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Basic and epidemiological research on the practical use of hormone replacement therapy
for women's health and longevity

Second Annual Report
Biological and Cultural Influences on Menopause (K. nenki) in Japan
Melissa K. Melby, Hideo Honjo, Yoshiyuki Watanabe

February 2002

The goals of this part of the project are to provide a descriptive natural history of the
menopausal/midlife transition in Japan from: (1) an endocrinological/ physiological perspective
(using hormone measures), (2) an ecological perspective (using food frequency questionnaires
(FFQ), dietary recall (DR) and measuring phytoestrogen concentrations), and (3) an experiential
perspective (using symptom checklists, surveys, and interviews). Our main objective is o assess
the influence of phytoestrogens on the endocrinology and symptomatology of the
menopausal/midlife transition.

I. Fieldwork in Kyoto and Koriyama, Fukushima

Research began at the first field site, in Kyoto, Japan in August 2001. Several months were
required to translate/backtranslate questionnaires, identify the most appropriate means for
recruiting participants, and obtain research approval from in-country institutions. The Kyoto
research field team consisted of Melissa Melby (researcher), along with 2 assistants for
scheduling and interviewing, and 3 part-time staff for data entry.

Research began at the second field site, in Koriyama, Japan in October 2002. The
Fukushima research field team consists of Melissa Melby (researcher), 1 research assistant for
interviews, data and material preparation and organization, and 1 research assistant in Kyoto who
is doing data entry for the Fukushima data.

Il. Screening and Enroliment

As of February 27, 2003, 59 women completed 6 months participation in Kyoto. Fukushima
prefecture enrollment will be completed by the first week of March 2003.

All women complete a screening interview (in person, by phone or by fax) to assess whether
the potential participant meets the exclusion/inclusion critieria and to assign menopausal status
(based on menstrual period patterns). In total, 83 women were screened in Kyoto. Of these, 67
gave informed consent, and 59 completed 6 months of data collection, with 8 participants
quitting at various stages of the research. In Fukushima, so far, a total of 114 women have been
screened, with 70 women giving informed consent and currently participating. Reasons for non-
participation are summarized below in Table 1.
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Table 1. Number of participants and non-participants by reasons for declining participation and
exclusion.

| Reasons

Hysterectomy

Hysterectomy and Ovanectomy

Ovariectomy

Geographical

i Total Screened -

*Several participants failed to meet more than one exclusion criteria, thus exclusion subtotals are greater than the
total number of participants excluded.

The menopausal status of participants, and those originally screened, is shown in Table 2.
Premenopausal was defined as having reported a period in the previous 1 month period and no
changes in menstruation patterns in the past 3 or 12 months. Perimenopausal was assigned to
women reporting a period more than 3 months previous but less than 12 months prior to the
screening interview, OR any changes in menstrual patterns in the past 3 or 12 months. This
group has been further divided into Perimenopausal I, defined as women who have experienced a
period within the last 3 months, but some change in menstrual pattern in the last 12 months; and
Perimenopausal II, defined as women whose last period was between 3 and 12 months prior to
the screening date. Postmenopausal was defined as absence of menstrual periods for more than
12 months.

Based on answers to questions about recent menstrual history the Kyoto participant
population of 59 women is comprised of 10 premenopausal, 39 perimenopausal (subdivided into
30 perimenopausal I women and 9 perimenopausal II), and 10 post-menopausal women.

Using the above definitions, the category of ‘perimenopausal’ is clearly problematic, and may
conflate many different stages of the menopausal transition. For example, 11 of the 32

‘perimenopausal’ participants reported change in menstrual periods in the past 12 months, but
not in the past 3 months, suggesting that their menstrual patterns have been stable in the recent
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past. Analysis of the subsequently collected hormone data will help us to determine whether
these women are at an earlier stage of the menopausal transition, or display alternating periods of
stability and change (as opposed to continual or increasing change) during the transition.

The Fukushima participant population of 70 women is comprised of 19 premenopausal, 36
perimenopausal (subdivided into 28 perimenopausal I women and 8 perimenopausal IT), and 15
post-menopausal women. In order to obtain a similar distribution of menopausal groups in
Kyoto and Fukushima, we attempted to enroll a greater number of participants in each group in
Fukushima in case women were unable to complete the full 6 month research protocol.
Unfortunately perimenopausal women have been difficult to recruit. It is possible that some of
the premenopausal women will move into the perimenopausal group during the study period.

