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4 SUMMARY

HRT

BENEFITS FOR THE RELIEF OF MENOPAUSAL SYMPTOMS

The available evidence clearly supports the efficacy of HRT for the treatment of vasomotor symptoms
in postmenopausal women. The benefits appear to be present across the Australian-approved dose
regimens of both combined oestrogen/progestogen therapy and oestrogen only therapy (with the
exception of nasal preparations of 100 ng oestradiol).

In general, HRT appears to have a beneficial effect upon urogenital symptoms and sexual dysfunction
associated with menopause. On the basis of the available evidence, vaginal preparations appear to be as
effective as oral HRT in the alleviation of vaginal symptoms.

The use of HRT appears to improve sleep, but it is not possible to determine if this improvement is
independent of the alleviation of vasomotor and urogenital symptoms.

The impact of HRT upon psychological wellbeing and general quality of life is less clear, but it is
important to note that baseline results for these outcomes largely fall within the age-specific normal range.

UNWANTED SIDE EFFECTS

There is level T and II evidence to indicate increased irregular bleeding with oral HRT compared with
placebo. This was the case for both oestrogen-only and oestrogen plus progestogen, particularly when
the latter was continuous. Increased bleeding also occurs with oestrogen-only transdermal administration,
other than with a low dose (25 pg). No transdermal oestrogen plus progestogen studies of bleeding were
available at the time of the review.

When considering the level T and IT evidence on balance, it is apparent that there is no effect of HRT on
weight gain.

HRT results in an increased likelihood of breast tenderness but no increase in fluid retention or migraine/
headache.

OTHER HEALTH BENEFITS

Colorectal cancer

Currently available evidence is ambiguous with respect to the effect of HRT use upon colorectal cancer.
Whilst evidence from observational studies suggests a risk reduction for both colon and rectal cancer
incidence, this benefit was not statistically confirmed in the two recent large randomised controlled

trials. However, both of these RCTs were conducted in an older patient population (~25% of the women
had used HRT prior to baseline in the two studies). On balance, a tendency toward a decreased risk is
apparent. There is insufficient information to determine differential effects of type, duration or recency of
therapy on colorectal cancer risk.
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Osteoporotic fracture

Good quality level I and level III-2 evidence suggests a reduced risk of fracture with HRT. Specifically,
the observational evidence indicates a reduced risk that is consistent across anatomical locations. Whilst
the evidence suggests that treatments with progestogen confer a greater protection, a direct comparison
may not be appropriate due to the different populations of women involved. The only study (level II1-2
evidence) to report fracture risk by duration of HRT use, found a benefit in > 2 years of use only.

Data from recent large RCTs (level II evidence) comparing combined HRT with placebo is inconsistent.
The WHI study showed a significant reduction in ‘other osteoporotic fractures’ but the results for hip
and vertebral fracture failed to reach statistical significance when fully adjusted. However, a more
recent updated analysis of this trial suggested that HRT conferred a benefit in reducing hip, vertebral
and peripheral fractures. This result is in contrast to the HERS study which showed no protective effect
against fractures at any location.

Any protective benefit that is present appears to be conditional upon continued use. Evidence from
past-users, shows that risk reduction is not maintained beyond 5 years after cessation of HRT.

Low potency oral and vaginal HRT appear not to offer a protective effect.

Cognition/dementia

Women in general

Interpretation of the evidence related to the effect of HRT upon cognition is difficult as studies enrol
different subjects and use a wide variety of tests to measure cognitive outcomes. On balance, the
evidence from existing systematic reviews and subsequent original studies fails to show a consistent
benefit of HRT upon cognition. Nevertheless, there are certainly isolated studies that show a positive
effect in some cognitive domains. There is level III evidence which suggests no change or a decreased
risk of dementia associated with use of HRT.

Women with dementia

Overall, there is a paucity of good quality evidence regarding the association between HRT and
cognitive function in women with dementia. The highest quality systematic review concluded that HRT
is not indicated for cognitive improvement or maintenance in women with dementia.

OTHER HEALTH RISKS

Breast cancer

Women without previous breast cancer

Evidence from high quality systematic reviews, updated with recent randomised controlled trials and
observational studies confirms an increased risk of breast cancer with HRT use. However, it is important
to recognise that the observed effect in both RCT and observational studies relies heavily upon data
from women who are older and/or who have been taking HRT for a longer duration. In contrast, there
was no apparent increase in risk amongst HRT-naive women exposed to a shorter duration of HRT use.
It is not possible to precisely determine the duration of therapy after which risk is elevated, but greater
than 2-5 years appears to be associated with significantly increased risk.

The currently available evidence suggests that the risk of breast cancer may diminish as time passes after
the cessation of HRT use.

There is some suggestion that the magnitude of the risk increase may be more pronounced with
combined oestrogen/progestogen therapy than oestrogen alone, however it is important to bear in
mind the differing populations receiving the different types of HRT. This may independently influence
this finding.

The magnitude of any increased risk should be considered in the context of the absolute risk of breast
cancer in this population.
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Women with previous breast cancer

Evidence summarised in a recent systematic review indicated no increase in breast cancer recurrence
with HRT use, but a reduction in breast cancer mortality. As this evidence is primarily from
observational studies, healthy user bias and in particular more regular medical follow-up of the women
receiving HRT, may have confounded the results. Furthermore, the evidence is primarily from women
with less severe previous breast cancer and therefore it is not clear if the results are generalisable to all
women with previous breast cancer.

Endometrial cancer

There is unequivocal evidence demonstrating an increased risk of endometrial cancer when oestrogen-
only HRT is used by women with an intact uterus. The magnitude of the risk elevation is large, and it
is closely related to the duration of oestrogen-only HRT use. Increased risk is still significantly present
amongst past users of oestrogen-only HRT. Some, but not all, studies suggest that the magnitude of risk
of endometrial cancer may diminish over time.

High quality evidence from RCTs shows no indication of an increased risk of endometrial cancer amongst
women with an intact uterus who used a continuous combined oestrogen/progestogen preparation.
However, evidence from observational studies is less consistent, with some case-control studies reporting
an elevation in risk of endometrial cancer with longer duration combined oestrogen/progestogen HRT.
Nevertheless, any elevation in risk of endometrial cancer that may be present with oestrogen/progestogen
combined therapy is smaller in magnitude than that observed with oestrogen alone.

Ovarian cancer

At the time of the current review there was no level I or II evidence available relating to ovarian cancer
risk. However, since then, ovarian cancer results from the WHI study (level II evidence) have become
available showing no increased risk (see Addendum A). Previous level III-2 evidence suggested an
increased risk of both ovarian cancer incidence and mortality with oestrogen-only HRT, that became
more pronounced with longer duration therapy.

Cardiovascular disease

Women in general

An existing high quality systematic review found no association between HRT and CVD incidence or
CVD death in women with no prior CVD. There is some level IIT evidence that oestrogen-only but not
combined HRT reduces the risk of CVD in this population. However, on balance, the evidence suggests
that HRT does not provide primary protection against CVD. At present, there is insufficient evidence to
determine the effects of different routes of administration or duration of HRT upon CVD.

Women with existing cardiovascular disease

There is level II evidence which indicates no association between risk of CVD death and oestrogen-only
or combined HRT in women with existing CVD. At present, there is insufficient evidence to draw any
conclusions regarding the effect of different types, administration or duration of HRT on CVD incidence
in this population.
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Coronary artery disease

Women in general

An existing systematic review and higher quality RCTs indicate that HRT has no impact upon the
likelihood of CAD events, although isolated observational studies do show some benefit. On balance,
the evidence suggests that HRT does not offer primary protection against CAD. At present, there is
insufficient evidence to determine the effects of different types, administration or duration of HRT upon
CAD.

Women with existing cardiovascular disease

Evidence from high quality randomised controlled trials, supported by observational studies, indicates
no benefit of HRT for the secondary prevention of CAD. In fact there is some suggestion from the
observational studies, that commencing HRT use subsequent to a myocardial infarction (MI) may result
in an elevation of risk of recurrence of CAD events. Limited information suggests that the magnitude of
the risk increase may be greater in the time period immediately after the initial cardiac event.

Stroke

Women in general

Evidence from an existing systematic review and a large, high quality, randomised, controlled trial
indicates an increased risk of stroke with HRT. There is some level III evidence indicating that this
increased risk is dose-dependent with respect to oestrogen. In addition, there is a suggestion amongst
the level III evidence that the magnitude of the increased risk may be greatest in the first 6-12 months
of HRT use.

Women with existing cardiovascular disease

Evidence from three large, high quality RCTs indicates there is no significant association between risk of
stroke and HRT in women with existing CVD. At present, there is insufficient evidence to determine the
effects of different types, administration or duration of HRT upon the risk of stroke in this population.

Venous Thromboembolism

Women in general

Evidence from existing systematic reviews and a large, high quality, randomised, controlled trial
indicates an increased risk of venous thromboembolism for women in general who are receiving

HRT. The magnitude of the elevation in risk appears to be substantial. At present, there is insufficient
evidence to determine the effects of different types, administration or duration of HRT upon the risk of
venous thromboembolism.

Women with existing cardiovascular disease

Evidence from large, high quality RCTs indicates an increased risk of venous thromboembolism amongst
women with previous CVD who take HRT. Furthermore, the magnitude of the elevation in risk appears
to be substantial (2-3-fold). At present, it is not possible to confidently determine differential effects of
combined HRT versus oestrogen-only HRT.

Cholecystitis/cholecystectomy

Level II evidence from a recent high quality study showed no statistically significant increased risk

of gallbladder disease and biliary tract surgery with combined HRT, when the results were adjusted
for statin use. However, this study was limited to a specific population of older women with existing
cardiovascular disease who have an increased risk of gall bladder disease at baseline relative to
younger, healthier postmenopausal women. This contrasts with the findings of an older observational
study, which reported a statistically significant increased risk of cholecystitis with HRT use. At present,
there is insufficient evidence to determine the effects of different types, administration or duration of
HRT upon cholecystitis.
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Mammography

Insufficient information is available to reliably determine the impact of HRT use upon the diagnostic
performance of mammography. All but one of the studies included in the recent systematic review failed
to adjust for important confounding factors, such as age and menopause status, and therefore the findings
are difficult to interpret. Furthermore, the emerging impact of HRT use upon breast cancer incidence per
se has the potential to independently account for the findings, as the methodology relies upon all interval
cancers being assigned as false negative diagnoses from the preceding mammography visit.

TIBOLONE

There is consistent level T and II evidence that tibolone is more effective than placebo or no treatment,
and of equal efficacy to HRT in the treatment of vasomotor and urogenital symptoms. There is limited
and conflicting level II evidence that tibolone has an effect on sexual function or sleep disturbances.
There is limited level II evidence that tibolone improves global quality of life, but no evidence regarding
the effectiveness of tibolone according to menopause-specific global symptom scales. There is level I
and II evidence which suggests that while tibolone does cause bleeding, particularly in the early stages
of treatment, it is associated with a lower incidence of bleeding than either ERT or continuous EPRT.

