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Abstract

Menopausal Hormone Therapy (MHT) use in Australia fell by 55% from 2001 to 2005, fol-
lowing the release of large-scale findings on its risks and benefits. Comprehensive national
data, including information on overall prevalence of MHT use as well as information on dura-
tion of use in Australia have not been reported since the 20045 National Health Survey,
when 11% of women aged 45+ years were estimated to be current MHT users. No national
data are available on prevalence of use of “bioidentical” hormone therapy (BHT). The objec-
tive of this study was to determine recent prevalence of MHT and BHT use. A cross-sec-
tional, national, age-stratified, population survey was conducted in 2013. Eligible women,
aged 50-69 years, resident in Australia were randomly sampled in 5-year age groups from
the Medicare enrolment database (Australia’s universal health scheme). The response rate
was 22% based on return of completed questionnaires, and analyses were restricted to
4,389 women within the specified age range. The estimated population-weighted preva-
lence of current use of MHT was 13% (95%CI 12—14), which was broadly similar to the pre-
viously reported national figures in 2004-5, suggesting that the use of MHT in Australia has
largely stabilised over the past decade. A total of 39% and 20% of current-users with an
intact uterus reported use of oestrogen-progestagen MHT and oestrogen-only MHT,
respectively, whereas 77% of hysterectomised current-users used oestrogen-only MHT.
Almost three-quarters of current-users [population-weighted prevalence 9% (95%CI 8—10)]
had used MHT for >5 years. In regard to BHT, estimated population-weighted prevalence
of ever use was 6% (95%CI 6—7) and 2% (95%CI 2-3) for current use. The population-
weighted prevalence of MHT and BHT combined, in current users in their fifties and sixties
was 15% (95%CI 14—16). These data provide a recent national “snapshot” of Australian
women’s use of both conventional MHT and of BHT.

PLOS ONE | DOI:10.1371/journal.pone.0146494 March 23, 2016

1/12


http://crossmark.crossref.org/dialog/?doi=10.1371/journal.pone.0146494&domain=pdf
http://creativecommons.org/licenses/by/4.0/

@'PLOS ‘ ONE

Use of Menopausal Hormone Therapy in Australia

the National Medical Research Council Australia
(APP1082989 and APP1042717, respectively).

Competing Interests: KC and EB receive salary
support from the National Health and Medical
Research Council. KC is co-PI of a trial of HPV-based
cervical screening in Australia conducted by the
Victorian Cytology Service, a government-funded
health promotion charity; the VCS has received a
funding contribution for the trial from Roche Medical
Systems and Ventana Inc., USA. This unrelated work
does not alter the authors' adherence to PLOS ONE
policies on sharing data and materials. LSV, FS, EHT
and US have no competing interests to declare.

Introduction

Menopausal hormone therapy (MHT) is an effective treatment for vasomotor symptoms asso-
ciated with the menopause [1].However, MHT use for relief of these symptoms is recom-
mended for the shortest duration possible and should not be used for the prevention of chronic
disease [2-4]. In 2002, the US Women’s Health Initiative (WHI) randomised controlled trial of
combined oestrogen-progestagen MHT was stopped early due to evidence of excess risk of seri-
ous disease including invasive breast cancer [5]. Publication of the WHI trial results prompted
rapid falls in use of MHT. Analysis of trends in annual MHT prescribing in Australia demon-
strated a 40% drop in MHT use from 2001 to 2003 among women aged 50 years and older [6];
and a 55% drop from 2001-2005 [7]. Consistent with these findings, a National Health Survey
conducted in 2004-5 found that the prevalence of self-reported current use of MHT in women
over 45 years was 11% [8], a fall from 21% which was reported in 2001 for women >50 years of
age [9]. Since these initial falls in MHT use were documented, there has been limited informa-
tion [10-11] on more recent trends in national prevalence of MHT use in Australia with no
data on duration or type of MHT. This is important because independent quantitative synthe-
sis of the evidence has found an increased risk for breast cancer in MHT users, with these risks
being higher in women using combined oestrogen-progestagen MHT; relative risks increase
with increasing duration of use (e.g. compared to never-users, summary relative risks for breast
cancer for current combined MHT users for 5 and 10 years were estimated at 1.6 and 2.2,
respectively) but return to baseline soon after women cease use [4]. A recent case-control anal-
ysis of risk factors for breast cancer in Australian women (controlling for other confounding
factors) has also demonstrated broadly comparable findings [12]. Recently, the number of
MHT attributable cancers in Australia was estimated using overall and long term MHT expo-
sure based on the 2004-5 National Health Survey, and it was estimated that 453 breast cancers
were attributable to combined MHT in 2010 [13].

Bioidentical hormones are defined as chemical substances that are identical in molecular
structure to human hormones [14]. ‘Bioidentical hormone therapy’ (BHT) is a term generally
used to describe plant-derived, hormone formulations (most commonly combinations of pro-
gesterone and 17 oestradiol, oestrone or oestriol) specifically compounded for an individual.
In the context of safety concerns about MHT (especially for long term duration use),BHT has
been promoted as a more natural and safer alternative for relieving menopausal symptoms, but
it has been noted that the safety and efficacy of compounded hormone products has not been
extensively evaluated in large scale randomised trials [15]. A 2008 South Australian survey of
women reported current and past use of ‘bioidentical imported hormonal mixtures com-
pounded by chemists in troches or creams’ by 6.9% of women > 50 years old [16], but no
national data on prevalence of BHT use in Australia are available.

Therefore the aim of the current study was to provide recent prevalence estimates for MHT
and BHT use by 5-year age groups, in Australian women 50-69 years of age. We did this via a
national, population based survey, the LADY (Learning how Australians Deal with menopause
sYmptoms) study.

