratory if blood was drawn at S\V2. Follow procedures
in Section 4.2.7.1 - Blood Analysis Results .

Mammogram Results (Required)

Review the radiologic report of the participant’s baseline mammogram. Summarize the results on Form 85 -
Mammogram. Results suspicious or highly suggestive of malignancy will, at least temporarily, exclude the
participant from the study.

A probable benign finding recommending short interval follow-up will not exclude the participant from the
study. Note in a “future tickler” file when the participant should have a repeat mammogram.

The primary physician must be notified and sent a copy of abnormal mammogram reports. The participant
should be told of the findings by a CC physician or Clinic Practitioner and instructed to make an appointment
with her primary physician for further management. Inform the participant that if the work-up shows the
problem to be benign, she should call the CC if she is still interested in participating in the study.

If the participant approves, normal mammogram reports can be copied and given to her or sent to her primary
physician. See Section 12.4 - Actions Based on Mammogram Reports for more details on review of
mammogram results.
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4.3.6.4.

4.3.6.5.

4.3.6.6.

Pap Smear Results (HRT) (Required)

Review results of the Pap smear report when it comes back from the cytology lab and summarize the results
on Form 92 - Pap Smear. See Vol. 3 - Forms for more details. Invasive cervical cancer will exclude the
participant from the HRT.

Moderate to severe dysplasia of the cervix results in a temporary exclusion. Refer her to her primary
physician for work-up. See Section 5.1.2.3 - Exclusions Based on Baseline Pap Smear. Use similar
procedures for referral of abnormal results as for mammograms (see Section 4.3.6.2 - Mammogram Results ).
Endometrial Aspiration (HRT) (Required)

Review the pathology report of the endometrial aspiration. Summarize the report on Form 82 - Endometrial
Aspiration. Cancer, atypia, and hyperplasia (cystic and adenomatous) will exclude the participant from the
HRT. If the report gives any of these diagnoses, use a similar procedure for referral of abnormal results as for
mammograms (see Section 4.3.6.2 - Mammogram Results ).

If the participant approves, reports can be copied and given to her or sent to her primary physician.

Note that baseline endometrial aspirations will not have a central pathological review.

Participants with findings of significant endometrial fluid will be temporarily ineligible. 1f a follow-up pelvic
ultrasound shows no abnormalities, then she can be made eligible.

Transvaginal Uterine Ultrasound (HRT) (As Needed)

If a transvaginal uterine ultrasound was done, review the results and complete Form 83 - Transvaginal Uterine
Ultrasound. Women with an endometrial lining of <5 mm will be eligible. Women with an endometrial
thickening of > 5 mm or excessive pelvic fluid will be temporarily ineligible for the trial and must be referred
to their primary physician with a copy of the ultrasound report. If the abnormal finding is investigated fully
and the participant is found not to have hyperplasia, atypia, or cancer, she will be eligible for randomization.
Summarize the results of the follow-up on Form 83 - Transvaginal Uterine Ultrasound.

See Section 5.1.2.6 -Exclusion Based On Baseline Transvaginal Uterine Ultrasound for instructions regarding
readings in women with fibroids. Refer other abnormalities to the primary physician, including:

. Uterine masses

e Adnexal masses

e Other masses arising from non-gynecologic origins

e Any other abnormality noted by the reading radiologist or gynecologist
Participants Whose Test Results Indicate Temporary Ineligibility (Required)

If the participant is temporarily ineligible because she is awaiting follow-up evaluation of abnormal pelvic
exam, Pap smear, endometrial aspiration, or mammogram:

e Ask her to stop taking HRT enrollment pills, if she is still in the enrollment period.

e  Cancel the SV3 and reschedule when normal follow-up results are received. (If ineligible because of
abnormal follow-up results, follow procedures below in Section 4.3.6.7 - Participants Whose Test
Results Indicate Ineligibility )

e  Dispense a second HRT enrollment bottle when normal follow-up results are received.
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4.3.6.7. Participants Whose Test Results Indicate Ineligibility (Required)

If the participant is ineligible due to the pelvic exam, Pap smear, endometrial aspiration, or mammogram
results:

e Invite the participant to come to the CC to complete activities for the OS, if she is interested.

e Ask her to bring her HRT enrollment pills to the CC when she returns to complete OS activities (if
interested).

e If the participant is ineligible for the CT and declines to participate in the OS:
o  Cancel SV3.