RALOXIFENE

There is level II evidence in osteoporotic women that raloxifene decreases the risk of new vertebral
fractures, but has no effect on the risk of non-vertebral fractures.

While the risks associated with raloxifene were not specifically examined by this review, there is

some level II evidence that raloxifene decreases the risk of breast cancer, and decreases the risk of
cardiovascular events in women with existing increased cardiovascular risk, but has no effect on
cardiovascular event rates in women in general. There is level II evidence that raloxifene does not alter
the risk of endometrial cancer, but that it does significantly increase the risk of VTE. Raloxifene does not
appear to increase vaginal bleeding.

CAMs

There is some conflicting level II evidence that soy and soy products improve vasomotor and urogenital
symptoms, and limited level II evidence that soy protein has no effect on sleep disturbances. There is
level T evidence that soy and soy products have no significant impact on global menopausal symptom or
quality of life scales.

There is level II evidence that red clover (Promensil), dong quai, Evening Primrose oil, ginseng and a
Chinese herb mixture have no effect on vasomotor symptoms, and a paucity of good quality evidence
regarding the efficacy of black cohosh (Remifemin) against vasomotor symptoms. There is no evidence
regarding the effect of these herbs on sleep disturbances, and limited level II evidence that dong quai
has no effect on urogenital symptoms.

There is conflicting level I evidence that black cohosh is as efficacious as HRT at relieving menopausal
symptoms and improving quality of life. However, there is limited level II evidence that red clover, dong
quai, ginseng and a Chinese herb mixture have no significant effect on global menopausal symptom or
quality of life scales.

Summary :: 221



Hormone replacement therapy for women at or after the menopause :: February, 2004

5 ADDENDUMA: OESTROGEN IN COMBINATION
WITHTESTOSTERONE

Two studies were identified which examined the effect of a combination of oestrogen plus testosterone
on relieving sexual dysfunction. However, both of these studies were excluded on the basis that they
were crossover studies with no washout period between treatments. While not formally included in the
systematic review, their results will be briefly described here.

The double-blind RCT by Shifren et al. (2000) examined the effect of two different doses of transdermal
testosterone (150 png and 300 pg) in combination with oral conjugated equine oestrogen (at least

0.625 mg) compared with oestrogen plus placebo in women with impaired sexual function after
oophorectomy. There were 25 women in each treatment arm. The results showed that oestrogen plus
testosterone generally had a similar efficacy at relieving sexual symptoms compared with oestrogen plus
placebo. However, the high dose of testosterone (300 pg) significantly increased the following sub-
scores of the Brief Index of Sexual Functioning for Women compared with placebo: composite score,
frequency of sexual activity and pleasure — orgasm. Similarly, only the 300 pg dose of testosterone
improved certain sub-scores on the Psychological Well-being Index including the composite score and
depressed mood and positive well-being scores. Testosterone-related side effects including hirsutism
and acne did not change significantly during treatment with the exception of facial depilation in the
high dose testosterone group.

In the double-blind RCT by Floter et al. (2002), oestradiol valerate (2 mg) plus testosterone undecanoate
(40 mg) was compared with oestradiol valerate plus placebo in surgically menopausal women.

There were 25 women in each treatment arm. The author’s found that the addition of testosterone to
oestradiol significantly improved some aspects of sexual function (as measured by the McCoy sex scale
questionnaire) compared with oestradiol alone (enjoyment of sex, satisfaction of frequency of sexual
activity, interest in sex and the total score). There was no difference between treatments on any aspect
of the Psychological Well-being index. Testosterone-related side effects (hirsutism and acne) were mild
and were experienced by a similar number of women in the testosterone and placebo groups.

The results of both of these studies should be considered in the context of the study design. Both
studies used a crossover design with no washout between different treatment periods. It is not possible
to confirm whether there is any difference between oestrogen alone and oestrogen plus testosterone on
the basis of these studies alone. The lack of effect reported in these studies may be due to a carry-over
effect or a lack of power due to the small sample size.
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6 ADDENDUM B: UPDATED AND NEW STUDY RESULTS

Since the literature search conducted in May 2003, there have been a number of important publications
regarding the risks and benefits of the use of HRT in postmenopausal women. The majority of these
have represented updated or new analyses of data from the Women’s Health Initiative (WHD) study,

a large RCT. The other relates to a large cohort study conducted in the United Kingdom, the Million
Women Study. This section includes a summary of the results published in these recent updated or
new analyses.

Women’s Health Initiative Study

The WHI study is a large RCT comparing a combined HRT regimen (continuous conjugated equine
oestrogen plus medroxyprogesterone acetate) to placebo in 16 608 postmenopausal women with an
intact uterus. The trial, conducted at 40 sites in the United States, was originally planned to run for 8.5
years. However, after an interim safety analysis revealed an unacceptably high risk of breast cancer in
the subjects taking HRT, the trial was stopped early after 5.2 years of follow-up. It should be noted that
a comparison of ERT with placebo is ongoing and is due to finish in 2005.

Since the publication of the main study results (Rossouw et al, 2002), which are included in the current
review, a number of further analyses have been published. The results of the updated analyses published
since the literature search conducted in May 2003 are summarised in Table 206 and Figure 81. The
updated results do not substantially differ from those WHI results already included in the review for
endometrial cancer and cardiovascular disease. However, the results for osteoporosis are somewhat
different to those reported in the original analysis which showed that HRT did not cause a statistically
significant reduction in hip or vertebral fractures. In the updated analysis (Cauley et al., 2003), statistically
significant reductions in fracture risk were seen for all three sites examined (ie, hip, vertebral and lower
arm/wrist).
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TABLE 206 HRT: UPDATED RESULTS FROM THE WHI STUDY
Yt Placebo Hazard ratio
Citation e (95% CI)
Osteoporotic fracture
Cauley et al. (2003) Any fracture 5.6 years 733/8506 896/8102 0.76 (0.69,0.83)
Cauley et al. (2003) Hip fracture 5.6 years nr nr 0.67 (0.47,0.96)
Cauley et al. (2003) Vertebral fracture 5.6 years nr nr 0.65 (0.46,0.92)
Lower arm/wrist
Cauley et al. (2003) fracture 5.6 years nr nr 0.71 (0.59,0.85)
Cancer
Anderson et al. (2003) Endometrial cancer | 5.6 years 27/8506 31/8102 0.81 (040, |.64) *
Cardiovascular disease
[.24 (1.00, 1.54) <
Manson et al. (2003) CHD® 5.2 years 188/8506 147/8102 124 (097, 1.60) *
.28 (1.00, 1.63) «
Manson et al. (2003) All nonfatal Ml 5.2 years 151/8506 1 14/8102 198 20.96, I.70; |
[.10 (0.70, 1.75) ©
Manson et al. (2003) CHD death 5.2 years 39/8506 34/8102 10 20.65, |.89; S
Wasserthell-Smoller et al. Total stroke 5.6 years 151/8506 107/8102 1.31 (1.02, 1.68) ¢
(2003)
ggg;e)”he"'smo”e“ etal lschaemicistrokel | 5.6 years 125/8506 81/8102 1.44 (109, 1.90)
Wassertheil-Smoller et al. Haemorrhagic
(2003) T 5.6 years 18/8506 20/8102 0.82 (043, 1.56)

Note: Risk estimates in italics are considered statistically significant as they do not include one.

Abbreviations: CHD, coronary heart disease; CI, confidence interval; HR, hazard ratio.

*95% CI adjusted for multiple outcomes.

b Includes acute MI necessitating hospitalisation, silent MI as determined by serial ECG and death due to CHD.

¢Nominal 95% CI

495% CI adjusted for sequential monitoring

¢ Stratified by age, previous stroke and diabetes mellitus randomisation assignment. Similar results were seen for the ITT analysis
when adjusted for other covariates. A slightly higher increased risk (~ 50%) seen when adjusted for adherence also.

In addition, recent publications have presented WHI results for several included outcomes that were
not available at the time of the review (Table 207 and Figure 81). The results of Anderson et al. (2003)
show no significant effect of combined HRT upon ovarian cancer. As there was previously no level

II evidence available, this new data represents the highest level of evidence. The level III-2 evidence
included in the body of the review was somewhat inconsistent, although it was suggestive of an
increased risk of ovarian cancer.

For the analysis of cognition in the WHI study, a sub-study was carried out. Of the total population
recruited to the WHI study, 4532 women aged > 65 years and free of probable dementia were recruited
to the Women’s Health Initiative Memory Study (WHIMS). The primary outcome for this sub-study was
the incidence of probable dementia (all types), with mild cognitive impairment and global cognitive
functioning as secondary outcomes. Each of these outcomes was identified using the Modified Mini-
Mental State Examination (MMSE). All participants completed the MMSE at baseline, and annually
thereafter. The mean duration of follow-up of WHIMS was 4.05 years.
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Subjects with MMSE scores =< 72 (for subjects with < 8 years of education) or of = 76 (for subjects with
> 9 years of education) underwent further neuropsychological tests to determine if mild cognitive
impairment or dementia was present. During the study, the MMSE threshold scores were changed
prospectively to = 80 (subjects with = 8 years education) and = 88 (for subjects with > 9 years of
education). Final diagnosis of no dementia, mild cognitive impairment or probable dementia was based
on DSM-1IV criteria, and undertaken by specialist clinicians blinded to treatment assignment.

The publication by Shumaker et al. (2003) reported a significant two-fold increase in the risk of
dementia among women randomised to HRT versus placebo, as shown in Table 207. Evidence of an
increased risk began to appear as early as one year after randomisation. In women who reported no
prior HRT use, the hazard ratio was 1.98 (95% CI: 1.13, 3.47). The results are in contrast to most of the
earlier research on the effects of HRT on AD and dementia (see Cognition/Dementia section). However,
as stated by the authors, the absolute number of cases of dementia was small, and in keeping with both
the age of the cohort and ‘healthy-user bias’.

In the WHIMS, there was no difference between groups in the incidence of mild cognitive impairment
(see Table 207). This observation appears to be inconsistent with the conclusion that HRT enhances
the rate of progression to dementia. However, Shumaker et a/. (2003) conclude that mild cognitive
impairment is not predictive of probable dementia, and suggest this relates to heterogeneity in the
underlying diseases among participants with mild cognitive impairment as opposed to dementia.

A companion publication from the WHIMS (Rapp et al., 2003) reported that EPRT did not improve
cognitive function when compared with placebo. This is consistent with earlier research where
improvements in cognitive function were typically observed in symptomatic postmenopausal women
(ie, women in the WHIMS were = 65 years and unlikely to be symptomatic).