Materials and Methods

The LADY study is a cross-sectional, national study for females 50-69 years of age. Eligible
women (i.e. women aged 50-69 years) resident in Australia were sampled from the Medicare
enrolment database of the Department of Human Services (formerly Medicare Australia),
which is Australia’s national healthcare insurance scheme. From the end of January 2013 until
the end of February the Department of Human Services sent women an invitation letter, an
information sheet and consent form, and a 37-item questionnaire. The questionnaire assessed
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demographic and lifestyle characteristics, medical information, past and current use of MHT,
BHT, and other menopausal therapies. Forms were returned to the study coordinating centre
at Cancer Council NSW. Women who returned completed consent forms and questionnaires
were considered to be participants and were allocated study numbers. Data were de-identified.

Information collected about use of MHT included ever use, current use, total duration of
use, the name of the most recently used proprietary preparation and duration of its use. Ques-
tions on MHT use and type were based on previously validated questions [17], although some
questions were updated to take into account the range of currently available formulations.
Based on their constituents, MHT preparations were grouped as: oestrogen-only; oestrogen-
progestagen combinations; progestagen-only; tibolone; “other” [including hormonal prepara-
tions for local use and use of more than one type of MHT (systemic, local or combination of
both)]; and “unknown”. BHT was defined in the questionnaire as “natural/bioidentical hor-
mones custom-made for you by a compounding pharmacist”. Information collected about use
of BHT included ever use, current use, total duration of use, reasons for use and whether MHT
was used prior to BHT. The questionnaire also assessed whether participants had undergone a
hysterectomy and if so their age at hysterectyomy.

An age-stratified, random sampling method was used, whereby women were randomly
sampled within 5-year age groups (50-54, 55-59, 60-64 and 65-69 years). Sample size esti-
mates were based on the relative proportions of MHT prevalence by 5-year age group reported
in the National Health Survey [9] and a 2% prevalence of current use of BHT in women aged
50-54 was used for sample size estimates as a conservative assumption. This gave a minimum
precision of +/-1.25% for age-specific estimates by 5-year age group based on the assumed
prevalence of BHT. A sample size of 3,425 women was estimated to be required and a total of
20,000 women from all Australian States were invited to participate. The response rate was cal-
culated from returned questionnaires and returned opt-out forms. Prevalence and 95% confi-
dence intervals for MHT and BHT use were estimated using the Wald method. Women with
missing data were excluded from relevant prevalence estimates (missing data was 4% or less)
but for completeness all participants in each age category were reported. To obtain population-
weighted estimates for women aged 50-69 years the age-specific prevalence estimates were
weighted to 2012 Australian midyear population estimates using the population proportion in
each age group [18].

Ethical approval for the LADY study was obtained from the Cancer Council NSW Human
Research Ethics Committee on the 19th December 2011, project reference number 256.

Results

A total of 4,428 women (22.1%) returned a consent form and a completed questionnaire and
1,656 (8.3%) returned an opt-out form, resulting in an overall response rate of 22.1% for com-
pleted forms and 30.4% for all respondents. Thirty-nine participants did not provide enough
details to calculate their age or were above 69 years of age and therefore the analysis was
restricted to the remaining 4,389 participants who returned completed questionnaires. Demo-
graphic characteristics of participants are presented in Table 1 and characteristics of the female
Australian population from the 2011 Census are also presented for comparison. In general,
participants in the study were broadly comparable with the Australian female population of
the same age for levels of education, marital status and employment status. For example, the
proportion of LADY study participants with year 12 (final year of high school) or equivalent
qualifications for age groups 50-54, 55-59, 60-64 and 65-69 years were 12% (95%CI 10-14),
10% (95%CI 8-12), 11% (95%CI 9-13) and 11% (95%CI 10-13), respectively and the respec-
tive proportions for women in the general Australian population were 13%, 12%, 12%, 11%
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Table 1. Summary of key demographic characteristics of LADY study participants compared to female population data from the 2011 Census.

Indicator

Country of
Birth
Remoteness
Oof
Residence

Highest
Qualifications

Marital
Status

Employment
Status

Classes

Australia

Overseas

Major city

Inner regional
Outer regional + remote +
very remote
No school certificate
Year 10 or equivalent
Year 12 or equivalent
Certificate/Diploma

University degree or
higher

Married
Never Married
Separated
Divorced
Widowed
In labour force
Not in labour force

Australian population
Proportion in %
Age Groups (years)
50— 55— 60— 65—
54 59 64 69

64 64 62 62
31 31 33 32
68 67 66 65
20 21 22 23
12 12 12 12

© 12 18 24
26 28 27 31
13 12 12 11
22 23 17 17
21 19 15 12

63 65 65 63

11 8 5 4
5 4 4 3
18 18 17 15
3 5 9 15
74 63 41 17

22 33 54 77

50-54
(n = 962)
74 (70.8-76.3)
26 (23.6-29.1)
60 (56.8-63.0)
24 (21.2-26.6)
15 (12.7-17.3)

8 (6.5-10.0)
19 (16.8-21.8)
12 (10.1-14.3)
27 (24.7-30.4)
33 (29.6-35.6)

70 (66.9-72.7)
16 (13.8-18.5)
4(2.6-5.1)

9 (7.1-10.7)
1(0.6-2.1)
84 (81.9-86.5)
14 (12.0-16.4)

LADY participants

% (95%Cl)*
Age Groups (years)
55-59 60-64
(n =824) (n = 928)
76 (72.9-78.8) 75 (72.0-77.6)
24 (21.1-26.9) 25 (22.3-27.9)
58 (54.4-61.1) 57 (54.0-60.4)
24 (21.6-27.5) 25 (22.2-27.8)
15 (12.7-17.6) 15 (12.4-16.9)