Tabl

* Fulaushim:

Cuarrent
Part

. Non-part
| Incomplete

Total number of 70

Premenopausal

Perimenopausal

Perimenopausal
I

1

ostmenopausal

Not Available
(Hysterectomy
or No answer)

Attrition in Kyoto was remarkably low: 8 women quit due to non-research related illness and
injury, subject burden of the numerous measures (particularly dietary recall) or non-specified
reasons, resulting in a final participant population of 59 women.

Fukushima enrollment is ongoing, and no participants have quit after reaching the one month
stage. Several participants have quit (actually not begun) after giving informed consent, and thus
have been counted as declined participation above in Table 1.

III. Course of study participation

If qualified, each participant receives a 2-3 hour orientation and explanation from the
researcher, with assistance of a Japanese research assistant when necessary. In Kyoto, the initial
orientation, and all subsequent interviews, took place at participants’ houses or workplaces,
public health centers, or Kyoto Furitsu Ika Daigaku, cafes/restaurants, and rarely at the
researcher’s home. In Fukushima, the orientation and interviews are being conducted primarily
at Koriyama Loma Linda Clinic, participants’ houses or workplaces, cafes/restaurants, and at the
researcher’s home/office. The orientation meeting consists of a review of the requirements of
the study, obtaining informed consent, explanation of the initial questionnaire (40 pages

21



Year 2 report -- page 22

including demographic questions, health history, reproductive history, Food Frequency
Questionnaire, and General Well-Being Survey, and life events). Then the daily symptom
checklist, finger-prick blood spot sample method, and 24-hour dietary recall are demonstrated
and practiced by all participants. Anthropometric measures including height, weight, triceps
skinfold, elbow breadth, and upper arm circumference are also recorded at the initial interview,
or when time does not permit, at the second interview approximately 1 month later.

After the orientation interview, participants commence data collection, with telephone
follow-up by the field team for any questions or misconceptions the participant may have about
the nature and course of their data collection. Then, after the first month of data collection is
complete, the researcher or assistant visits the participant to collect the initial questionnaires, and
to review the data collected so far. These include: 4-6 weeks of checklist and 4-6 weekly 24-hour
recall data as well as adequacy of the 5 weekly blood spot collections. Participants are given
detailed feedback where needed, and receive their first scheduled payment for participation. In
addition, ethnographic data is collected by interviewing participants about specific symptoms
reported on the daily checklists, and an outline of their daily schedules (weekday and weekend)
is obtained.

V. Measures

{V.A Measures taken once

® Screening Interview (prior to entry)

» Initial Questionnaire (40 pages, 5 parts: Demographics, Health History, Reproductive History,
Food Frequency Questionnaire, and Well-Being and Life Events)

¢ Physical measurements (weight, height, triceps skinfold, elbow breadth, and upper arm
circumference)

IV.B. Measures taken for 6 months

¢ Daily symptom checklists

°  Weckly 24-dietary recall (on 24 hour period prior to blood spot sampling)

*  Weekly blood spot samples (2 cards of blood spots, taken 20 minutes apart)

IV.C. Single questionnaires or interviews

° Daily life interview (tape-recorded) and usually done after 1 month of data has been received.

° Headache questionnaire (more detailed questionnaire on migraine headaches given to women
who note having headaches in past 2 weeks on initial questionnaire, or report headaches on
daily checklist)

e Life History

> Kounenki (Menopause) Checklist of symptoms, causes, and counter-measures

e Views on Kounenki, gender roles, and aging in general

V. Data collected (Table 3)

Blood spot samples, weekly 24-hour dietary recall, and daily symptom checklists have been
collected for 6 months by 59 women in Kyoto. Questionnaire data and 1 month of sample
collection was obtained from 64 women. Data collection in Fukushima is ongoing but 43
women have already completed 1 month of data collection and the majority of questionnaires.
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‘Table 3. Types of data eollected dnd number of women irom whom data have been reeelved