TABLE 207 HRT: NEW RESULTS FROM THE WHI STUDY
erF Placebo Hazard ratio
Citation Follow-up n/N (95% CI)
Ovarian cancer
Anderson et l. (2003) 'sznacsévre ovaran 1 5 ¢ vears 20/8506 12/8102 1,58 (0.59,4.23)
Cognition
Probable
Shumaker et al.(2003) dementia (all ~ 4 years 45/10 000 py © 22/10 000 py ® 2.05(1.21,3.48)
types) *
Mild cognitive
Shumaker et al(2003) impairmeant 4 years 63/10 000 py 59/10 000 py 1.07 (0.74, 1.55)
Rate of change Rate of change Mean difference
Mean (SE) Mean (SE) (95% Cl)
N=2145 N=2236
R [.(2003 Cognition ¢ 42 -0.063 (-0.120,-0.006,
app et al(2003) ey YRS 0.149 (0.021) 0213 (0020) (0.120, )

Note: Risk estimates in italics are considered statistically significant as they do not include one (for hazard ratio) or zero (for mean
difference).

Abbreviations: CI, confidence interval; HR, hazard ratio; SE, standard error.

* Of the probable dementia cases, 20/40 and 12/21 in the EPRT and placebo arms respectively were classified as AD.

> In HRT arm 20/40 cases of dementia classified as Alzheimer disease compared with 12/21 in the placebo arm.

¢ Measured by the Modified Mini-Mental State Examination
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Figure 81 HRT: selected recent results from the WHI study
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Million Women Study

The Million Women Study is a large cohort study including 1 084 110 UK women recruited between
1995 and 2001. Women were recruited at the time they were due for a routine mammography and
provided information regarding their menopausal status and HRT use. Data was also collected for a
number of potential confounding factors. Analyses were stratified by age and adjusted for time since
menopause, childbearing history, age at first birth, family history of breast cancer, BMI, geographical
region and deprivation index. Women were followed-up for a mean 2.6 years for breast cancer
incidence data and 4.1 years for breast cancer mortality data. The main analysis of the association
between HRT and breast cancer risk and mortality was conducted in a subset of 828 923 women who
were postmenopausal at baseline, with a defined time since menopause.

The endpoints examined in the study were first diagnosis of invasive breast cancer and death due to breast
cancer. Outcomes were measured by flagging study participants on cancer registries so that investigators
would be routinely notified of relevant events.

As a cohort study, the Million Women Study constitutes level III-2 evidence, and is subject to the many
biases inherent in observational studies. While one of the positive aspects of the study is its size, and
hence its ability to examine a wide range of types of HRT (including different modes of administration),
there are a number of flaws which limit the interpretation and generalisability of the study’s findings.
These include the potential for misclassification resulting from the collection of HRT data at baseline based
on subject recall and the short period of follow-up. Therefore, the following results should be viewed with
these factors in mind.

The main results of this analysis are summarised in Table 208 and Figure 82. These results suggest that
the risk of developing or dying from breast cancer was significantly increased in women who were taking
HRT at baseline. More detailed analyses based on recency of use, duration of use and type of HRT used
follows.
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TABLE 208

Outcome

HRT: RESULTS FROM THE MILLION WOMEN STUDY — BREAST CANCER
INCIDENCE AND MORTALITY

Relative risk *
(95% ClI)

Breast cancer incidence

Ever-use nr nr 1.43 (1.36, 1.50)
Current-use 3202/285 987 2894/392 757 1.66 (1.60, 1.72)
Past-use 1044/150 179 2894/392 757 [.01 (0.95, 1.08)
Breast cancer mortality

Ever-use nr nr nr

Current-use 191/285 987 238/392 757 1.22 (1.05, 1.41)
Past-use 88/150 179 238/392 757 1.05 (0.85, 1.29)

Note: Risk estimates in italics are considered statistically significant as they do not include one.

Abbreviations: CI, confidence interval; nr, not reported.

“ Stratified by age, time since menopause, parity and age at first birth, family history of breast cancer, BMI, region and

deprivation index.

INCIDENCE
Ever-use
Current-use

Past-use

MORTALITY
Current-use

Past-use

0.5

Figure 82 HRT: results from the Million VWomen Study —
breast cancer incidence and mortality

Risk estimate
| 15 2
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Table 209 and Figure 83 show the results of the analysis of past use of HRT including time since last use
and duration of past use. These results suggest that the elevated risk of breast cancer associated with
HRT may diminish over time.

TABLE 209 HRT: RESULTS FROM THE MILLION WOMEN STUDY — BREAST CANCER
INCIDENCE BASED ON PAST-USE

Relative risk *

Outcome (95% CI)

Past-use - incidence 1044/150 179 2894/392 757 1.0l (0.95, 1.08)
< 5 years ago 579/81 875 2894/392 757 1.04 (0.95, 1.12)
5-9 years ago 207/29 395 2894/392 757 1.0l (0.88, 1.16)
= |0 years ago 79/12 568 2894/392 757 0.90 (0.72, 1.12)
< | year duration 311/47 606 2894/392 757 0.94 (0.84, 1.05)
|-4 years duration 384/55 823 2894/392 757 1.01 (0.92, 1.12)
5-9 years duration 230/29 614 2894/392 757 I.14 (1.00, 1.30)
= |0 years duration 80/11 654 2894/392 757 1.05 (0.84, 1.30)

Note: Risk estimates in italics are considered statistically significant as they do not include one.

Abbreviations: CI, confidence interval.

“ Stratified by age, time since menopause, parity and age at first birth, family history of breast cancer, BMI, region and deprivation
index.

Figure 83  HRT: results from the Million VWomen Study —
breast cancer incidence based on past-use
Rel ative Risk
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5-9 years since last use ——
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Table 210 and Figure 84 show the results of the analysis oestrogen-only therapy. These results show
that ever- or current-use of oestrogen-only therapy is associated with an increased risk of breast
cancer, regardless of type or mode of administration (oral, transdermal or implant) or duration, with
one exception. Current-use of oestrogen-only therapy for less than one year showed no significant
increase in breast cancer risk, implying that risk may increase with increased duration of HRT use. The
magnitude of increased risk was relatively constant (~ 1.2 — 1.6 times)

TABLE 210 HRT: RESULTS FROM THE MILLION WOMEN STUDY — BREAST CANCER
INCIDENCE BASED ON USE OF OESTROGEN ONLY

Relative risk *

Outcome

(95% CI)

QOestrogen-only

Ever-use 991/115 383 .30 (1.21, 1.40)
All equine oestrogen 426/48 386 [.29 (1.16, 1.43)
= 0.625 mg equine oestrogen 288/33 039 1.25 (.11, 1.41)
> 0.625 mg equine oestrogen 135/15 18l 1.36 (1.14,1.61)
Oral 606/68 35| .32 (1.21, 1.45)
Transdermal 324/40 015 2894/392 757 [.24 (1.11, 1.39)
Implanted 54/5272 [.65 (1.26,2.16)
Current-use 9917115 383 1.30 (122, 1.38)
< | year duration 25/4452 0.81 (0.55, 1.20)
|-4 years duration 251/29582 .25 (1.10, 1.41)
5-9 years duration 416/47310 1.32 (1.20, 1.46)
= |0 years duration 277131 862 .37 (1.22, 1.54)

Note: Risk estimates in italics are considered statistically significant as they do not include one.

Abbreviations: Cl, confidence interval.

“ Stratified by age, time since menopause, parity and age at first birth, family history of breast cancer, BMI, region and
deprivation index.

Figure 84 HRT: results from the Million Women Study —
breast cancer incidence based on use of oestrogen only
Relative Risk
0.5 ! 15 2 25
T T T 1
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Oral ——
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5-9 years duration ——
>/= 10 years duration ——
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Use of oestrogen plus progestogen therapy resulted in a significantly increased risk of breast cancer.
This finding was unchanged when analyses were performed based on type of progestogen, regimen or
duration of ever- or current-use. These results are summarised in Table 211 and Figure 85.

The magnitude of increased risk appears to be greater than with oestrogen alone (~ 1.6 times with
< 5 years use and 2 times with > 5 years use). However, as this is a cohort study, it is not entirely
appropriate to make a direct comparison as the underlying breast cancer risk may have differed
between HRT groups.

TABLE 21| HRT: RESULTS FROM THE MILLION WOMEN STUDY — BREAST CANCER
INCIDENCE BASED ON USE OF OESTROGEN PLUS PROGESTERONE

Outcome HRT n/N No HRT n/N Relative risk * (95% CI)
Oestrogen-progestogen

Ever-use 1934/142 870 2.00(1.91,2.09)
All types < 5 years duration 679/59 01 | 1.70 (1.56, 1.86)
All types = 5 years duration 1212/80 585 2.21 (2.06, 2.36)
Sequential < 5 years duration 403/33 124 1.77 (1.59, 1.97)
Sequential= 5 years duration 778/52 518 2.12 (1.95,2.30)
Continuous < 5 years duration 243/23 708 1.57 (1.37, 1.79)
Continuous = 5 years duration 388/25 286 240 (2.15, 2.67)
MPA < 5 years duration ['17/11 280 2894/392 757 1.60 (1.33, 1.93)
MPA = 5 years duration 196/12 628 242 (2.10, 2.80)
NETA < 5 years duration 253/24 667 .53 (1.35, 1.75)
NETA = 5 years duration 390/27 841 2.10(1.89,2.34)
Current-use 1934/142 870 200 (1.91,2.09)
< | year duration 9719771 .45 (1.19, 1.78)
|-4 years duration 582/49 240 .74 (1.60, 1.89)
5-9 years duration 850/56 912 2.17 (2.03,2.33)
= |0 years duration 362/23 673 2.31 (208 2.56)

Note: Risk estimates in italics are considered statistically significant as they do not include one.

Abbreviations: CI, confidence interval; MPA, medroxyprogesterone; NETA, norethisterone acetate.

“ Stratified by age, time since menopause, parity and age at first birth, family history of breast cancer, BMI, region and
deprivation index.
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Figure 85 HRT: results from the Million Women Study — breast cancer
incidence based on use of oestrogen plus progesterone
Relative Risk
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Finally, current-use of tibolone was associated with an increased risk of breast cancer, similar to that
seen for HRT. A longer duration of therapy was associated with a greater risk. Past-use of tibolone was
not associated with increased risk of breast cancer. It should be noted that the actual numbers of breast
cancer cases were not available for some of these analyses. These results are summarised in Table 212
and Figure 86.

The magnitude of the risk appears to be comparable to oestrogen-alone HRT (ie, lower than that
observed for combined HRT). Once again, it may not be appropriate to compare between HRT groups
in a cohort study as the underlying breast cancer risk may differ between groups.
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TABLE 212 HRT: RESULTS FROM THE MILLION WOMEN STUDY — BREAST CANCER
INCIDENCE BASED ON USE OF TIBOLONE

Relative risk *

(95% CI)
Current-use
All 184/18186 1.45 (1.25, 1.67)
Exclusive nr [.48 (1.20, 1.83)
<5 years duration nr 2894/392 757 .32 (1.04, 1.69)
= 5 years duration nr .57 (1.30, 1.90)
Past-use nr 1.08 (0.82, .42)

Note: Risk estimates in italics are considered statistically significant as they do not include one.