11 (10.9-13.1)
22 (19.4-25.0)
10 (7.6-11.6)

27 (23.8-19.8)
30 (27.0-33.2)

65 (61.9-68.4)
17 (14.9-20.1)
4 (2.8-5.5)

10 (7.5-11.5)
4 (2.5-5.1)
70 (67.3-73.5)
29 (25.3-31.5)

14 (12.0-16.5)
25 (22.4-28.0)
11 (8.6-12.5)

20 (17.4-22.5)
30 (26.8-32.7)

68 (65.1-71.1)
10 (7.9-11.7)
3(2.1-4.4)

13 (11.2-15.6)
6 (4.0-7.0)

45 (41.0-47.4)
54 (51.2-57.6)

65-69
(n = 1675)
72 (69.5-73.9)
28 (26.0-30.3)
56 (53.7-58.5)
26 (24.0-28.3)
16 (14.1-17.6)

12 (10.8-13.9)
31 (28.5-33.0)

11 (9.8-12.8)
20 (17.8-21.6)
22 (20.0-24.0)

68 (66.3-70.7)
3(2.4-4.1)
2 (1.6-3.0)
12 (9.9-13.0)
12 (9.9-13.0)
17 (15.4-19.1)
82 (79.7-83.4)

*Missing values are excluded from proportions reported but were less than 3%

doi:10.1371/journal.pone.0146494.t001

(although it should be noted that the proportion of women in their late sixties with no school
certificate was lower in the study than observed in the population). Study participants were
somewhat more likely to be born in Australia (the questionnaire was provided only in the
English language) and slightly less likely to reside in major cities.

For all women aged 50-69 years, the population-weighted prevalence of ever use of MHT
was 37% (95%CI 36-39). When considering ever use in specific age groups, 20%, 33%, 47%,
and 57% of women in the age groups 50-54, 55-59, 60-64 and 65-69 years, respectively,
reported being ever users of MHT (Table 2). For all women aged 50-69 years, the population-
weighted prevalence of current use was 13% (95%CI 12-14). When considering current use in
specific age groups, the prevalence was 11% in the 50-54 year age group, 14% in the 55-59 and
60-64 year age groups, and 11% in women aged 65-69 years (Table 2). In terms of duration of
use, overall, for women aged 50-69 years, the estimated proportion using MHT for <5 years
was 27% of current users [population-weighted prevalence 4% (95%CI 4-5)] and the estimated
proportion using MHT for >5 years was 73% of current users [population-weighted prevalence
9% (95%CI 8-10)]. As expected the proportion of long term current users increased with age;
83% and 93% of current users aged 60-64 and 65-69 years, respectively, had used MHT
for > 5 years.

The predominant type of MHT that current users reported using was oestrogen-only, fol-
lowed by oestrogen-progestagen therapy, other (defined as use of more than one type of MHT
and/or oestrogen-only therapy for localised use), tiboloneand progestagen-only MHT; their
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Table 2. Prevalence, type and duration of MHT in current, past and ever users in 5-year age groups and population-weighted proportions for par-
ticipants 50—69 years of age in the LADY study.

