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MANAGEMENT OF THE MENOPAUSE

I3> Menopause is a normal event in a woman’s life; symptomatic management is needed in some cases
I=>> Lifestyle modification should be considered as an integral part of menopausal management

=5 Hormone replacement therapy (HRT) is the most effective treatment for vasomotor symptoms

[=5> The benefit/risk ratio for HRT use is favourable close to the time of menopause

INTRODUCTION

The menopause is defined as the permanent cessation of menstruation, determined retrospectively after 12 months of
amenorrhoea.' Natural menopause results from ovarian failure and resultant oestrogen deficiency; the menopause can also be
induced by surgery, chemotherapy or radiation.” The menopause occurs at a median age of 51 years, varying from 40-58 years.*’
Various factors affect the age at which the menopause occurs including: smoking (may occur up to 2 years earlier), low
socioeconomic status, age at menarche, parity, ethnicity, previous oral contraceptive use and family history.”> While the
menopause is a normal event in a woman’s life, some women experience health effects that may require healthcare professional
input.*’ This bulletin reviews the overall management of the menopause.

MENOPAUSAL SYMPTOMS

Table 1 summarises the different stages of the menopause and the associated prevalence of hot flushes;**® substantial variation
exists, including skipping stages and moving back and forth between stages.

Table 1: Stages of menopausal transition and prevalence of hot flushes®

Perimenopause (Duration~4 years) Postmenopause
(menopausal transition)
Early Late Early Late

Menstrual cycle Variable cycle length; 1 3 or more missed None None

or 2 missed cycles/year cycles/year
Endocrine <> AFSH AFSH AAFSH AMFSH

<> } Estradiol ¥ Estradiol YV Estradiol V¥V Estradiol
Prevalence of hot 40 65 50 10-15
flushes (%)

The period prior to the menopause and for the first 12 months after the menopause is known as the perimenopause.® It usually begins in
the mid-late 40s lasting approximately 4 years.**** It is associated with changes in the menstrual cycle (intermittent ovulation and
anovulation) and menopausal symptoms.” The postmenopausal period refers to the time dating from 1 year after the final menstrual
period.” During the early menopause transition, oestrogen and follicle stimulating hormone (FSH) levels are usually normal or slightly
raised; as the menopausal transition progresses, hormone levels are variable, but oestrogen levels fall markedly and FSH levels increase .’
Many symptoms have been attributed to the menopause, however only vasomotor dysfunction (hot flushes and night sweats) and
urogenital symptoms have been shown to be consistently associated with this time of life. These symptoms are directly related to a
decrease in oestrogen levels and experienced to varying degrees by up to 75% of women.' Other symptoms including urinary
incontinence, insomnia, sexual dysfunction, depression, anxiety, labile mood, memory loss, fatigue, headache, joint pains and weight gain
may be secondary to vasomotor and urogenital symptoms or related to other causes including thyroid dysfunction and ageing.**

Hot flushes: are the most common symptoms of the menopause. These are most prevalent during the first year after the menopause.*
They are described as sudden feelings of warmth (on the chest, face and neck), often associated with perspiration, palpitations and anxiety,
which are variable in frequency, duration and severity (lasting < 5 minutes).>* The mechanism causing vasomotor symptoms is not fully
understood.** They can be triggered by warm environments, hot food or drinks and stress, and can interfere with activities or sleep,”
leading to insomnia, irritability and difficulties with memory and concentration.* They last for 0.5 - 5 years in up to 90% of women who
experience them, after the natural menopause, but may persist for as long as 15 years in a small percentage of women.** They last longer
and are more severe in those women who have had a surgically induced menopause.**

Urogenital symptoms: such as vaginal dryness, itching and dyspareunia are caused by physiological responses to low concentrations of
oestrogen and androgens.** They can lead to numerous symptoms including atrophic vaginitis, vaginal irritation, dysuria, nocturia and
frequency, which can have an effect on quality of life.*'* Unlike vasomotor symptoms, urogenital symptoms do not diminish over time."