. If she is on HRT enrollment pills, ask her to stop taking them and to return the pill organizer and
study pill bottle with remaining study pills to the CC.

o Send her a letter thanking her for her time and efforts.
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44.

44.1.

4.4.2.

SV3

SV3 is the final screening visit for the CT participants. Participants who remain eligible for and interested in
HRT and/or DM will be randomized accordingly. Participants eligible for and interested in both HRT and
DM must be randomized the same day.

Each WHI CC can organize the flow of SV3 to fit its needs. Once established, keep the flow within each CC
consistent for all SV3s conducted at that CC.

It is recommended that the participant should not wait more than 10 minutes past her appointment time to be
seen by CC staff.

If more than six months have passed between SV1 and SV3, baseline data over six months old must be
recollected. See Section 4.5.3 - Time Limits During Screening for more details.

Purpose of SV3
The purpose of SV3 is to:

e  Continue to build rapport with the participant and promote her continued interest in the study.
e Assure adequate completion of all baseline CT forms.

e  Assess HRT enrollment pill adherence (HRT).

o  Assess HRT and DM eligibility.

e  Randomize participants for HRT and/or DM or enroll in OS.

e  Dispense HRT study pills (HRT).

e  Assign DM Dietary Change participants to dietary group.

e  Complete baseline procedures (subsamples) (e.g., cognitive assessment, functional status, 4DFR
documentation).

e  Schedule the next follow-up visit.

The SV3 is the last step in verifying eligibility for the HRT and DM CT components. You will need to check
all eligibility data at this visit before randomization.

Activities During SV3
A suggested scenario for SV3 is described below. Flexibility in the scenario is identified in parentheses.
e  Review Form 32 - Family History Questionnaire, Form 34 - Personal Habits Questionnaire, and Form
37 - Thoughts and Feelings for completeness (may be done at earlier visit).
e  Obtain, review, and record results of:
o Form 62 - 4DFR (DM)
e  Form 81 - Pelvic Exam (HRT) (may be done at earlier visit)
. Form 92 - Pap Smear (HRT) (may be done at earlier visit)
. Form 82 - Endometrial Aspiration (HRT) (may be done at earlier visit)
. Form 85 - Mammogram (may be done at earlier visit)
«  Form 100 - Blood Collection and Processing (if not reviewed at SV2)

e  Update Form 2/3 - Eligibility Screen.
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4.4.3.

4.4.3.1.

4.4.3.2.

e  Update Current Medications.

e  Weigh returned HRT enrollment pills (HRT).

e  Review Form 53 - HRT Calendar (HRT).

e  Complete Form 10 - HRT Management and Safety Interview.

e  Make a final determination of eligibility.

e  Randomize participants to HRT and/or DM.

o  Dispense appropriate HRT study pills (HRT).

e  Assign DM Dietary Change participant to dietary group (DM).

e  Document Form 62 - 4DFR (DM) (subsample).

o  Complete cognitive assessment interview (Form 39 - Cognitive Assessment) (subsample).
o  Complete functional status measures (Form 90 - Functional Status) (subsample).
e  Schedule a semi-annual follow-up contact. (Optional)

e  Enroll in OS if not interested or eligible for DM or HRT.

° Exit interview.
Preparation for SV3 (Required)

The participants interested in CT components should have had an SV3 scheduled at the end of SV2. The SV3
is the last visit to make the final eligibility determination for the CT. Results of all tests and procedures must
be reviewed for the final time at this visit.

Two Weeks Before SV3
Two weeks before SV3, mail to the participant:

) Reminder card with date and time of SV3.

e  Medication bag with WHI logo for participant to use to bring any new medications to SV3, including
HRT enrollment pills (and any extra pill organizers).

One Week Before SV3
One week before SV3:

e  Review the participant’s file and determine what procedures and test results must be reviewed. The file
should contain all forms to be used in SV3 and an SV3 checklist. All test results should be key-entered
into WHILMA before the woman’s SV3 so that her final eligibility determination can be made during the
visit and randomization will go smoothly.

e  Check that the baseline mammogram was done.

If mammogram results are not yet available, call the mammogram facility and ask that the reports be
faxed to the CC. If the report is not yet done, ask to have it faxed as soon as it is available. If it will not
be ready for SV3, reschedule SV3. If the participant has not yet had her mammogram, call the
participant to reschedule SV3. Ensure that she plans to have the mammogram in the interim and re-
confirm the mammogram date.

e  Check that the Pap smear and endometrial aspiration biopsy results are available for HRT women:

Check that the pathology report has been received from the local pathology lab. If the report has not
been received, call the lab and ask to have the report faxed to the CC. If the report has not been
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4.4.4.