AGE GROUPS (Years)
50-54 55-59 60-64 65-69 TOTAL 50-69'
N %(95%Cl)? N %(95%Cl)? N %(95%Cl)? N %(95%Cl)? N %(95%Cl1)?3#
Total Participants 962 824 928 1675 4389
Never used MHT 763 79.3 (76.8— 550 66.7 (63.5— 484 52.2 (48.9— 712 42.6 (40.2— 2509 62.2 (60.7—
81.9) 70.0) 55.4) 45.0) 63.6)
CURRENT USERS
Any current MHT 110 11.4 (9.4-134) 119 14.4 (12.0- 134 14.4 (12.2— 184 11.0(9.5-12.5) 547 12.9 (11.8-
16.8) 16.7) 13.9)
MHT by TYPE
Oestrogen (systemic) 37 3.8 (2.6-5.1) 47 5.7 (4.1-7.3) 56 6.0. (4.5-7.6) 100 6.0 (4.8-7.1) 240 5.3 (4.6-6.0)
Oestrogen 34 3.5(2.4-4.7) 33 4.0 (2.7-5.3) 28 3.0 (1.9-4.1) 31 1.9 (1.2-2.5) 126 3.2 (2.6-3.8)
+Progestagen
Progestagen (systemic) 4 0.4 (0-0.4) 1 0.1 (-0.1-0.4) 1 0.1 (-0.1-0.3) 1 0.1 (-0.1-0.2) 7 0.2 (0-0.3)
Tibolone 12 1.2 (0.5-1.9) 13 1.6 (0.7-2.4) 22 2.4 (1.4-3.3) 14 0.8 (0.4-1.3) 61 1.5(1.1-1.9
Other* 22 2.3(1.3-3.2) 23 2.8(1.7-391) 25 2.7 (1.7-3.7) 36 2.2 (1.5-2.8) 106 2.5 (2.0-3.0)
Do not recall 1 0.1 (-0.1-0.3) 2 0.2 (-0.1-0.6) 2 0.2 (-0.1-0.5) 2 0.1(0-0.3) 7 0.2 (0.0-0.3)
MHT DURATION
<5 year 71 7.4 (5.7-9.0) 40 4.9 (3.4-6.3) 22 2.4 (1.4-3.3) 12 0.7 (0.3-1.1) 145 4.2 (3.5-4.9)
>5 years 38 4.0 (2.7-5.2) 78 95(75-115) 111 12.0(9.9-14.0) 172 10.3(8.8-11.7) 399 8.6 (7.7-9.5)
PAST USERS
Any past MHT 79 8.2 (6.5-9.9) 147 17.8 (15.2— 301 32.4 (29.4— 763 45.6 (43.2— 1290 24.0 (22.8—
20.5) 35.4) 47.9) 25.2)
MHT by TYPE
Oestrogen (systemic) 24 2.5(1.5-3.5) 41 5.0 (3.5-6.5) 84 9.1 (7.2-10.9) 255 15.2 (13.5— 404 7.3 (6.5-8.0)
16.9)
Oestrogen 9 0.9 (0.3-1.5) 23 2.8 (1.7-3.9) 16 1.7 (0.9-2.6) 38 2.3 (1.6-3.0) 86 1.9 (1.5-2.3)
+Progestagen
Progestagen (systemic) 8 0.8 (0.3-1.4) 7 0.8 (0.2-1.5) 15 1.6 (0.8-2.4) 31 1.9 (1.2-2.5) 61 1.2 (0.9-1.6)
Tibolone 9 0.9 (0.3-1.5) 6 0.7 (0.1-1.3) 30 32(2.1-4.4) 24 1.4 (0.9-2.0) 69 1.5 (1.2-1.9)
Other* 6 0.6 (0.1-1.1) 9 1.1 (0.4-1.8) 18 1.9 (1.1-2.8) 67 4.0 (3.1-4.9) 100 1.7 (1.4-2.1)
Do not recall 23  24(14-34) 61 7.4(56-9.2) 138 14.9 (12.6- 348 20.8 (18.8— 570 10.4 (9.5-11.2)
17.2) 22.7)
MHT DURATION
<5 years 68 7.1 (5.4-8.7) 102 12.4 (10.1- 158 17.0 (14.6— 293 17.5 (15.7— 621 12.9 (11.9-
14.6) 19.4) 19.3) 14.0)
>5 years 10 1.0 (4.0-1.7) 44 5.3 (3.8-6.9) 139 15.0 (12.7- 457 27.3 (25.2— 649 10.7 (9.9-11.6)
17.3) 29.4)
EVER USERS®
Any MHT 195 20.3 (17.7- 273 33.1 (29.9- 437 47.1 (43.9- 955 57.1 (54.7— 1860 37.4 (36.0—
22.8) 36.3) 50.3) 59.5) 38.9)
MHT by TYPE
Oestrogen (systemic) 62 6.4 (4.9-8.0) 91 11.0(8.9-132) 140 15.1 (12.8— 358 21.4 (19.4— 651 12.7 (11.7-
17.4) 23.4) 13.7)
Oestrogen 43 4.5 (3.2-5.8) 57 6.9 (5.2-8.7) 44 4.7 (3.4-6.1) 69 4.1 (3.2-5.1) 213 5.1 (4.4-5.8)
+Progestagen
Progestagen (systemic) 12 1.2 (0.5-1.9) 8 1.0 (0.3-1.6) 17 1.8 (1.0-2.7) 33 2.0 (1.3-2.6) 70 1.5 (1.1-1.8)
Tibolone 22 2.3(1.3-3.2) 18 2.2(1.2-3.2) 52 5.6 (4.1-7.1) 38 2.3 (1.6-3.0) 130 3.1 (2.5-3.6)
Other* 28 2.9 (1.8-4.0) 33 4.0 (2.7-5.3) 44 4.7 (3.4-6.1) 105 6.3 (5.1-7.4) 210 4.3 (3.7-4.9)
(Continued)
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Table 2. (Continued)

N
Do not recall 21
MHT DURATION
<5 year 142
>5 years 48

AGE GROUPS (Years)
50-54 55-59 60-64 65-69 TOTAL 50-69'
%(95%Cl)? N %(95%Cl)2 N %(95%Cl)? N %(95%Cl)2 N %(95%Cl)*3#
22(1.3-31) 57 69(52-87) 131 14.1 (11.9- 318 19.0 (17.1- 527 9.6 (8.8-10.5)
16.4) 20.9)
148 (125- 143  17.4(148- 180  19.4(16.9- 307 18.4 (16.5— 772 17.3 (16.1-
19.9) 21.9) 20.2) 18.5)
5.0(3.6-6.4) 122  148(124- 250  26.9 (24.1— 629 37.6(35.3- 1049  19.3 (18.2-
17.2) 29.8) 39.9) 20.5)

' Age-standardised prevalence estimates provided for women aged 50-69 years.

2 Missing values have been excluded from the proportions reported but were 4% or less.

3 Note: 3 participants stated having a levonorgestrel IUD (progesterone-releasing IUD, generally used for contraceptive purposes) but reported taking no
other MHT preparation. These women have not been included under MHT user

4Other: MHT for local use and combination of the different MHT types

5Twenty three women did not specify whether they had stopped using MHT and were classified as ever users.

doi:10.1371/journal.pone.0146494.t002

relative proportions were 44%, 23%, 19%, 11% and 1%, respectively (missing/do not recall:
2%). In current users, the relative proportion of oestrogen-only users was 34% in women aged
50-54 years (4% of all participants in this age group) and 54% in those aged 65-69 years (6% of
all participants in this age group). Conversely, use of combined oestrogen-progestagen prepa-
rations was 31% in current users in the 5054 year group (4% of all participants in this age
group) and 17% in the 65-69 year group (2% of participants in this age group).

Of all current users, 57% reported that they had an intact uterus and 43% reported having a
hysterectomy. In women with an intact uterus, the predominant MHT types in current users
were combination MHT (39%), oestrogen-only MHT (20%), and tibolone (14%). Use of oes-
trogen-only MHT reported by current users with an intact uterus was 15%, 16%, 19%, 26% of
women aged 50-54, 55-59, 60-64, 65-69 years, respectively. In hysterectomised current users,
oestrogen-only MHT (77%) and tibolone (7%) were the predominant types reported with only
2% of women reporting use of combination MHT (Fig 1). In the LADY study cohort, the popu-
lation-weighted estimate of women with hysterectomy was 26% (95%CI 25-27) and the age-
specific estimates of hysterectomy prevalence were 19%, 23%, 31%, 35% for women 50-54, 55—
59, 60-64 and 65-69 years, respectively.