Other issues: In addition to the menopausal symptoms experienced by women, there are also long-term health impacts. The loss of
ovarian function and the drop in oestrogen levels also affects other parts of the body in particular the bones and cardiovascular system.*

ASSESSMENT

Classic vasomotor symptoms in a woman in her late 40s to mid-50s do not require laboratory evaluation unless there is reason
to suspect another cause.’ The routine measurement of FSH is not recommended as levels may fluctuate during the
perimenopausal period and increased levels may occur in the presence of ovulatory cycles.’ They do not predict when the last
menstrual period will occur and are not a guide to fertility status (see Table 1). Estimates of luteinising hormone, oestradiol,
progesterone and testosterone are of no value in the diagnosis of ovarian failure.’

History taking should exclude other causes of vasomotor symptoms including: pregnancy, alcohol consumption,
hyperthyroidism, narcotic withdrawal, phaecochromocytoma, carcinoid, underlying malignancy and medications.’

Abnormal bleeding including postmenopausal bleeding, sudden change in menstrual pattern, intermenstrual bleeding or
postcoital bleeding requires investigation.’

MANAGEMENT OF MENOPAUSAL SYMPTOMS

Non-Pharmacological Management

The best approach to the management of menopausal symptoms is to assess each woman’s individual needs,’ including her risk factors
for cardiovascular disease (CVD).’ Lifestyle modifications such as a healthy diet, exercising regularly, maintaining a healthy body weight,
limiting alcohol consumption and not smoking may be useful in relieving mild menopausal symptoms.*''* There is some evidence that
women who are more active tend to suffer less from the symptoms of the menopause, however not all types of activity lead to an
improvement in symptoms." The best activity is aerobic, sustained, regular exercise; high-impact infrequent exercise may make
symptoms worse. Avoidance or reduction of intake of alcohol and caffeine may reduce the severity and frequency of vasomotor
symptoms. Moderate alcohol consumption seems to have no effect on hot flushes, however drinking more than 14 units per week is likely
to increase hot flushes.*

Pharmacological Management

HORMONE REPLACEMENT THERAPY
Oestrogens have been used for over 50 years as a hormonal supplement for the treatment of menopausal women and are the most
effective treatment for vasomotor symptoms.”*’ They are used in combination with progestogens for women with an intact uterus
(to avoid the development of endometrial hyperplasia and subsequent carcinoma) whereas hysterectomised women should be
given unopposed oestrogen.”
The main indication for hormone replacement therapy (HRT) is for the relief of menopausal symptoms.*** Oestrogens reduce the
frequency and severity of hot flushes and are given systemically at the lowest dose for the shortest duration.” Table 2 summarises
the different types of HRT regimens.

Table 2: Types of HRT regimens

Perimenopausal Postmenopausal
Intact uterus Intact uterus
* combination of oestrogen and progesterone * combination of oestrogen and progesterone
o sequential o sequential or continuous combined regimen
(will result in a regular bleed) (associated with no bleed)
e tibolone
Hysterectomy Hysterectomy
e oestrogen alone e oestrogen alone
e tibolone

Combined oestrogen and progestogen can be given as a sequential (cyclical) or continuous regimen. The choice of which regimen to use
will depend on whether the woman is perimenopausal or postmenopausal® The synthetic steroid tibolone (with progestogenic,
androgenic and oestrogenic effects) is effective for the treatment of hot flushes.>***** It is only suitable for postmenopausal women, and
any bleeding while on tibolone needs to be investigated.”

Topical oestrogen therapy is effective for moderate to severe vaginal symptoms,*™ and is considered more appropriate than systemic
therapy in the absence of vasomotor symptoms.” Atrophic vaginitis may respond to a short course (few weeks) of a topical vaginal
preparation, repeated if necessary."”

Oestrogen given systemically in the perimenopausal and postmenopausal period, and tibolone given in the postmenopausal period are
also effective for the prevention of osteoporosis however other medicinal products should be used first-line for the management of
osteoporosis.”” HRT may be used in women with an early natural or surgical menopause (< 45 years) as they are at high risk of
osteoporosis,™'* however alternatives to HRT should be considered if osteoporosis is the main concern.”

Adverse effects: Oestrogen-related adverse effects, including fluid retention, bloating, breast tenderness and nausea, are often transient.
Progestogen-related adverse effects, including fluid retention, breast tenderness, headaches and mood swings, may be more problematic.’
Options for persistent side-effects include reducing the dose, changing the HRT type or route of delivery. The most commonly reported
side-effects are weight gain and poor cycle control resulting in discontinuation of HRT;** if poor cycle control persists pelvic pathology
needs to be excluded.’