Abbreviations: CI, confidence interval.

“ Stratified by age, time since menopause, parity and age at first birth, family history of breast cancer, BMI, region and
deprivation index.

Figure 86 HRT: results from the Million Women Study —
breast cancer incidence based on use of tibolone
Relative Risk
0.5 1 1.5 2
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In summary, the authors of the Million Women Study conclude that “current use of HRT is associated
with an increased risk of incident and fatal breast cancer; the effect is substantially greater for oestrogen-
progestogen combinations than for other types of HRT”.

232 :: References



February 2004 :: A comprehensive literature review

7 REFERENCES

ACOG. 2001, “Use of botanicals for management of menopausal symptoms”, ACOG Practice Bulletin:
Clinical Management for Obstetrician—Gynecologists, Number 28.

Alexander, K. P., Newby, L. K., Hellkamp, A. S., Harrington, R. A., Peterson, E. D., Kopecky, S., Langer,
A., O’Gara, P., O’Connor, C. M., Daly, R. N., Califf, R. M., Khan, S., & Fuster, V. 2001, “Initiation of
hormone replacement therapy after acute myocardial infarction is associated with more cardiac events
during follow-up”, Journal of the American College of Cardiology, vol. 38, no. 1, pp. 1-7.

Alexandersen, P., Byrjalsen, I., & Christiansen, C. 2000, “Piperazine oestrone sulphate and interrupted
norethisterone in postmenopausal women: Effects on bone mass, lipoprotein metabolism, climacteric
symptoms, and adverse effects”, British Journal of Obstetrics and Gynaecology, vol. 107, no. 3, pp.
356-364.

Alexandersen, P., Riis, B. J., Stakkestad, J. A., Delmas, P. D., & Christiansen, C. 2001, “Efficacy of
levormeloxifene in the prevention of postmenopausal bone loss and on the lipid profile compared

to low dose hormone replacement therapy”, Journal of Clinical Endocrinology and Metabolism, vol. 80,
no. 2, pp. 755-760.

Anderson, G. L., Judd, H. L., Kaunitz A. M. et al. 2003, “Effects of estrogen plus progestin on
gynecologic cancers and associated diagnostic procedures”, JAMA, Vol 290, pp 1739-1748.

Bacchi-Modena, A., Bolis, P., Campagnoli, C., De Cicco, F., Meschia, M., Pansini, F., Pisati, R., & Hills,
G. 1997, “Efficacy and tolerability of (registered trademark)Estraderm MX, a new estradiol matrix patch”,
Maturitas, vol. 27, no. 3, pp. 285-292.

Baracat, E. C., Barbosa, 1. C., Giordano, M. G., Haidar, M. A., Marinho, R. M., Menegocci, J. C., Morais,
K. M., Tomaz, G., & Wehba, S. 2002, “A randomized, open-label study of conjugated equine estrogens
plus medroxyprogesterone acetate versus tibolone: Effects on symptom control, bleeding pattern, lipid
profile and tolerability”, Climacteric, vol. 5, no. 1, pp. 60-69.

Barnabei, V. M., Grady, D., Stovall, D. W., Cauley, J. A., Lin, F., Stuenkel, C. A., Stefanick, M. L., &
Pickar, J. H. 2002, “Menopausal symptoms in older women and the effects of treatment with hormone
therapy”, Obstetrics and Gynecology, vol. 100, no. 6, pp. 1209-1218.

Barrett-Connor, E., Grady, D., Sashegyi, A., Anderson, P. W., Cox, D. A., Hoszowski, K., Rautaharju,
P., & Harper, K. D. 2002, “Raloxifene and cardiovascular events in osteoporotic postmenopausal
women: Four-year results from the MORE (Multiple Outcomes of Raloxifene Evaluation) randomized
trial”, Journal of the American Medical Association, vol. 287, no. 7, pp. 847-857.

Bech, P., Munk-Jensen, N., Obel, E. B., Ulrich, L. G., Eiken, P., & Pors Nielsen, S. 1998, “Combined
versus sequential hormonal replacement therapy: A double-blind, placebo-controlled study on quality
of life-related outcome measures”, Psychotherapy and Psychosomatics, vol. 67, no. 4-5, pp. 259-265.

Beral, V., Bull, D., Doll, R, Key, T., Peto, R., Reeves, G., Calle, E. E., Heath, C. W., Coates, R. J., Liff, J.
M., Franceschi, S., Talamini, R., Chantarakul, N., Koetsawang, S., Rachawat, D., Morabia, A., Schuman,
L., Stewart, W., Szklo, M., Bain, C., Schofield, F., Siskind, V., Band, P., Coldman, A. J., Gallagher, R.

P., Hislop, T. G., Yang, P., Duffy, S. W., Kolonel, L. M., Nomura, A. M. Y., Oberle, M. W., Ory, H. W,
Peterson, H. B., Wilson, H. G., Wingo, P. A., Ebeling, K., Kunde, D., Nishan, P., Colditz, G., Martin,

N., Pardthaisong, T., Silpisornkosol, S., Theetranont, C., Boosiri, B., Chutivongse, S., Jimakorn, P.,
Virutamasen, P., Wongsrichanalai, C., McMichael, A. J., Rohan, T., Ewertz, M., Adami, H. O., Bergkvist,
R., Persson, 1., Paul, C., Skegg, D. C. G., Spears, G. F. S., Boyle, P., Evstifeeva, T., Daling, J. R.,
Hutchinson, W. B., Malone, K., Noonan, E. A., Stanford, J. L., Thomas, D. B., Weiss, N. S., White, E.,
Andrieu, N., Bramond, A., Clavel, F., Gairard, B., Lansac, J., Piana, L., Renaud, R., Fine, S. R. P., Cuevas,
H. R., Ontiveros, P., Palet, A., Salazar, S. B., Aristizabal, N., Cuadros, A., Bachelot, A., Le, M. G., Deacon,
J., Peto, J., Taylor, C. N., Modan, B., Ron, E., Friedman, G. D., Hiatt, R. A., Levi, F., Bishop, T., Kosmelj,
K., Primic-Zakelj, M., Ravnihar, B., Stare, J., Beeson, W. L., Fraser, G., & Bulbrook, R. D. 1997, “Breast
cancer and hormone replacement therapy: Collaborative reanalysis of data from 51 epidemiological

References :: 233



Hormone replacement therapy for women at or after the menopause :: February, 2004

studies of 52,705 women with breast cancer and 108,411 women without breast cancer”, Lancet, vol.
350, no. 9084, pp. 1047-1059.

Borrelli, F. & Ernst, E. 2002, “Cimicifuga racemosa: A systematic review of its clinical efficacy”,
European Journal of Clinical Pharmacology, vol. 58, no. 4, pp. 235-241.

Boyack, M., Lookinland, S., & Chasson, S. 2002, “Efficacy of raloxifene for treatment of menopause: a
systematic review”, Journal of the American Academy of Nurse Practitioners, vol. 14, no. 4, pp. 150-165.

Bush, T. L., Whiteman, M., & Flaws, J. A. 2001, “Hormone replacement therapy and breast cancer: A
qualitative review”, Obstetrics and Gynecology, vol. 98, no. 3, pp. 498-508.

Cardozo, L., Bachmann, G., McClish, D., Fonda, D., & Birgerson, L. 1998, “Meta-analysis of estrogen
therapy in the management of urogenital atrophy in postmenopausal women: Second report of the
hormones and urogenital therapy committee”, Obstetrics and Gynecology, vol. 92, no. 4 11 SUPPL.,
pp. 722-727.

Cardozo, L., Lose, G., McClish, D., Versi, E., & Koning Gans, H. 2001, “A systematic review of estrogens
for recurrent urinary tract infections: Third report of the hormones and urogenital therapy (HUT)
committee”, International Urogynecology Journal and Pelvic Floor Dysfunction, vol. 12, no. 1, pp. 15-20.

Carlson, M. C., Zandi, P. P., Plassman, B. L., Tschanz, J. T., Welsh-Bohmer, K. A., Steffens, D. C.,
Bastian, L. A., Mehta, K. M., & Breitner, J. C. S. 2001, “Hormone replacement therapy and reduced
cognitive decline in older women: The Cache County Study”, Neurology, vol. 57, no. 12, pp. 2210-2216.

Cauley, J. A., Norton, L., Lippman, M. E., Eckert, S., Krueger, K. A., Purdie, D. W., Farrerons, J., Karasik,
A., Mellstrom, D., Kong, W. N., Stepan, J. J., Powles, T. J., Morrow, M., Costa, A., Silfen, S. L., Walls,

E. L., Schmitt, H., Muchmore, D. B., & Jordan, V. C. 2001, “Continued breast cancer risk reduction in
postmenopausal women treated with raloxifene: 4-Year results from the MORE trial”, Breast Cancer
Research and Treatment, vol. 65, no. 2, pp. 125-134.

Cauley, J. A., Robbins, J., Chen, Z. et al. 2003, “Effects of estrogen plus progestin on risk of fracture and
bone mineral density”, JAMA, Vol 290, pp1729-1738.

Chen, C. L., Weiss, N. S., Newcomb, P., Barlow, W., & White, E. 2002, “Hormone replacement therapy
in relation to breast cancer”, Journal of the American Medical Association, vol. 287, no. 6, pp. 734-741.

Cherry, N. 2002, “Oestrogen therapy for prevention of reinfarction in postmenopausal women: A
randomised placebo controlled trial”, Lancet, vol. 360, no. 9350, pp. 2001-2008.

Chlebowski, R., Hendrix, S., Langer, R., Stefanick, M. L., Gass, M., Lane, D., Rodabough, R. J., Gillian,
M., Cyr, M. G., Thomson, C. A., Khandekar, J., Petrovich, H., & McTiernan, A. 2003, “Influence of
estrogen plus progestin on breast cancer and mammography in healthy postmenopausal women”,
Journal of the American Medical Association, vol. 289, no. 24, pp. 3243-3253.

Clarke M, Oxman AD, editors. Cochrane Reviewers’ Handbook 4.2.0 [updated March 2003]. In: The
Cochrane Library, Issue 2, 2003. Oxford: Update Software. Updated quarterly.

Clarke, S. C., Kelleher, J., Lloyd-Jones, H., Slack, M., & Schofield, P. M. 2002, “A study of hormone
replacement therapy in postmenopausal women with ischaemic heart disease: The Papworth HRT
Atherosclerosis Study”, BIOG: An International Journal of Obstetrics and Gynaecology, vol. 109, no. 9,
pp. 1056-1062.

Col, N. F, Hirota, L. K., Orr, R. K., Erban, J. K., Wong, J. B., & Lau, J. 2001, “Hormone replacement
therapy after breast cancer: A systematic review and quantitative assessment of risk”, Journal of Clinical
Oncology, vol. 19, no. 8, pp. 2357-23063.