Overall, the population-weighted estimate of use of BHT in women aged 50-69 years was
6% (95%CI 6-7), and for current use of BHT was 2% (95%CI 2-3) (Table 3). In current users,
based on small numbers, prevalence of BHT use was 3% in women 50-54 years, and 1% in
women aged 65-69 years. A total of 5% of current users (n = 12) reported that they had
switched from MHT to BHT. Based on reported current use of MHT and BHT combined, the
overall population-weighted prevalence for women 50-69 years was estimated to be 15% (95%
14-16).

Discussion

The current study is one of the few sources of national data on prevalence of MHT use in Aus-

tralia in the last decade. To our knowledge, this is the first national study to evaluate the preva-
lence of MHT use according to both the duration of use and the type of MHT, and considering
whether or not women reported having had a hysterectomy. Taking into account differences in
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100% 1% (unknown) 1% (unknown)
90% 12.5% (othen)t
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doi:10.1371/journal.pone.0146494.g001

Table 3. Prevalence of BHT in current and ever users by 5 year age groups and weighted prevalence in participants 50-69 years of age in the
LADY study.

AGE GROUPS (years)

50-54 55-59 60-64 65-69 50-69
N %(95%Cl)* N %(95%Cl)* N %(95%Cl)* N %(95%Cl)* N %(95%Cl)*+
Participants 962 824 928 1675 4389
Never used BHT 877 91.4 (89.6-93.1) 758 92.0 (90.1-93.8) 858 92.5 (90.8-94.2) 1555 92.8 (91.6-94.1) 4048 92.1 (91.2-92.9)
CURRENT USERS
BHT 31 3.2 (2.1-4.3) 20 2.4 (1.4-3.5) 14 1.5 (0.7-2.3) 22 1.3 (0.8-1.9) 872.2(1.7-2.7)
PAST USERS
BHT 36 3.8 (2.5-5.0) 34 4.1 (2.8-5.5) 39 4.2 (2.9-5.5) 56 3.3 (2.5-4.2) 165 3.9 (3.3-4.5)
EVER USERS'
BHT 67 7 (5.4-8.6) 56 6.8 (5.1-8.5) 55 5.9 (4.4-7.4) 80 4.8 (3.8-5.8) 258 6.2 (5.5-7.0)

*Missing values were excluded from proportions reported but were less than 3%.
1 Age-standardised prevalence estimates (population-weighted prevalence) provided for women aged 50—69 years.
Six women did not report whether they had stopped using BHT and were classified as ever users only.

doi:10.1371/journal.pone.0146494.t003

PLOS ONE | DOI:10.1371/journal.pone.0146494 March 23, 2016 7/12



" ®
@ ’ PLOS ‘ ONE Use of Menopausal Hormone Therapy in Australia

30 30%
e A
25 25%
° T 2001 - National Health Study*®
2 2004 - Taylor et al'®«
20 20% %D 2005 Nati *%5
& = — National Health Study
2 » . 2 2008 — MacLennan et al}'®
s 12 " 15% 8 2010- Peng et al#"
o * A ., S 2013-LADY study*
. 10% £ 2014 - Gartoulla et al=™
X
5 5% o
=i
2
0 0% p-.
2001 2004 2005 2008 2010 2013 2014
Year

Il Absolute % of women using MHT 25y @ Prevalence

Fig 2. Summary of findings for prevalence of current MHT use and absolute percentage of MHT users who reported use for >5 years, over the
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doi:10.1371/journal.pone.0146494.9002

the age range of women surveyed, our finding for the overall prevalence of current MHT use in
women aged 50-69 years of 13% is broadly similar to the 11% prevalence in women aged
>45years reported in the National Health Survey of 2004-5 [8]. Our findings for overall preva-
lence of use of MHT are also comparable to other previous Australian studies. Data on preva-
lence of MHT was reported by a study investigating the use of complementary and alternative
medicines for menopausal symptoms [10], which found that 12.18% of surveyed women aged
40-65 years in 2014 used MHT. Similarly, in another 2010 study collecting data on women’s
health [11] the prevalence of MHT reported for women aged 59-64 years was 12%. In South
Australia, current use of MHT in women aged 50-69 years was reported as 15.2% in 2008 [16].
Although differences in the age ranges and survey methods must be taken into account, taken
together, these findings suggest that the overall prevalence of current use of MHT in women in
their fifties and sixties has stabilised at around 12-15% over the past decade, following an initial
rapid fall in use which occurred between 2001 and 2005 (Fig 2).