Duration of use: Advice from most sources is to use the lowest dose of hormone for the shortest duration to give symptom relief.”"
Maximum therapeutic response is usually achieved by 3 months.** Short term systemic use over 2 - 3 years is clinically appropriate, as
flushes disappear within a few years in about two thirds of women;’* patients should be reviewed on an individual basis (every 6 - 12
months) with regular attempts to discontinue therapy.” Observational data has shown that up to 50% of women stop HRT after 1 year of
treatment and up to 75% stop it within 2 years.” An Irish survey found that overall, 1 in 5 menopausal women receive HRT; this increases



to 3 in 10 in those aged 55 - 64 years, of which the majority are on HRT for < 4 years.® One in 5 are on it for > 6 years.* Women with
premature ovarian failure can be given HRT until the approximate age of natural menopause (i.e. until 50 years)."”

Discontinuing HRT can be a difficult time for women as many experience a temporary recurrence of symptoms.” There are no clear
guidelines on the best way to stop HRT; many experts advise that it should be gradually reduced rather than stopping it abruptly.”

Risks of Hormone Replacement Therapy

Over the last 10 years, there has been much controversy regarding HRT. The decision as to whether to start a woman on HRT needs to
be taken at an individual level.”® Current evidence suggests that the benefit/risk ratio is favourable for women who initiate HRT close to
the menopause (< 60 years) but is less favourable for older women with increasing time since the menopause.”'**** HRT should only be
considered when an indication for therapy has been clearly identified, contraindications excluded and the potential benefits and risks
discussed with the patient.”® It should be part of an overall strategy including lifestyle recommendations regarding diet, exercise, smoking
and alcohol" and is not recommended in women with a history of, or at high risk of CVD, breast cancer, unexplained vaginal bleeding,
endometrial cancer, venous thromboembolism (VTE) and those with active liver disease

Observational studies from the early 1990s had suggested that HRT might be beneficial in reducing CVD,”** however evidence from
studies published in 2002 (including the randomised controlled trial [RCT] the Women’s Health Initiative [WHI] and Million Women’s
Study) identified possible risks associated with HRT.”** Since these studies were first published controversy continues in relation to
the prescribing of HRT; it has been suggested that the discrepancy between the results of the earlier observational studies and the later
studies may be partly explained by study design.** While most of the women in the earlier observational studies were < 55 years and
within 2 - 3 years after the menopause at the time that HRT was initiated, the mean age of women in the WHI study was 63 years.*"
Table 3 outlines the main risks associated with HRT.

Table 3: Risks associated with HRT*

Risk Age range Background incidence | Additional cases per Additional cases per 1,000
(years) (per 1,000 women not 1,000 women using women using combined
using HRT) oestrogen only oestrogen/progesterone
>5 years | >10 years For 5 For 10 For 5 For 10
years use | years use years use years use
Breast cancer 50-59 10 20 2 6 6 24
60-69 15 30 3 9 9 36
Endometrial cancer 50-59 2 4 4 32 NS NS
60-69 3 6 6 48 NS NS
Ovarian cancer 50-39 2 4 <1 1 <1 1
60-69 3 6 <1 2 <1 2
Venous 50-59 5 2 7
thromboembolism*** | ¢0_69 8 % 10
Stroke 50-59 4 1 1
60-69 9 3
Coronary vascular 70-79 29-44 NS 15
disease (CVD)

* excludes tibolone, ** not significant, *** may be lower risk of VTE by the transdermal route

Coronary vascular disease (CVD) — The current consensus is that there are no cardiovascular benefits of HRT for menopausal
women.'*'*"722%2 The relative risk of CVD during use of combined HRT is slightly increased; as the baseline risk of CVD is strongly
dependent on age, the number of extra cases of CVD due to combined HRT is very low in healthy women close to menopause, but will
rise with more advanced age.*” RCTs found no increased risk of CVD in hysterectomised women using oestrogen-only therapy.” Trials
are underway to evaluate if initiation of HRT in early menopause will delay the onset of CVD.”

Stroke - Evidence suggests that HRT increases the relative risk of stroke."'+!*1*!