Crandall, C. 2002, “Vaginal estrogen preparations: A review of safety and efficacy for vaginal atrophy”,
Journal of Women’s Health, vol. 11, no. 10, pp. 857-877.

Crandall, C. J. 1999, “Estrogen replacement therapy and colon cancer: A clinical review”, Journal of
Women’s Health and Gender-Based Medicine, vol. 8, no. 9, pp. 1155-11606.

234 :: References



February 2004 :: A comprehensive literature review

Cranney, A., Tugwell, P., Zytaruk, N., Robinson, V., Weaver, B., Adachi, J., Wells, G., Shea, B., &
Guyatt, G. 2002, “IV. Meta-analysis of raloxifene for the prevention and treatment of postmenopausal
osteoporosis”, Endocrine Reviews, vol. 23, no. 4, pp. 524-528.

Cummings, S. R., Eckert, S., Krueger, K. A., Grady, D., Powles, T. J., Cauley, J. A., Norton, L., Nickelsen,
T., Bjarnason, N. H., Morrow, M., Lippman, M. E., Black, D., Glusman, J. E., Costa, A., & Jordan, V. C.
1999, “The effect of raloxifene on risk of breast cancer in postmenopausal women: Results from the
MORE randomized trial”, Journal of the American Medical Association, vol. 281, no. 23, pp. 2189-2197.

Daling, J. R., Malone, K. E., Doody, D. R., Voigt, L. F., Bernstein, L., Coates, R. J., Marchbanks, P. A.,
Norman, S. A., Weiss, L. K., Ursin, G., Berlin, J. A., Burkman, R. T., Deapen, D., Folger, S. G., McDonald,
J. A., Simon, M. S., Strom, B. L., Wingo, P. A., & Spirtas, R. 2002, “Relation of regimens of combined
hormone replacement therapy to lobular, ductal, and other histologic types of breast carcinoma”,
Cancer, vol. 95, no. 12, pp. 2455-24064.

De Aloysio, D., Rovati, L. C., Giacovelli, G., Setnikar, 1., & Bottiglioni, F. 2000, “Efficacy on climacteric
symptoms and safety of low dose estradiol transdermal matrix patches / A randomized, double-blind
placebo-controlled study”, Arzneimittel-Forschung/Drug Research, vol. 50, no. 3, pp. 293-300.

De Lignieres, B., De Vathaire, F., Fournier, S., Urbinelli, R., Allaert, F., Le, M. G., & Kuttenn, F. 2002,
“Combined hormone replacement therapy and risk of breast cancer in a French cohort study of 3175
women”, Climacteric, vol. 5, no. 4, pp. 332-340.

De Moraes, S. A., Szklo, M., Knopman, D., & Park, E. 2001, “Prospective assessment of estrogen
replacement therapy and cognitive functioning: Atherosclerosis Risk in Communities Study”, American
Journal of Epidemiology, vol. 154, no. 8, pp. 733-739.

De Vrijer, B., Snijders, M. P. M., Troostwijk, A. L., The, S., Iding, R. J., Friese, S., Smit, D. A., Schierbeek,
J. M., Brandts, H., Van Kempen, P. J. H., Van Buuren, I., & Monza, G. 2000, “Efficacy and tolerability
of a new estradiol delivering matrix patch (Estraderm MX((registered trademark))) in postmenopausal
women”, Maturitas, vol. 34, no. 1, pp. 47-55.

Delmas, P. D., Ensrud, K. E., Adachi, J. D., Harper, K. D., Sarkar, S., Gennari, C., Reginster, J. Y., Pols, H.
A. P, Recker, R. R., Harris, S. T., Wu, W., Genant, H. K., Black, D. M., & Eastell, R. 2002, “Efficacy of
raloxifene on vertebral fracture risk reduction in postmenopausal women with osteoporosis: Four-year
results from a randomized clinical trial”, Journal of Clinical Endocrinology and Metabolism, vol. 87, no.
8, pp. 3609-3617.

Douketis, J. D., Ginsberg, J. S., Holbrook, A., Crowther, M., Duku, E. K., & Burrows, R. F. 1997, “A
reevaluation of the risk for venous thromboembolism with the use of oral contraceptives and hormone
replacement therapy”, Archives of Internal Medicine, vol. 157, pp. 1522-1530.

Egger M, Dickersin K and Davey Smith G (2001) Problems and limitations in conducting systematic
reviews. In Systematic Reviews in Health Care: Meta-analysis in Context. p43-68. BMJ Publishing Group.
London, UK.

Espeland, M. A., Bush, T. L., Mebane-Sims, I., Stefanick, M. L., Johnson, S., Sherwin, R., & Waclawiw, M.
1995, “Rationale, design, and conduct of the PEPI trial”, Controlled Clinical Trials, vol. 16, no. 4 SUPPL.,
pp. 3S-19S.

Ettinger, B., Black, D. M., Mitlak, B. H., Knickerbocker, R. K., Nickelsen, T., Genant, H. K., Christiansen,
C., Delmas, P. D., Zanchetta, J. R., Stakkestad, J., Gluer, C. C., Krueger, K., Cohen, F. J., Eckert, S.,
Ensrud, K. E., Avioli, L. V., Lips, P., & Cummings, S. R. 1999, “Reduction of vertebral fracture risk in
postmenopausal women with osteoporosis treated with raloxifene: Results from a 3-year randomized
clinical trial”, Journal of the American Medical Association, vol. 282, no. 7, pp. 637-645.

Fantl, J. A., Cardozo, L., & McClish, D. K. 1994, “Estrogen therapy in the management of urinary
incontinence in postmenopausal women: A meta-analysis. First report of the Hormones and Urogenital
Therapy Committee”, Obstetrics and Gynecology, vol. 83, no. 1, pp. 12-18.

References :: 235



Hormone replacement therapy for women at or after the menopause :: February, 2004

Faure, E. D., Chantre, P., & Mares, P. 2002, “Effects of a standardized soy extract on hot flushes: a
multicenter, double-blind, randomized, placebo-controlled study”, Menopause (New York, N.Y.), vol. 9,
no. 5, pp. 329-334.

Fernandez, E., Franceschi, S., & La Vecchia, C. 2000, “Colorectal cancer and hormone replacement
therapy: A review of epidemiological studies”, Journal of the British Menopause Society, vol. 6, no. 1,
pp. 8-14.

Fernandez, E., Gallus, S., Bosetti, C., Franceschi, S., Negri, E., & La Vecchia, C. 2003, “Hormone
replacement therapy and cancer risk: A systematic analysis from a network of case-control studies”,
International Journal of Cancer, vol. 105, no. 3, pp. 408-412.

Furberg, C. D., Vittinghoff, E., Davidson, M., Herrington, D. M., Simon, J. A., Wenger, N. K., & Hulley,
S. 2002, “Subgroup interactions in the heart and estrogen/progestin replacement study: Lessons learned”,
Circulation, vol. 105, no. 8, pp. 917-922.

Garg, P. P, Kerlikowske, K., Subak, L., & Grady, D. 1998, “Hormone replacement therapy and the risk
of epithelial ovarian carcinoma: A meta-analysis”, Obstetrics and Gynecology, vol. 92, no. 3, pp. 472-479.

Grady, D., Brown, J. S., Vittinghoff, E., Applegate, W., Varner, E., & Snyder, T. 2001, “Postmenopausal
hormones and incontinence: The Heart and Estrogen/Progestin Replacement Study”, Obstetrics and
Gynecology, vol. 97, no. 1, pp. 116-120.

Grady, D., Gebretsadik, T., Kerlikowske, K., Ernster, V., & Petitti, D. 1995, “Hormone replacement
therapy and endometrial cancer risk: A meta-analysis”, Obstetrics and Gynecology, vol. 85, no. 2, pp.

304-313.

Grady, D., Herrington, D., Bittner, V., Blumenthal, R., Davidson, M., Hlatky, M., Hsia, J., Hulley, S.,
Herd, A., Khan, S., Newby, L. K., Waters, D., Vittinghoff, E., & Wenger, N. 2002, “Cardiovascular disease
outcomes during 6.8 years of hormone therapy: Heart and estrogen/progestin replacement study
follow-up (HERS 1D, Journal of the American Medical Association, vol. 288, no. 1, pp. 49-57.

Grady, D., Wenger, N. K., Herrington, D., Khan, S., Furberg, C., Hunninghake, D., Vittinghoff, E., &
Hulley, S. 2000, “Postmenopausal hormone therapy increases risk for venous thromboembolic disease:
The heart and estrogen/progestin replacement study”, Annals of Internal Medicine, vol. 132, no. 9, pp.

089-690.

Grodstein, F., Colditz, G. A., & Stampfer, M. J. 1994, “Postmenopausal hormone use and
cholecystectomy in a large prospective study”, Obstetrics and Gynecology, vol. 83, no. 1, pp. 5-11.

Grodstein, F., Manson, J. E., Colditz, G. A., Willett, W. C., Speizer, F. E., & Stampfer, M. J. 2000, “A
prospective, observational study of postmenopausal hormone therapy and primary prevention of
cardiovascular disease”, Annals of Internal Medicine, vol. 133, no. 12, pp. 933-941.

Grodstein, F., Manson, J. E., & Stampfer, M. J. 2001, “Postmenopausal hormone use and secondary
prevention of coronary events in the nurses’ health study: A prospective, observational study”, Annals
of Internal Medicine, vol. 135, no. 1, pp. 1-8.

Grodstein, F., Newcomb, P. A., & Stampfer, M. J. 1999, “Postmenopausal hormone therapy and the
risk of colorectal cancer: A review and meta-analysis”, American Journal of Medicine, vol. 106, no. 5,
pp. 574-582.

Hailey, D., Sampietro-Colom, L., Marshall, D., Rico, R., Granados, A., & Asua, J. 1998, “The effectiveness
of bone density measurement and associated treatments for prevention of fractures: An international
collaborative review”, International Journal of Technology Assessment in Health Care, vol. 14, no. 2,
pp. 237-254.

Haines, C. J., Yim, S. F., Chung, T. K. H., Lam, C. W. K., Lau, E. W. C., Ng, M. H. L., Chin, R., & Lee, D.
T. S. 2003, “A prospective, randomized, placebo-controlled study of the dose effect of oral oestradiol
on menopausal symptoms, psychological well being, and quality of life in postmenopausal Chinese
women”, Maturitas, vol. 44, no. 3, pp. 207-214.

236 :: References



February 2004 :: A comprehensive literature review

Hall, G., Pripp, U., Schenck-Gustafsson, K., & Landgren, B. M. 1998, “Long-term effects of hormone
replacement therapy on symptoms of angina pectoris, quality of life and compliance in women with
coronary artery disease”, Maturitas, vol. 28, no. 3, pp. 235-242.