The reasons underlying the finding of a stable prevalence of overall MHT use in Australia
since about 2005 are unknown, but a component may beongoing use in women with moderate
to severe menopausal symptoms. Following publication of the initial results from the WHI tri-
als, regulatory authorities in many countries, including Australia, revised their regulations to
recommend the use of MHT for the shortest period of time and at the lowest possible dose, to
limit its use to women with moderate or severe symptoms, and to advise against the use of
MHT to prevent chronic disease [3,4]. In our study, 9% of all participants in 2013 (73% of cur-
rent MHT users) reported MHT use for >5 years. Similarly, 8% of all participants in the
National Health Survey in 2004-5 aged 45-64 years (59% of current users of the same age)
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reported use for >5 years. By contrast, the National Health Survey in 2001 found that 17% of
all participants aged 50-69 years (63% of current users in that survey) reported use of MHT for
>5 years [9]. Although these studies cannot be directly compared due to some differences in
age range and methods, collectively the data suggest that the prevalence of long-duration use of
MHT decreased substantially, almost halving, from 2001 to 2005, but has remained at broadly
similar levels from 2005 to 2013 (Fig 2). The lower absolute proportion of current long dura-
tion (>5 years) users in 2013 compared to that in 2001 suggests more targeted use of MHT.
However, our finding that three-quarters of all users have been using MHT for 5 years or

more, which corresponds to 9% of all women in their fifties and sixties using MHT for longer
durations, is important because MHT-related risks, particularly the risk of developing breast
cancer, increase with increasing duration of use [4,12]. Although the decision to use MHT is
made by each woman in consultation with her practitioner, and we were not able in the context
of a survey such as this to assess the risk/benefit assessments occurring at an individual level
which underpin our results, these findings do emphasise the continued need for vigilance in
relation to MHT use, particularly long term use.

For women with an intact uterus, systemic oestrogen-only MHT was the second most used
type (20%) after combination MHT (39%). In women with a uterus, oestrogen-progestagen
formulations have been predominantly used instead of oestrogen-only MHT because of the
protective effect of progestagen against endometrial hyperplasia and cancer. An independent
review of the worldwide evidence on MHT from trials and observational studies [4], reported a
relative risk of breast cancer in current versus never-users of oestrogen-only MHT of 1.2 (95%
CI 1.1-1.4) after 5 years and 1.3 (95%CI 1.2-1.5) after 10 years of use in comparison to 1.6
(95%CI 1.5-1.7) and 2.2 (95%CI 2.0-2.4) respectively, for oestrogen-progestagen MHT. Use of
combination MHT is associated with greater relative risks of breast and ovarian cancer than
oestrogen-only MHT, but does not increase the risk of endometrial cancer for women with a
uterus [20]. However, it has been estimated that for women with an intact uterus, the combined
risk of breast, endometrial and ovarian cancer after around 5 years of oestrogen-progestagen
MHT is greater than that associated with 5 years of oestrogen-only MHT [21,22].

Although it contains largely similar chemical constituents, BHT is not subject to the same
regulatory controls as MHT and safety issues have been raised regarding its use, [15,23]. We
found that the prevalence of current use of BHT was 2% and ever use was 6%. The latter is con-
sistent with the findings of a study from South Australia [16] which reported that BHT
accounted for 6.9% of products ever used for menopausal symptoms, although the number of
women who identified what therapy (MHT, BHT, herbal or other) they were taking was small
(n=111). Reports of BHT use outside Australia often originate from the US. A recent study
used two on-line surveys to access BHT among women [24]. In the first survey (n = 801), 2%
of women aged 45-60 years old reported use of compounded BHT and in the second survey
(n=1771) 21% of women aged 40 years or older reported ever use of BHT. For both surveys,
however, participants were invited from an opt-in panel of survey takers instead of a random
population-based sample and therefore findings cannot be generalised to the US population. In
another US study, 20% of respondents (n = 184) reported being ever users of BHT and 14%
were current users [25]. Women surveyed in this US study were attending a women’s health
clinic and menopausal centre where prevalence of BHT use is likely to be higher than the gen-
eral population. Therefore, to our knowledge, our study is one of the first studies to assess BHT
prevalence at a national level in any country using a population-based sample.

The current study has a number of strengths, including its relatively large sample size, the
random selection of women invited to participate, the use of validated MHT-related questions
and collection of data across all Australian states. A number of limitations should be borne in
mind when interpreting the findings. First, the participation rate for completed questionnaires
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was 22% and therefore the observed prevalence rates may not be generalisable to all Australian
women. However, there was a broad agreement in relation to several demographic characteris-
tics between LADY study participants and the general female Australian population in the
specified age groups, indicating reasonable representativeness of the study population. A sec-
ond limitation is that we used self-reported data on MHT and BHT use. It should be noted,
however, that data from the Pharmaceutical Benefits Scheme (a government program provid-
ing subsidised prescription drugs) were unsuitable for estimating overall use of MHT because
several formerly commonly used combined MHT preparations are no longer included and
because Pharmaceutical Benefits Scheme data on MHT use is based on prescription numbers
rather than the number of users. Likewise, MHT utilisation data from the Australian Statistics
on Medicine report [26] were also unsuitable because they are based on prescription numbers
obtained by combining Pharmaceutical Benefits Scheme data with survey data from a sample
of community pharmacies, and therefore figures are not the total number of all MHT prescrip-
tions issued in Australia. In regard to BHT, use can only be assessed from self-reported data
because prescriptions are not captured by routinely collected databases.

We found that the population-weighted estimate of women with hysterectomy in the LADY
study was 26% and the age-specific estimates were 19%, 23%, 31% and 35% for women aged
50-54, 55-59, 60-64 and 65-69 years, respectively. These findings are consistent with data
from the 2004-5 National Health Survey which indicate that 23% of women aged 45-64 years
and 33% of women aged >65 years reported having a hysterectomy [8] and support the repre-
sentativeness of the cohort in relation to the general population. The proportion of the sampled
population with a prior hysterectomy could potentially impact both the overall estimated prev-
alence of MHT (or BHT) use, and the estimated overall prevalence by MHT type. We found
that oestrogen-only MHT was used by the majority of women (77%) who had a prior hysterec-
tomy and that overall, 44% of current users reported using oestrogen-only MHT. Data from
the 2011 Australian Statistics on Medicine report [26] also show systemic oestrogen-only prep-
arations accounting for the majority of MHT prescriptions and estimated the proportion of
oestrogen-only prescriptions as 35%. Although these two results cannot be directly compared
given the differences in methods, timing and sampling frames, this broad consistency with our
finding that oestrogen-only MHT is the most commonly used type is reassuring.