Venous thromboembolism (VTE) - Data from both observational and RCTs report an increased risk of VTE with oral HRT,"*""* (higher
with combined HRT than oestrogen alone)." The risk emerges in the first two years after commencing HRT."** Analysis of the WHI
study found that oestrogen/progesterone is associated with a doubling of the risk of VTE* however the absolute risk was lower in those
women initiating HRT at < 60 years than those who started HRT at > 60 years of age." The increased risk is also associated with other
risk factors including obesity and factor V Leiden.** Observational data suggest lower VTE risk with transdermal HRT than with oral
HRT, but there is no comparative RCT data on this subject.'**

Breast cancer increases with combined HRT use beyond 3-5 years,*'** however this effect is not seen in those who start HRT early for
premature menopause.’ Evolving evidence suggests that the increased risk may be as a result of promotion of existing cancers.'* The WHI
study did not demonstrate an increase in breast cancer for women taking oestrogen alone.

Endometrial cancer is increased with use of unopposed systemic oestrogen, which is reduced by the addition of progestogen."*'*
Ovarian cancer - published data on the role of HRT and risk of ovarian cancer is conflicting.*"” Observational studies have suggested an
association between ovarian cancer and HRT," which if present occurs rarely, and after 5 years of use.'

Tibolone increases the risk of breast cancer but to a lesser extent than HRT." Limited data do not suggest an increased risk of VTE and there
are insufficient data to draw a conclusion on the risk of CVD with tibolone.” Tibolone is associated with an increased risk of stroke
particularly in older women, and an increased risk of endometrial cancer.”*'* It may enhance the effects of anticoagulants such as warfarin."



Practical issues

There are many different preparations of HRT available in Ireland; oestrogens are available in oral, transdermal, and vaginal preparations
while progestogens are available in oral, transdermal and intrauterine formulations. Each woman’s needs should be individualised with
respect to individual symptoms and preference of formulation. The levonorgestrel intrauterine system, which was originally developed
for contraception, is now licensed to provide the progestogenic component of HRT>*

Contraception is an important topic which should also be discussed with a menopausal woman with menopausal symptoms. During the
perimenopausal period, although women have reduced fertility, they still require contraception if they are sexually active.” It is only when
the menopause has been confirmed that contraception can be stopped.” Experts advise continued use of contraception for 2 years after
the last menstrual period (LMP) in women < 50 years, and for 1 year after the LMP for women over 50 years.”** Many women have their
menopause masked by the use of hormones (contraceptive or HRT).”* It is important to advise women that HRT is not a form of
contraception. The decision on choice of contraceptive needs to be taken on an individual risk/benefit level.”* (Guidelines from the UK
Faculty of Sexual & Reproductive Healthcare on contraception for women > 40 years are available on http://www.ffprhc.org.uk/). In
general, women can be advised to stop hormonal contraception at the age of 55 years as most (95.9%) will be menopausal at this stage.’
Other issues Androgens (e.g. testosterone) have been used to improve libido in women, however specialist advice is recommended as
they are not successful in all women and other factors may be involved.””” Testosterone patches are authorised only for women with
reduced libido who have had a surgical menopause and are receiving concomitant oestrogen therapy.”

NON-HORMONAL THERAPIES
Due to concerns about the adverse effects of oestrogen following the WHI and Million Women’s studies, there has been increased
interest in non-hormonal therapies for menopausal symptoms.>** Many of these medicinal products are unlicensed and are less
effective than oestrogen;” their use should be restricted to highly symptomatic women who cannot take oestrogen.™
Clonidine is the only non-oestrogen-based preparation licensed for menopausal flushing.>* It is a centrally acting alpha-
adrenoceptor agonist, which has adverse effects including dry mouth, sedation, dizziness, nausea and nocturnal restlessness.” It
should be used with caution in conditions including cerebrovascular disease, coronary insufficiency, heart failure and renal
failure; treatment should be discontinued gradually.”
Selective serotonin-reuptake inhibitors (SSRIs) and serotonin-norepinephrine reuptake inhibitors (SNRIs) which are
unlicensed for menopausal symptoms, have been shown to be effective in reducing vasomotor symptoms in short-term studies,
however, the long-term safety of SSRIs and SNRIs needs further evaluation.”***** The mechanism of action is unknown: it has
been hypothesised that temperature increases associated with hot flushes could be linked to an overloading of serotonin-receptor
sites in the hypothalamus.” Evidence suggests that fluoxetine, paroxetine, citalopram and venlafaxine are effective in reducing
the frequency and severity of hot flushes,"***" with the SNRI venlafaxine showing the most convincing data." Side effects
include gastrointestinal symptoms and sexual dysfunction.”
Gabapentin which is unlicensed, has shown modest efficacy in the treatment of hot flushes both in women with a history of
breast cancer and those without.**** The mechanism of action in reducing hot flushes is unclear.” Side-effects include dry mouth,
dizziness and drowsiness.”