4.44.1.

4.4.4.2.

4.4.4.3.

4.4.44.

4.44.5.

4.4.5.

prepared, ask to have it faxed to the CC as soon as it is ready. If it will not be ready SV3, it may be
necessary for a CC physician or Clinic Practitioner to call the pathologist for a phone report. In such
cases, the written pathology report must be obtained later when available and the phone report rechecked.

e  Run the eligibility determination for HRT or DM in WHILMA, as appropriate. Follow-up on any
problems to assure data are complete by the time of SV3.

The Clinic Practitioner (MD, NP, RN, or PA) must review results of any blood analyses, mammogram, Pap
smear, endometrial aspiration, and transvaginal uterine ultrasounds for eligibility and the need for referral of
abnormal findings. (See Section 4.3.6 - Post-Visit Review.) Abstract these results on the appropriate WHI
forms.

Guidelines for SV3 Activities

Figure 4.7 - Overview of SV3 gives the recommended scenario for screening tasks that need to be completed
by SV3. Use an SV3 checklist (see Figure E.4.4 - Model SV3 Checklist for a sample).

Reception
See Section 4.2.4.1 - Reception for guidelines.
Assess HRT Enrollment Pill Adherence (HRT)

Weigh the HRT enrollment pills returned at SV3 (See Section 15.6.2.2 - Pill Weighing Procedures). Enter the
weight into the database using the appropriate function. WHILMA calculates adherence for run-in
medications when the eligibility determination is run (Task 920). WHILMA will calculate adherence based on
dates of dispensation, collection, and weight of the remaining pills. If a participant is ineligible due to the
HRT enrollment adherence criterion, you can repeat the enroliment one time only but exercise appropriate
judgment about whether such a repeat is appropriate. (See Section 15.4.1.3 - Repeat HRT Enrollment Period
for details.)

Review Form 53 - HRT Calendar

Any bleeding during this period may exclude the participant from the HRT. Update Form 2/3 as needed to
reflect the recent bleeding. Review bleeding with your Clinic Practitioner and/or consulting gynecologist to
determine severity and possible safety concerns. Refer a participant with bleeding to her primary physician for
further evaluation if necessary.

Complete Form 10 - HRT Management and Safety Interview

Complete the HRT Management and Safety Interview (Form 10) with the participant just as you would for
follow-up contacts, following the script on the form. Refer to Section 16 - Follow-Up and the form
instructions for more details.

Review Form 2/3 - Eligibility Screen

Review Form 2/3 - Eligibility Screen with the woman to verify that she has not experienced any changes in her
health or circumstances that would make her ineligible since you last administered the form.

e  Use the “Script to Update Form 2/3” contained Vol. 3 - Forms, Form 2/3 Form Instructions, Part D-
Scripts.

e  Ifthe woman answers “Yes” to any of the questions from the update script, update the original Form 2/3
and key-enter the corrections as described in Vol. 3 - Forms, Form 2/3 form instructions, Part C. -
Reviewing and Updating Form 2/3.

Pre-Randomization Discussion

After the participant has completed all activities, procedures, and data collection necessary for determining CT
eligibility, sit down with her and review the procedures for the CT components she has consented to join.
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4.4.5.5.
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HRT Eligibility Discussion

At this point participants should be reminded of the requirements for participation (randomizing to possible
hormones versus placebo, time commitment, etc.). Review Form 10 - HRT Management and Safety Interview
to assess adherence information and to discuss symptoms, concerns, or other difficulties that should be
addressed before randomization. Complete the appropriate staff and CP assessment items on Form 6 - Final
Eligibility.

DM Eligibility Checklist

At the SV3 before randomization, a certified Lead Nutritionist, Dietary Assessment staff, or Group Nutritionist
uses the DM Eligibility Checklist (see Section 6.1.6 - DM Eligibility Checklist and Figure 6.1a and 6.1b for
details) to assess a participant’s ability to complete the activities of the DM Intervention. This review process
takes about 30 minutes and requires judgment by the staff who administer this checklist. A participant must
provide an acceptable Form 62 - 4DFR and pass the DM Eligibility Checklist before she is eligible for DM.
The points listed in the DM Eligibility Checklist are the minimum points to cover. They do not need to be
covered in any specific order (e.g., the 4DFR does not need to be reviewed first).