In conclusion, results from the current study interpreted in relation to prior studies, indicate
that overall use of MHT in women in their fifties and sixties in Australia has largely stabilised
at 12-15% over the last decade, following the substantial drop in MHT use reported from 2001
to 2005. However, almost three-quarters of current users reported use of MHT for >5 years,
indicating prolonged exposure and consequent health risks. These findings provide a new
benchmark of MHT use in Australia; because of the complex safety profile of MHT, continued
monitoring of its use within the population seems warranted.

Acknowledgments

We would like to thank all women who participated in the LADY study; their contribution is much
appreciated. We would also like to thank Elle McGlynn for her help in co-ordinating the study, Sar-
sha Yap and Katie Armstrong for organising data entry and scanning and Barbara Reen, Ed Bene-
cke, Susan Marista, and Glynis Craigen for their help with administering the study.

Author Contributions

Conceived and designed the experiments: KC LSV. Performed the experiments: LSV. Analyzed
the data: LSV EHT. Contributed reagents/materials/analysis tools: US. Wrote the paper: LSV
KC. Critically reviewed the paper: EB FS US EHT.

PLOS ONE | DOI:10.1371/journal.pone.0146494 March 23, 2016 10/12



@ PLOS | one

Use of Menopausal Hormone Therapy in Australia

References

1.

10.

11.

12

13.

14.

15.

16.

17.

18.

19.

20.

Maclennan AH, Broadbent JL, Lester S, Moore V. Oral oestrogen and combined oestrogen/progesto-
gen therapy versus placebo for hot flushes. Cochrane Database Syst Rev. 2004; 4: CD002978. PMID:
15495039

Australian Drug Evaluation Committee. ADEC summary statement on HRT. 2004. Australian Govern-
ment Department of Health and Ageing, Therapeutic Goods Administration, Canberra.

United States Department of Health and Human Services Food and Drug Administration.Guidance for
industry. Noncontraceptive estrogen drug products for the treatment of vasomotor symptoms and vul-
var and vaginal atrophy symptoms—recommended prescribing information for health care providers
and patient labelling. Drafts Guidance. Accessed Feb 2016. http://www.fda.gov/downloads/drugs/
guidancecomplianceregulatoryinformation/guidances/ucm075090.pdf

UK Medicines and Healthcare products Regulatory Agency (UKMHRA).Drug safety update. Hormone-
replacement therapy: updated advice. 2007. Accessed Feb 2016. http://www.mhra.gov.uk/home/
groups/plp/documents/websiteresources/con2032228.pdf

Rossouw JE, Anderson GL, Prentice RL, LaCroix AZ, Kooperberg C, Stefanick ML, et al. Risks and
benefits of estrogen plus progestin in healthy postmenopausal women: principal results From the
Women's Health Initiative randomized controlled trial. JAMA 2002; 288: 321-333. PMID: 12117397

Canfell K, Banks E, Moa AM, Beral V. Decrease in breast cancer incidence following a rapid fall in use
of hormone replacement therapy in Australia. Med J Aust. 2008; 188: 641-644. PMID: 18513172

Canfell K, Banks E, Clements M, Kang YJ, Moa A, Armstrong B,et al. Sustained lower rates of HRT pre-
scribing and breast cancer incidence in Australia since 2003. Breast Cancer Res Treat. 2009; 117:
671-673. doi: 10.1007/s10549-009-0331-3 PMID: 19219631

Australian Bureau of Statistics. National Health Survey: summary of results, Australia, 2004-05.Can-
berra: ABS, 2006. (ABS Cat. No. 4364.0.). Accessed Feb 2016. http://www.ausstats.abs.gov.au/
ausstats/subscriber.nsf/0/3B1917236618A042CA2511F00185526/$File/43640_2004-05.pdf

Australian Bureau of Statistics. National Health Survey: summary of results, Australia, 2001.Canberra.
(ABS Cat. No. 4364.0.). Accessed Feb 2016. http://www.ausstats.abs.gov.au/ausstats/subscriber.nsf/
0/90A3222FAD5E3563CA256C5D0001FDID/$File/43640_2001.pdf

Gartoulla P, Davis SR, Worsley R, Bell RJ. Use of complementary and alternative medicines for meno-
pausal symptoms in Australian women aged 40-65 years. Med J Aust 2015; 203: 146-146e.7. PMID:
26224187

Peng W, Adams J, Hickman L, Sibbritt DW. Complementary/alternative and conventional medicine use
amongst menopausal women: Results from the Australian Longitudinal Study on Women's Health.
Maturitas 2014; 79: 340-342. doi: 10.1016/j.maturitas.2014.08.002 PMID: 25190368

Salagame U, Banks E, Sitas F, Canfell K. Menopausal Hormone Therapy use and breast cancer risk in
Australia: Findings from the New South Wales Cancer Lifestyle and EvAluation of Risk (CLEAR) study.
IntJ Cancer. 2015 Nov 24. [Epub ahead of print]

Jordan SJ, Wilson LF, Nagle CM, Green AC, Olsen CM, Bain CJ, et al. Cancers in Australiain 2010
attributable to and prevented by the use of combined oral contraceptives. Aust N Z J Public Health
2015; 39:441-5. doi: 10.1111/1753-6405.12444 PMID: 26437729

Whelan A, Jurgens T, Trinacty M. Defining bioidentical hormones for menopause-related symptoms.
Pharmacy Practice 2011; 9: 16-22. PMID: 25132885

NPS MedicineWise website. Therapeutic choices for menopausal symptoms. Accessed Feb 2016.
http://www.nps.org.au/publications/health-professional/prescribing-practice-review/2009/nps-
prescribing-practice-review-47