Han, K. K., Soares, J., Haidar, M. A., Rodrigues de Lima, G., & Baracat, E. C. 2002, “Benefits of soy
isoflavone therapeutic regimen on menopausal symptoms”, Obstetrics and Gynecology, vol. 99, no. 3,

pp. 389-394.

Haskell, S. G., Richardson, E. D., & Horwitz, R. I. 1997, “The effect of estrogen replacement therapy on
cognitive function in women: A critical review of the literature”, Journal of Clinical Epidemiology, vol.
50, no. 11, pp. 1249-1264.

Hauselmann, H. J. & Rizzoli, R. 2003, “A comprehensive review of treatments for postmenopausal
osteoporosis”, Osteoporosis International, vol. 14, no. 1, pp. 2-12.

Hays, J., Ockene, J. K., Brunner, R. L., Kotchen, J. M., Manson, J. E., Patterson, R. E., Aragaki, A. K.,
Shumaker, S. A., Brzyski, R. G., LaCroix, A. Z., Granek, 1. A., & Valanis, B. G. 2003, “Effects of estrogen
plus progestin on health-related quality of life”, New England Journal of Medicine, vol. 348, no. 19, pp.
1839-1854.

Hebert-Croteau, N. 1998, “A meta-analysis of hormone replacement therapy and colon cancer in
women”, Cancer Epidemiology Biomarkers and Prevention, vol. 7, no. 8, pp. 653-659.

Heckbert, S. R., Kaplan, R. C., Weiss, N. S., Psaty, B. M., Lin, D., Furberg, C. D., Starr, J. R., Anderson, G.
D., & LaCroix, A. Z. 2001, “Risk of recurrent coronary events in relation to use and recent initiation of
postmenopausal hormone therapy”, Archives of Internal Medicine, vol. 161, no. 14, pp. 1709-1713.

Hemminki, E. & McPherson, K. 1997, “Impact of postmenopausal hormone therapy on cardiovascular
events and cancer: Pooled data from clinical trials”, British Medical Journal, vol. 315, no. 7101,
pp. 149-153.

Herrington, D. M., Vittinghoff, E., Lin, F., Fong, J., Harris, F., Hunninghake, D., Bittner, V., Schrott, H.
G., Blumenthal, R. S., & Levy, R. 2002, “Statin therapy, cardiovascular events, and total mortality in the
Heart and Estrogen/progestin Replacement Study (HERS)”, Circulation, vol. 105, no. 25, pp. 2962-2967.

Hill, D. A., Weiss, N. S., Beresford, S. A. A., Voigt, L. F., Daling, J. R., Stanford, J. L., & Self, S. 2000,
“Continuous combined hormone replacement therapy and risk of endometrial cancer”, American
Journal of Obstetrics and Gynecology, vol. 183, no. 6, pp. 1456-1461.

Hippisley-Cox, J., Pringle, M., Crown, N., & Coupland, C. 2003, “A case-control study on the effect of
hormone replacement therapy on ischaemic heart disease”, British Journal of General Practice, vol. 53,
no. 488, pp. 191-196.

Hlatky, M. A., Boothroyd, D., Vittinghoff, E., Sharp, P., & Whooley, M. A. 2002, “Quality-of-life and
depressive symptoms in postmenopausal women after receiving hormone therapy: Results from the
Heart and Estrogen/Progestin Replacement Study (HERS) trial”, Journal of the American Medical
Association, vol. 287, no. 5, pp. 591-597.

Hogervorst, E., Yaffe, K., Richards, M., & Huppert, F. 2002a, “Hormone replacement therapy for
cognitive function in postmenopausal women”, Cochrane database of systematic reviews (Online :
Update Software), vol. -, no. 3, p. CD003122.

Hogervorst, E., Yaffe, K., Richards, M., & Huppert, F. 2002b, “Hormone replacement therapy to maintain
cognitive function in women with dementia”, Cochrane database of systematic reviews (Online : Update
Software), vol. -, no. 3, p. CD003799.

Hoibraaten, E., Qvigstad, E., Arnesen, H., Larsen, S., Wickstrom, E., & Sandset, P. M. 2000, “Increased
risk of recurrent venous thromboembolism during hormone replacement therapy: Results of the
randomized, double-blind, placebo-controlled estrogen in venous thromboembolism trial (EVIET)”,
Thrombosis and Haemostasis, vol. 84, no. 6, pp. 961-967.

References :: 237



Hormone replacement therapy for women at or after the menopause :: February, 2004

Hsia, J., Simon, J. A., Lin, F., Applegate, W. B., Vogt, M. T., Hunninghake, D., & Margaret Carr, M. B. A.
2000, “Peripheral arterial disease in randomized trial of estrogen with progestin in women with coronary
heart disease: The heart and estrogen/progestin replacement study”, Circulation, vol. 102, no. 18, pp.
2228-2232.

Huber, J., Palacios, S., Berglund, L., Hanggi, W., Sathanandan, S. M., Christau, S., & Helmond, F. 2002,
“Effects of tibolone and continuous combined hormone replacement therapy on bleeding rates, quality
of life and tolerability in postmenopausal women”, BJOG : an international journal of obstetrics and
gynaecology, vol. 109, no. 8, pp. 886-893.

Hulley, S., Furberg, C., Barrett-Connor, E., Cauley, J., Grady, D., Haskell, W., Knopp, R., Lowery, M.,
Satterfield, S., Schrott, H., Vittinghoff, E., & Hunninghake, D. 2002, “Noncardiovascular disease outcomes
during 6.8 years of hormone therapy: Heart and Estrogen/progestin Replacement Study follow-up (HERS
1D, Journal of the American Medical Association, vol. 288, no. 1, pp. 58-60.

Hulley, S., Grady, D., Bush, T., Furberg, C., Herrington, D., Riggs, B., & Vittinghoff, E. 1998,
“Randomized trial of estrogen plus progestin for secondary prevention of coronary heart disease in
postmenopausal women”, Journal of the American Medical Association, vol. 280, no. 7, pp. 605-613.

Humphrey, L. L. 2002, Hormone replacement therapy and breast cancer, Agency for Healthcare Research
and Quality, Rockville, MD, 14.

Humphrey, L. L., Takano, L. M. A., & Chan, B. K. S. 2002a, Postmenopausal hormone replacement
therapy and cardiovascular disease, Agency for Healthcare Research and Quality, Rockville, MD, 10.

Humpbhrey, L. L., Chan, B. K. S., Sox, H. C. 2002b, “Postmenopausal hormone replacement therapy
and the primary prevention of cardiovascular disease”, Annals of Internal Medicine, vol. 137, no. 4,
pp E273-E289.

Jain, M. G., Rohan, T. E., & Howe, G. R. 2000, “Hormone replacement therapy and endometrial cancer
in Ontario, Canada”, Journal of Clinical Epidemiology, vol. 53, no. 4, pp. 385-391.

Kanis, J. A., Brazier, J. E., Stevenson, M., Calvert, N. W., & Lloyd Jones, M. 2002, “Treatment of
established osteoporosis: a systematic review and cost-utility analysis”, Health Technology Assessment,
vol. 6, no. 29, pp. 1-135.

Kaufert, P., Boggs, P. P., Ettinger, B. et al. 1998, “Women and menopause: beliefs, attitudes and
behaviours. The North American Menopause Society 1997 Menopause Survey”, Menopause, Vol 5, p
197-202.

Kirsh, V. & Kreiger, N. 2002, “Estrogen and estrogen-progestin replacement therapy and risk of
postmenopausal breast cancer in Canada”, Cancer Causes and Control, vol. 13, no. 6, pp. 583-590.

Kronenberg F (1990) Hot flashes: Epidemiology and Physiology. In Annals of the New York Academy of
Sciences, Vol 592, Multidisciplinary perspectives on menopause. Flint M, Kronenberg F, Utian W (Eds).
p 52-86. New York Academy of Sciences, New York, USA.

Kronenberg, F. & Fugh-Berman, A. 2002, “Complementary and alternative medicine for menopausal
symptoms: A review of randomized, controlled trials”, Annals of Internal Medicine, vol. 137, no. 10,
pp. 805-813.

Lacey, J., Mink, P. J., Lubin, J. H., Sherman, M. E., Troisi, R., Hartge, P., Schatzkin, A., & Schairer, C.
2002, “Menopausal hormone replacement therapy and risk of ovarian cancer”, Journal of the American
Medical Association, vol. 288, no. 3, pp. 334-341.

Landgren, M. B., Coelingh Bennink, H. J. T., Helmond, F. A., & Engelen, S. 2002, “Dose-response
analysis of effects of tibolone on climacteric symptoms”, BJOG: An International Journal of Obstetrics
and Gynaecology, vol. 109, no. 10, pp. 1109-1114.

Leblanc, E., Chan, B., & Nelson, Z. C. 2002, Hormone replacement therapy and cognition, Agency for
Healthcare Research and Quality, Rockville, MD, 13.

238 :: References



February 2004 :: A comprehensive literature review

Leblanc, E. S., Janowsky, J., Chan, B. K. S.; & Nelson, H. D. 2001, “Hormone replacement therapy and
cognition: Systematic review and meta-analysis”, Journal of the American Medical Association, vol. 285,
no. 11, pp. 1489-1499.

Lemaitre, R. N., Heckbert, S. R., Psaty, B. M., Smith, N. L., Kaplan, R. C., & Longstreth, J. 2002,
“Hormone replacement therapy and associated risk of stroke in postmenopausal women”, Archives of
Internal Medicine, vol. 162, no. 17, pp. 1954-1960.

Lethaby, A., Farquhar, C., Sarkis, A., Roberts, H., Jepson, R., & Barlow, D. 2000, “Hormone replacement
therapy in postmenopausal women: endometrial hyperplasia and irregular bleeding”, Cochrane database
of systematic reviews (Online : Update Software), vol. -, no. 2, p. CD000402.

Lethaby, A. & Kennedy, R. Local estrogen for vaginal atrophy in postmenopausal women. The Cochrane
Library [Issue 2]. 2003.
Ref Type: Generic

Lokkegaard, E., Pedersen, A. T., Laursen, P., Loft, I. P., Larsen, S., & Jorgensen, T. 2002, “The influence
of hormone replacement therapy on the aging-related change in cognitive performance. Analysis based
on a Danish cohort study”, Maturitas, vol. 42, no. 3, pp. 209-218.

MacLennan, A., Lester, S., & Moore, V. 2001a, “Oral estrogen replacement therapy versus placebo for hot
flushes: A systematic review”, Climacteric, vol. 4, no. 1, pp. 58-74.

MacLennan, A., Lester, S., & Moore, V. 2001b, “Oral oestrogen replacement therapy versus placebo
for hot flushes”, Cochrane database of systematic reviews (Online : Update Software), vol. 1, no. -, p.
CD002978.

Mallmin, H., Ljunghall, S., Persson, 1., & Bergstrom, R. 1994, “Risk factors for fractures of the distal
forearm: A population-based case-control study”, Osteoporosis International, vol. 4, no. 6, pp. 298-304.