Note: If the Dietary Assessment staff determines that the participant is ineligible for DM at any time during
the review, the interview may be ended. Explain to the woman why she is ineligible for DM, thank her for her
interest and willingness to take part in the screening process, and explore her interest in joining OS.

Questionnaire Review

Review remaining CT forms for missing data and create WHILMA encounters for each form (scan the mark-
sense versions).

Current Medications Update

A participant will bring to the SV3 any new medications that are prescribed or that she started taking since
SV1. Enter any new medications into the database as done at SV1 (see Section 4.2.4.6 - Current Medications
and Current Supplements Inventory Review) as a new encounter. You only need to enter medications that are
“new “ to the participant since the SV1 interview. You do not need to re-enter the medications entered at SV1
nor delete any medications that the participant has discontinued since the SV1.

Functional Status Measures (Subsample)

Functional status will be measured in a subsample of CT participants ages 65 to 79. Participants in the
functional status subsample can be identified by running WHIP 0527. Functional status measurements can be
done during any screening visit but to eliminate staff burden and it is recommended that you perform the
measures at SV2 or SV3 avoid doing measures on participants who may not be eligible for WHI or who enroll
in OS. Functional status measures are done on the same subsample of participants at screening and at follow-
up visits as outlined in Vol. 1, Table 1-Al1.1 - Frequency of Data Collection. Vol. 2, Section 9 - Clinical
Measurements describes the procedures to follow for these measurements. Perform two trials each of the grip
strength, timed chair stand, and timed walk. None of these measures form exclusion criteria for the WHI
components other than they must be completed. Record the results on Form 90 - Functional Status.

Cognitive Assessment (HRT; Subsample)

Cognitive function will be measured in all HRT participants aged 65 to 79 at SV3 or earlier and at follow-up
visits as outlined in Vol. 1, Table 1-A1.1 - Frequency of Data Collection. Vol. 2, Section 9 - Clinical
Measurements describes the procedures to follow for these measurements. This measure does not form an
exclusion criteria for the WHI components. Record the results on Form 39 - Cognitive Assessment.

Randomize Participant (Required)
Key-enter or scan forms completed at SV3.

Proceed with enrollment and randomization as described in Vol. 5 - Data System, Section 6 - Eligibility
Determination and Randomization. Note that participants in both HRT and DM must be randomized to both
components on the same day. Make sure the participant has completed all requirements for both components
before randomizing her to either.
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4.4.8.

4.4.8.1.

The Clinic Manager or Data Entry staff person (or other non-blinded staff), randomizes the participant and
advises the appropriate non-blinded CC staff of the group assignment. The CCs are encouraged to have local
procedures in place to blind Dietary Assessment and Clinic Practitioner staffs’ knowledge of the participant’s
randomization assignment to DM.

After the participant is randomized to DM, welcome her to the study and present her randomization
assignment without personal bias. Remind the participant not to reveal her randomization assignment to
clinical staff.

Dispense Blinded Study Medications (HRT only) (Required)

o Dispense one HRT study pill bottle. (Six-month supply). See Section 15.4.2 - Selecting and Dispensing
and detailed instructions in Vol. 5 - Data System.

e Ask participant if she wants a non-child resistant cap for her study pill bottle and obtain a signed release,
if appropriate.

¢ Review each item of the HRT Study Pills Instructions in the HRT Handbook and offer a new Handbook.

o Inform the participant that you will be giving her a new bottle of study pills and that you will be keeping
her old study pills (the ones dispensed at SV2). Do not tell her that you will be weighing her pills or that

the pills she was taking were placebos. (See Figure 4.15 - Suggested Script for Blinded Study Medication
Dispensation).

e Ask the woman to start taking her study pills that day if she did not already take one from the bottle
dispensed at SV2; otherwise, she should start on the day after SV3.

o Instruct her to keep the study pills in a safe place in her home, out of the reach of children or animals.
e  Give her anew Form 53 - HRT Calendar (if she has a uterus) and offer another HRT Handbook, if
needed.

Exit Interview

Review the SV3 checklist to be sure you have completed all necessary tasks during the visit.

If the participant is not interested in or eligible for the CT, assess her interest in OS and complete Form 11 -
Consent Status appropriately.

After completing all of the SV3 procedures and forms, spend a few minutes talking with the participant. This
helps to establish rapport and create a commitment to the study. The appropriate