MacLennan AH, Gill TK, Broadbent JL, Taylor AW. Continuing decline in hormone therapy use: popula-
tion trends over 17 years. Climacteric 2009; 12: 122—30. doi: 10.1080/13697130802666251 PMID:
19259854

Banks E, Beral V, Cameron R, Hogg A, Langley N, Barnes |, et al. Agreement between general practice
prescription data and self-reported use of hormone replacement therapy and treatment for various ill-
nesses. J Epidemiol Biostat. 2001; 6: 357-63. PMID: 12036270

Australian Bureau of Statistics. Australian Demographic Statistics, June 2012. Population by Age and
Sex Tables. http://www.abs.gov.au/AUSSTATS/abs @ .nsf/DetailsPage/3101.0Jun%202012?
OpenDocument

Taylor AW, MacLennan AH, Avery JC. Postmenopausal hormone therapy: who now takes it and do
they differ from non-users? Aust N Z J Obstet Gynaecol 2006; 46: 128—135. PMID: 16638035

Banks E. Menopausal hormone therapy: a safety perspective. In Harrison Woolrych M (ed). Medicines
for Women. Springer. 2014.

PLOS ONE | DOI:10.1371/journal.pone.0146494 March 23, 2016 11/12


http://www.ncbi.nlm.nih.gov/pubmed/15495039
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm075090.pdf
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm075090.pdf
http://www.mhra.gov.uk/home/groups/plp/documents/websiteresources/con2032228.pdf
http://www.mhra.gov.uk/home/groups/plp/documents/websiteresources/con2032228.pdf
http://www.ncbi.nlm.nih.gov/pubmed/12117397
http://www.ncbi.nlm.nih.gov/pubmed/18513172
http://dx.doi.org/10.1007/s10549-009-0331-3
http://www.ncbi.nlm.nih.gov/pubmed/19219631
http://www.ausstats.abs.gov.au/ausstats/subscriber.nsf/0/3B1917236618A042CA2511F00185526/$File/43640_2004-05.pdf
http://www.ausstats.abs.gov.au/ausstats/subscriber.nsf/0/3B1917236618A042CA2511F00185526/$File/43640_2004-05.pdf
http://www.ausstats.abs.gov.au/ausstats/subscriber.nsf/0/90A3222FAD5E3563CA256C5D0001FD9D/$File/43640_2001.pdf
http://www.ausstats.abs.gov.au/ausstats/subscriber.nsf/0/90A3222FAD5E3563CA256C5D0001FD9D/$File/43640_2001.pdf
http://www.ncbi.nlm.nih.gov/pubmed/26224187
http://dx.doi.org/10.1016/j.maturitas.2014.08.002
http://www.ncbi.nlm.nih.gov/pubmed/25190368
http://dx.doi.org/10.1111/1753-6405.12444
http://www.ncbi.nlm.nih.gov/pubmed/26437729
http://www.ncbi.nlm.nih.gov/pubmed/25132885
http://www.nps.org.au/publications/health-professional/prescribing-practice-review/2009/nps-prescribing-practice-review-47
http://www.nps.org.au/publications/health-professional/prescribing-practice-review/2009/nps-prescribing-practice-review-47
http://dx.doi.org/10.1080/13697130802666251
http://www.ncbi.nlm.nih.gov/pubmed/19259854
http://www.ncbi.nlm.nih.gov/pubmed/12036270
http://www.abs.gov.au/AUSSTATS/abs@.nsf/DetailsPage/3101.0Jun%202012?OpenDocument
http://www.abs.gov.au/AUSSTATS/abs@.nsf/DetailsPage/3101.0Jun%202012?OpenDocument
http://www.ncbi.nlm.nih.gov/pubmed/16638035

@ PLOS | one

Use of Menopausal Hormone Therapy in Australia

21.

22,

23.

24,

25.

26.

Beral V, Reeves G, Bull D, Green J; for the Million Women Study collaborators. Breast cancer risk in
relation to the interval between menopause and starting hormone therapy. J. Natl Cancer Inst. 2011;
103, 1-10.

Beral V, Bull D, Reeves G; Million Women Study Collaborators. Endometrial cancer and hormone-
replacement therapy in the Million Women Study. Lancet 2005;365:

United States Department of Health and Human Services Food and Drug Administration, US. Report:
Limited FDA Survey of Compounded Drug Products. http://www.fda.gov/Drugs/
GuidanceComplianceRegulatoryinformation/PharmacyCompounding/ucm155725.htm

Pinkerton JV, Santoro N. Compounded bioidentical hormone therapy: identifying use trends and knowl-
edge gaps among US women. Menopause. 2015; 22:926-936. doi: 10.1097/GME.
0000000000000420 PMID: 25692877

Iftikhar S, Shuster LT, Johnson RE,Jenkins SM, Wahner-Roedler DL. Use of bioidentical compounded
hormones for menopausal concerns: cross-sectional survey in an academic menopause center. J
Womens Health (Larchmt). 2011; 20: 559-565.

Australian Statistics on Medicine. Pharmaceutical Benefits Scheme. 2011. ISBN: 978-1-74186-084-9.
http://www.pbs.gov.au/info/statistics/asm/asm-2011

PLOS ONE | DOI:10.1371/journal.pone.0146494 March 23, 2016 12/12


http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/PharmacyCompounding/ucm155725.htm
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/PharmacyCompounding/ucm155725.htm
http://dx.doi.org/10.1097/GME.0000000000000420
http://dx.doi.org/10.1097/GME.0000000000000420
http://www.ncbi.nlm.nih.gov/pubmed/25692877
http://www.pbs.gov.au/info/statistics/asm/asm-2011