Manson, J. E., Hsia, J., Johnson, K. C. et al. 2003, “Estrogen plus progestin and the risk of coronary heart
disease”, NEJM, Vol 349, pp 523-534.

Mebane-Sims, 1., Judd, H. L., Legault, C., Wasilauskas, C., Johnson, S., Merino, M., Barrett-Connor, E., &
Trabal, J. 1996, “Effects of hormone replacement therapy on endometrial histology in postmenopausal
women: The Postmenopausal Estrogen/Progestin Interventions (PEPD) trial”, Journal of the American
Medical Association, vol. 275, no. 5, pp. 370-375.

Meeuwsen, 1. B., Samson, M. M., Duursma, S. A., & Verhaar, H. J. 2002, “The influence of tibolone on
quality of life in postmenopausal women”, Maturitas, vol. 41, no. 1, pp. 35-43.

Mendoza, N., Pison, J. A., Fernandez, M., Sanchez, M. C., Malde, J., & Miranda, J. A. 2002, “Prospective,
randomised study with three HRT regimens in postmenopausal women with an intact uterus”, Maturitas,
vol. 41, no. 4, pp. 289-298.

Meurer, L. N. & Lena, S. 2002, “Cancer recurrence and mortality in women using hormone replacement
therapy after breast cancer: Meta-analysis”, Journal of Family Practice, vol. 51, no. 12, pp. 1056-1062.

Michaelsson, K., Baron, J. A., Farahmand, B. Y., Johnell, O., Magnusson, C., Persson, P. G., Persson, 1.,
& Ljunghall, S. 1998, “Hormone replacement therapy and risk of hip fracture: Population based case-
control study”, British Medical Journal, vol. 316, no. 7148, pp. 1858-1863.

Michaelsson, K., Baron, J. A., Farahmand, B. Y., & Ljunghall, S. 2002, “Use of low potency estrogens
does not reduce the risk of hip fracture”, Bone, vol. 30, no. 4, pp. 613-618.

Miller, J., Chan, B. K. S., & Nelson, H. D. 2002a, Hormone replacement therapy and risk of venous
thromboembolism, Agency for Healthcare Research and Quality, Rockville, MD, 11.

Miller, J., Chan, B. K. S., & Nelson, H. D. 2002b, “Postmenopausal estrogen replacement and risk for
venous thromboembolism: a systematic review and meta-analysis for the U.S. Preventive Services Task
Force”, Annals of Internal Medicine, vol. 136, no. 9, pp 680-690.

References :: 239



Hormone replacement therapy for women at or after the menopause :: February, 2004

Miller, P. 2003, “Analysis of 1-year vertebral fracture risk reduction data in treatments for osteoporosis”,
Southern medical journal, vol. 96, no. 5, pp. 478-485.

Mizunuma, H., Honjo, H., Aso, T., Urabe, M., Ohta, H., Kobayashi, S., Sagara, Y., Sanada, M., Tanaka,
K., Dobashi, K., Hayashi, K., & Ohama, K. 2001, “Postmenopausal hormone replacement therapy use
and risk of endometrial cancer in Japanese women”, Climacteric, vol. 4, no. 4, pp. 293-298.

Modelska, K. & Cummings, S. 2002, “Tibolone for postmenopausal women: Systematic review of
randomized trials”, Journal of Clinical Endocrinology and Metabolism, vol. 87, no. 1, pp. 16-23.

Modelska, K. & Cummings, S. 2003, “Female sexual dysfunction in postmenopausal women: Systematic
review of placebo-controlled trials”, American Journal of Obstetrics and Gynecology, vol. 188, no. 1,
pp. 286-293.

Moore, R. A. 1999, “Livial: A review of clinical studies”, British Journal of Obstetrics and Gynaecology,
Supplement, vol. 106, no. 19, pp. 1-21.

Nanda, K., Bastian, L. A., Hasselblad, V., & Simel, D. L. 1999, “Hormone replacement therapy and the risk
of colorectal cancer: A meta- analysis”, Obstetrics and Gynecology, vol. 93, no. 5 SUPPL., pp. 880-888.

Nanda, K., Bastian, L. A., & Schulz, K. 2002, “Hormone replacement therapy and the risk of death from
breast cancer: A systematic review”, American Journal of Obstetrics and Gynecology, vol. 186, no. 2,
pp. 325-334.

Nelson, H. D. 2002, Hormone replacement therapy and osteoporosis, Agency for Healthcare Research and
Quality, Rockville, MD, 12.

Nelson, H. D., Humphrey, L. L., Leblanc, E. S., Miller, J., Takano, L. M. A., Chan, B., Nygren, P., Allan,
J., & Teutsch, S. 2002a, Postmenopausal hormone replacement therapy for the primary prevention of
chronic conditions: a summary of the evidence for the U.S. Preventive Services Task Force. 03-513B.

Nelson, H. D., Humphrey, L. L., Nygren, P., Teutsch, S. M., & Allan, J. D. 2002b, “Postmenopausal
hormone replacement therapy: Scientific review”, Journal of the American Medical Association, vol. 288,
no. 7, pp. 872-881.

Newcomb, P. A., Titus-Ernstoff, L., Egan, K. M., Trentham-Dietz, A., Baron, J. A., Storer, B. E., Willett,
W. C., & Stampfer, M. J. 2002, “Postmenopausal estrogen and progestin use in relation to breast cancer
risk”, Cancer Epidemiology Biomarkers and Prevention, vol. 11, no. 7, pp. 593-600.

Newcomb, P. A. & Trentham-Dietz, A. 2003, “Patterns of postmenopausal progestin use with estrogen in
relation to endometrial cancer (United States)”, Cancer Causes and Control, vol. 14, no. 2, pp. 195-201.

Newcomer, L. M., Newcomb, P. A., Potter, J. D., Yasui, Y., Trentham-Dietz, A., Storer, B. E., Longnecker,
M. P, Baron, J. A., & Daling, J. R. 2003, “Postmenopausal hormone therapy and risk of breast cancer by
histologic type (United States)”, Cancer Causes and Control, vol. 14, no. 3, pp. 225-233.

NHMRC (2000”). How to Review the Evidence : Systematic Identification and Review of the Scientific
Literature, Canberra : NHMRC.

Norman, R. J., Flight, I. H., & Rees, M. C. 2000, “Oestrogen and progestogen hormone replacement
therapy for peri-menopausal and post-menopausal women: weight and body fat distribution”, Cochrane
database of systematic reviews (Online : Update Software), vol. -, no. 2, p. CD001018.

O’Connell, D., Robertson, J., Henry, D., & Gillespie, W. 1998, “A systematic review of the skeletal effects
of estrogen therapy in postmenopausal women. II. An assessment of treatment effects”, Climacteric : the
Journal of the International Menopause Society, vol. 1, no. 2, pp. 112-123.

Oger, E. & Scarabin, P. Y. 1999, “Assessment of the risk for venous thromboembolism among users of
hormone replacement therapy”, Drugs and Aging, vol. 14, no. 1, pp. 55-61.

Olsson, H., Bladstrom, A., Ingvar, C., & Moller, T. R. 2001, “A population-based cohort study of HRT use
and breast cancer in southern Sweden”, British Journal of Cancer, vol. 85, no. 5, pp. 674-677.

240 :: References



February 2004 :: A comprehensive literature review

Olsson, H. L., Ingvar, C., & Bladstrom, A. 2003, “Hormone replacement therapy containing progestins
and given continuously increases breast carcinoma risk in Sweden”, Cancer, vol. 97, no. 0,
pp. 1387-1392.

Panay, N., Toth, K., Pelissier, C., & Studd, J. 2001, “Dose-ranging studies of a novel intranasal estrogen
replacement therapy”, Maturitas, vol. 38 Suppl 1, no. -, p. S15-S22.

Penotti, M., Fabio, E., Modena, A. B., Rinaldi, M., Omodei, U., & Vigano, P. 2003, “Effect of soy-derived
isoflavones on hot flushes, endometrial thickness, and the pulsatility index of the uterine and cerebral
arteries”, Fertility and Sterility, vol. 79, no. 5, pp. 1112-1117.

Porch, J. V., Lee, I. M., Cook, N. R., Rexrode, K. M., & Buring, J. E. 2002, “Estrogen-progestin
replacement therapy and breast cancer risk: The Women’s Health Study (United States)”, Cancer Causes
and Control, vol. 13, no. 9, pp. 847-854.

Purdie, D. M., Bain, C. J., Siskind, V., Russell, P., Hacker, N. F., Ward, B. G., Quinn, M. A., & Green, A.
C. 1999, “Hormone replacement therapy and risk of epithelial ovarian cancer”, British Journal of Cancer,
vol. 81, no. 3, pp. 559-563.

Purdie, D. M., Green, A., Bain, C., Siskind, V., Ward, B., Hacker, N. F., Quinn, M. A., Wright, G. R,
Russell, P., & Susil, B. 1995, “Reproductive and other factors and risk of epithelial ovarian cancer: an
Australian case-control study.”, International Journal of Cancer, vol. 62, pp. 678-684.

Randell, K. M., Honkanen, R. J., Kroger, H., & Saarikoski, S. 2002, “Does hormone-replacement therapy
prevent fractures in early postmenopausal women?”, Journal of Bone and Mineral Research, vol. 17,
no. 3, pp. 528-533.

Rapp, S. R, Espeland, M. A., Shumaker, A. A. et al. 2003 “Effect of estrogen plus progestin on global
cognitive function in postmenopausal women”, JAMA, Vol 289, pp 2663-2672.

Ratanawichitrasin, A., Reansuwan, W., Ratanawichitrasin, S., Bhodhisuwan, K., & Kongpatanakul, S.
2002, “Risk of breast cancer in post-menopausal women using hormone replacement therapy”,
Journal of the Medical Association of Thailand = Chotmaibet thangphbaet, vol. 85, no. 5, pp. 583-589.

Rice, M. M., Graves, A. B., McCurry, S. M., Gibbons, L. E., Bowen, J. D., McCormick, W. C., & Larson, E.
B. 2000, “Postmenopausal estrogen and estrogen-progestin use and 2-year rate of cognitive change in a
cohort of older Japanese American women: The kame project”, Archives of Internal Medicine, vol. 160,
no. 11, pp. 1641-1649.

Riman, T., Dickman, P. W., Nilsson, S., Correia, N., Nordlinder, H., Magnusson, C. M., Weiderpass, E., &
Persson, 1. R. 2002, “Hormone replacement therapy and the risk of invasive epithelial ovarian cancer in
Swedish women”, Journal of the National Cancer Institute, vol. 94, no. 7, pp. 497-504.

Rodriguez, C., Patel, A. V., Calle, E. E., Jacob, E. J., & Thun, M. J. 2001, “Estrogen replacement therapy
and ovarian cancer mortality in a large prospective study of US women”, Journal of the American
Medical Association, vol. 285, no. 11, pp. 1460-1465.