' Data ‘ . S . Number of . Number of
;, . women Kyoto women

Fukushima

Anthropomctrlc measures

i Demographic Questiommire - 43
3 Food Fr equency Questionnaire 64 43
GenexalWell=Be1ngSurvey """""""""""""""""""""""""""""""""""""""""""""""""""" g 64 43 """""""""

1 month ot BS samples, Weekly 24 hom dletdry recaii dnd 64 43
1 daily symptom checklists 5

. Daily life semi-structured interview

3 months of BS éamples., weekly 24 houx dleldry reuﬂl (md
| daily symptom checklists

. 6 months completed

V1. Data management
VIA. Participant tracking

Progression of participants through the study is tracked via a matrix that records dates for all
measures and contact points. Additionally, a matrix of participant IDs by study group
(premenopausal, perimenopausal I, permenopausal II, postmenopausal) allows for easy
assessment of study group composition. Another matrix for handling of blood spot samples
records dates of: collection, delivery to field team, placement in refrigerator, shipment to
laboratory, receipt by laboratory, and storage in -28°C freezer.

VI.B. Data entry and analysis

Data entry has just been completed for the Kyoto site. Data entry (for initial questionnaire
and symptom checklists) has just begun for the Fukushima site. Blood spot data entry is done
weekly in the field by the researcher. Data entry for the blood spot samples, daily checklists and
dietary recall is done as data are received (every 2 weeks from participants). It is crucial that we
continue to be able to code and enter data in the field, so that all entry of field data is complete
before we leave the field. Complete entry of all interview and questionnaire data in the field is
particularly important so that any literal or cultural translational issues can be addressed with
native Japanese assistance.

Initial ethnographic interviews on daily life are done after 1 month of data is received —
thereby enabling the researcher and participant to review methods, discuss problems, and clarify
items on the daily checklist and dietary recall. To date, 64 women in Kyoto and 43 women in
Fukushima have completed these interviews. Interviews are tape-recorded, and generally last
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approximately 30 minutes to one hour. Data from the Kyoto interviews has been coded and
entered. In Fukushima, a simple questionnaire is being used simultaneously to facilitate data
entry. Relevant portions will be transcribed at a later date.

VI.C. Finger-prick blood spot samples: 1784 person-weeks received. Since daily checklists and
dietary recall are mailed with blood spots, number of daily checklists and dietary recall forms are
approximately 1784 person-weeks as well.

VII. Revised project schedule

A revised research schedule for this project is outlined in Table 4 and entails approximately 2
years of data collection in Kyoto and Fukushima prefectures in Japan. Laboratory analysis began
at Emory University in Atlanta in January of 2003 and will continue through to the beginning of
2004. Data entry and analysis will be ongoing and preparation of manuscripts for publication
will primarily be done in 2004.

Several circumstances have contributed to the need to adjust the schedule, and make it feasible to
do so. First, the start-up period was longer than anticipated, due to the combined impact of
extensive translation and back translation and of local negotiations over optimal strategy for
identifying and recruiting participants. Then, once recruitment commenced, entry was slow.
Finally, the sheer workload of data collection mandates rolling recruitment to stagger the various
phases of data collection by individuals, such that a total period of active data collection must be
ten to eleven months.

Table 4. Project schedule.

1 i Research | Schedule ! Details
Phase I | 8/1/01- Kyoto i Train rescarch assistants; translate all questionnaires, :
! : 11/30/01 i consent forms, etc. Pilot testing of translated questionnaires

and explanahons Identlfy recruitment options.

e
4oz

Dala collectlon in-depth mtervxews - data enlryv and
prehmmary analySIS o

| 1715002

Phase § 10/1/02- Fukushlmd Initial 1nlerv1ews orxenlallon enroll 60+ women

I : 2/28/03 B S
101/02- 1 T‘ﬁkushlmd Data collection; in-depth interviews; data entry and
: 8/31/03 | preliminary analysis
Rcseafch» - Schedule vvvvvvvvvvvvvvvvvvvvvvvvv

P 1103- HAtlanta o Laboralory analy51s (done by 1 2 techmcmns) begm w1th

- 12/31/03 | E2,FSH, LH, SHBG
""""""""""""" Co0a T Melby returns to Atlanta and in with assistance from
i 7/31/04 i technicians completes analysis of remaining hormones and

i daidzein and genistein; survey and ethnographic analysis,
pubhcallon oflesults S
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