Rossouw, J. E., Anderson, G. L., Prentice, R. L., LaCroix, A. Z., Kooperberg, C., Stefanick, M. L., Jackson,
R. D., Beresford, S. A. A., Howard, B. V., Johnson, K. C., Kotchen, J. M., & Ockene, J. 2002, “Risks

and benefits of estrogen plus progestin in healthy postmenopausal women: Principal results from the
women’s health initiative randomized controlled trial”, Journal of the American Medical Association, vol.
288, no. 3, pp. 321-333.

Roux, C., Pelissier, C., Fechtenbaum, J., Loiseau-Peres, S., & Benhamou, C. L. 2002, “Randomized,
double-masked, 2-year comparison of tibolone with 17(beta)-estradiol and norethindrone acetate in
preventing postmenopausal bone loss”, Osteoporosis International, vol. 13, no. 3, pp. 241-248.

Rovati, L. C., Setnikar, I., & Genazzani, A. R. 2000, “Dose-response efficacy of a new estradiol
transdermal matrix patch for 7-day application: A randomized, double-blind, placebo-controlled study”,
Gynecological Endocrinology, vol. 14, no. 4, pp. 282-291.

References :: 241



Hormone replacement therapy for women at or after the menopause :: February, 2004

Sammartino, A., Di Carlo, C., Mandato, V. D., Bifulco, G., Di Stefano, M., & Nappi, C. 2003, “Effects of
genistein on the endometrium: Ultrasonographic evaluation”, Gynecological Endocrinology, vol. 17,
no. 1, pp. 45-49.

Schairer, C., Lubin, J., Troisi, R., Sturgeon, S., Brinton, L., & Hoover, R. 2000, “Menopausal estrogen
and estrogen-progestin replacement therapy and breast cancer risk”, Journal of the American Medical
Association, vol. 283, no. 4, pp. 485-491.

Scott R.W., Wilson M.C., Nishikawa J. and Hayward R.S.A.1995, “The well-built clinical question: a key
to evidence-based decisions”, American College of Physicians Journal Club, vol. 123, p. A1-A12.

Seidl, M. M. & Stewart, D. E. 1998, “Alternative treatments for menopausal symptoms. Systematic review
of scientific and lay literature [published erratum appears in Can Fam Physician 1998 Aug;44:1598]”,
CANADIAN FAMILY PHYSICIAN, vol. 44, no. -, pp. 1299-1308.

Seshadri, S., Zornberg, G. L., Derby, L. E., Myers, M. W., Jick, H., & Drachman, D. A. 2001,
“Postmenopausal estrogen replacement therapy and the risk of Alzheimer disease”, Archives of
Neurology, vol. 58, no. 3, pp. 435-440.

Shlipak, M. G., Simon, J. A., Grady, D., Lin, F., Wenger, N. K., & Furberg, C. D. 2001, “Renal
insufficiency and cardiovascular events in postmenopausal women with coronary heart disease”,
Journal of the American College of Cardiology, vol. 38, no. 3, pp. 705-711.

Shlipak, M. G., Simon, J. A., Vittinghoff, E., Lin, F., Barrett-Connor, E., Knopp, R. H., Levy, R. L., &
Hulley, S. B. 2000, “Estrogen and progestin, lipoprotein(a) and the risk of recurrent coronary heart
disease events after menopause”, Journal of the American Medical Association, vol. 283, no. 14, pp.
1845-1852.

Shumaker, S. A., Legault, C., Rapp, S. R. et al. 2003, “Estrogen plus progestin and the incidence of
dementia and mild cognitive impairment in postmenopausal women”, JAMA, Vol 289, pp2651-2662.

Sillero-Arenas, M., Delgado-Rodriquez, M., Rodigues-Canteras, R., Bueno-Cavanillas, A., & Galvez-
Vargas, R. 1992, “Menopausal hormone replacement therapy and breast cancer: A meta-analysis”,
Obstetrics and Gynecology, vol. 79, no. 2, pp. 286-294.

Simon, J. A., Hsia, J., Cauley, J. A., Richards, C., Harris, F., Fong, J., Barrett-Connor, E., & Hulley, S.
B. 2001a, “Postmenopausal hormone therapy and risk of stroke: The Heart and Estrogen-progestin
Replacement Study (HERS)”, Circulation, vol. 103, no. 5, pp. 638-642.

Simon, J. A., Hunninghake, D. B., Agarwal, S. K., Lin, F., Cauley, J. A, Ireland, C. C., & Pickar, J. H.
2001b, “Effect of estrogen plus progestin on risk for biliary tract surgery in postmenopausal women
with coronary artery disease. The heart and estrogen/progestin replacement study”, Annals of Internal
Medicine, vol. 135, no. 7, pp. 493-501.

Strickler, R., Stovall, D. W., Merritt, D., Shen, W., Wong, M., & Silfen, S. L. 2000, “Raloxifene and
estrogen effects on quality of life in healthy postmenopausal women: A placebo-controlled randomized
trial”, Obstetrics and Gynecology, vol. 96, no. 2, pp. 359-365.

Studd, J., Pornel, B., Marton, 1., Bringer, J., Varin, C., Tsouderos, Y., & Christiansen, C. 1999, “Efficacy
and acceptability of intranasal 17(beta)-oestradiol for menopausal symptoms: Randomised dose-response
study”, Lancet, vol. 353, no. 9164, pp. 1574-1578.

Tesch, B. J. 2002, “Herbs commonly used by women: An evidence-based review”, Disease-a-Month,
vol. 48, no. 10, pp. 671-696.

Torgerson, D. J. & Bell-Syer, S. E. M. 2001, “Hormone replacement therapy and prevention of
nonvertebral fractures: A meta-analysis of randomized trials”, Journal of the American Medical
Association, vol. 285, no. 22, pp. 2891-2897.

242 :: References



February 2004 :: A comprehensive literature review

Utian WH (1989) Biosynthesis and physiological effects of estrogen and pathophysiologic effects of
estrogen deficiency: A review. American Journal of Obstetrics and Gynecology 161: 1828-1831.

Vassilopoulou-Sellin, R., Cohen, D. S., Hortobagyi, G. N., Klein, M. J., McNeese, M., Singletary, S. E.,
Smith, T. L., & Theriault, R. L. 2002, “Estrogen replacement therapy for menopausal women with

a history of breast carcinoma: Results of a 5-year, prospective study”, Cancer, vol. 95, no. 9,

pp. 1817-1826.

Viscoli, C. M., Brass, L. M., Kernan, W. N., Sarrel, P. M., Suissa, S., & Horwitz, R. I. 2001, “A clinical trial
of estrogen-replacement therapy after ischemic stroke”, New England Journal of Medicine, vol. 345, no.
17, pp. 1243-1249.

Von Holst, T. & Salbach, B. 2000, “Efficacy and tolerability of a new 7-day transdermal estradiol patch
versus placebo in hysterectomized women with postmenopausal complaints”, Maturitas, vol. 34, no. 2,
pp. 143-153.

Von Holst, T. & Salbach, B. 2002, “Efficacy of a new 7-day transdermal sequential estradiol/
levonorgestrel patch in women”, Maturitas, vol. 41, no. 3, pp. 231-242.

Wassertheil-Smoller, S., Hendrix, S. L., Limacher, M. et al. 2003, “Effect of estrogen plus progestin on
stroke in postmenopausal women”, JAMA, Vol 289, pp 2673-2684.

Weiss, L. K., Burkman, R. T., Cushing-Haugen, K. L., Voigt, L. F., Simon, M. S., Daling, J. R., Norman,
S. A., Bernstein, L., Ursin, G., Marchbanks, P. A., Strom, B. L., Berlin, J. A., Weber, A. L., Doody, D. R.,
Wingo, P. A., McDonald, J. A., Malone, K. E., Folger, S. G., & Spirtas, R. 2002, “Hormone replacement
therapy regimens and breast cancer risk”, Obstetrics and Gynecology, vol. 100, no. 6, pp. 1148-1158.

Wells, G., Tugwell, P., Shea, B., Guyatt, G., Peterson, J., Zytaruk, N., Robinson, V., Henry, D., O’Connell,
D., Cranney, A., Adachi, J., Griffith, L., McGowan, J., Weaver, B., Willan, A., Rosen, C. J., Bilezikian,

J. P, Black, D. M., Favus, M. J., Fitzpatrick, L. A., Kiel, D. P., Marcus, R., Orwoll, E. S., & Schnitzer, T.

J. 2002, “V. Meta-analysis of the efficacy of hormone replacement therapy in treating and preventing
osteoporosis in postmenopausal women”, Endocrine Reviews, vol. 23, no. 4, pp. 529-539.

Whiteman, M. K., Cui, Y., Flaws, J. A., Espeland, M., & Bush, T. L. 1999, “Low fibrinogen level: A
predisposing factor for venous thromboembolic events with hormone replacement therapy”, American
Journal of Hematology, vol. 61, no. 4, pp. 271-273.

Wiklund, 1., Karlberg, J., & Mattsson, L. A. 1993, “Quality of life of postmenopausal women on a
regimen of transdermal estradiol therapy: A double-blind placebo-controlled study”, American Journal
of Obstetrics and Gynecology, vol. 168, no. 3 1, pp. 824-830.

Wu, F., Ames, R., Clearwater, J., Evans, M. C., Gamble, G., & Reid, 1. R. 2002, “Prospective 10-year study
of the determinants of bone density and bone loss in normal postmenopausal women, including the
effect of hormone replacement therapy”, Clinical Endocrinology, vol. 56, no. 6, pp. 703-711.

Wuttke, W., Seidlova-Wuttke, D., & Gorkow, C. 2003, “The Cimicifuga preparation BNO 1055 vs.
conjugated estrogens in a double-blind placebo-controlled study: Effects on menopause symptoms and
bone markers”, Maturitas, vol. 44, no. SUPPL., p. S67-S77.

Yaffe, K., Sawaya, G., Lieberburg, 1., & Grady, D. 1998, “Estrogen therapy in postmenopausal women:
Effects on cognitive function and dementia”, Journal of the American Medical Association, vol. 279, no.
9, pp. 688-695.

Zweifel, J. E. & O'Brien, W. H. 1997, “A meta-analysis of the effect of hormone replacement therapy
upon depressed mood”, Psychoneuroendocrinology, vol. 22, no. 3, pp. 189-212.

References :: 243



	4 SUMMARY
	HRT
	BENEFITS FOR THE RELIEF OF MENOPAUSAL SYMPTOMS
	UNWANTED SIDE EFFECTS
	OTHER HEALTH BENEFITS
	OTHER HEALTH RISKS
	TIBOLONE
	RALOXIFENE
	CAMs
	5 ADDENDUM A: OESTROGEN IN COMBINATION WITH TESTOSTERONE
	6 ADDENDUM B: UPDATED AND NEW STUDY RESULTS
	7 REFERENCES