NON-PRESCRIBED THERAPIES
Menopausal women have been known to use complementary therapies including herbal therapies, as they are perceived to be a
safe alternative to traditional hormone therapies.” Evidence does not suggest that these therapies improve menopausal symptoms
and a major concern is that complementary therapies may have pharmacological actions, that may cause unwanted effects
including potentially dangerous interactions with medicines.>” A European Directive has been introduced requiring herbal
medicinal products for human use to be registered in the coming years."
Phyto-oestrogens are plant substances that have effects similar to those of oestrogens.” The main sources are soy and red clover.
The results from clinical trials involving soy are contradictory and difficult to evaluate owing to variation in soy preparations,
dosages, duration of treatment and interindividual differences in isoflavone metabolism occurring in the general population. Soy
extracts appear to be well tolerated, however endometrial hyperplasia has been reported in soy users in some studies. Red clover
blossoms have been used for centuries in traditional herbal medicines. The majority of clinical trials do not support the efficacy
of the red clover leaf extracts in alleviating hot flushes. While no serious adverse effects have been reported, there are concerns
on the safety of using semi-purified isoflavones in women with a history of breast cancer.”
Black cohosh is used widely to alleviate menopausal symptoms, however there are conflicting results on its efficacy in this
setting.***"#* There are also safety concerns including reports of hepatotoxicity with its use."~’
There are other herbal products which have also been used as treatment for menopausal symptoms whose efficacy have not been
proven including: evening primrose oil, dong quai, ginkgo biloba, ginseng and St John’s Wort."*” Consideration should also be
given to the possibility of herb-drug interactions, and concerns have arisen with: Ginkgo biloba (interactions including
warfarin, aspirin, thiazide), ginseng (e.g. warfarin and phenelzine) and St John’s Wort (e.g. ciclosporin, midazolam,
tacrolimus, digoxin, warfarin, theophylline)."*

SUMMARY

The menopause is a natural event in most women’s lives with the majority of women experiencing very few or mild symptoms.
However, some women do experience health effects and require healthcare professional input. Management of the menopause
requires a holistic approach and lifestyle modifications should be considered the first step in menopausal symptom relief. HRT
is the most effective pharmacological intervention for hot flushes and vaginal dryness. An individual benefit/risk profile should
be conducted for every woman considering using HRT and the lowest effective dose should be used for the shortest time. For
those requiring symptom relief who cannot use HRT there are non-hormonal therapies to consider, which although not as
effective as HRT, may provide some relief from menopausal symptoms on an individual basis. The evidence base does not
support the use of complementary therapies in relieving menopausal symptoms.

List of references available on request. Date of preparation: June 2010
Every effort has been made to ensure that this information is correct and is prepared from the best available resources at our disposal at the time of issue.
Prescribers are recommended to refer to the individual Summary of Product Characteristics (SmPC) for specific information on a medicine



References: Management of the Menopause Vol 16 No 2 2010

1.

no

~

10.

11.

12.

13.
14.

15.
16.

17.

18.

19.

20.

National Medicines Information Centre Bulletin, Hormone Replacement
Therapy, Vol 9 No. 3, 2003

Nelson H, Menopause, The Lancet 2008;371:760-70

Grady D, Management of Menopausal Symptoms, N Engl J Med
2006;355:2338-47

Bruce D, Rymer J, Symptoms of the menopause, Best Practice & Research
Clinical Obstetrics and Gynaecology 2009; 23:25-32

Management of the menopause 5™ Edition, Rees M, Stevenson J, Hope S et al,
published by the royal Society of Medicine press Ltd and British Menopause
Society Publications Ltd 2009

Public Attitudes to the Menopause: Omnibus Survey, Research Summary, The
Women’s Health Council accessed on http://www.whc.ie/menopause on
25/03/10

Roberts H, Managing the menopause, BMJ 2007;334:736-41

The Women’s Health Council, Managing Menopause: A review of the Bio-
Medical Evidence — Summary, downloaded from http://whc.ie/menopause on
23/03/2010

Faculty of Family Planning and Reproductive Health Care Clinical
Effectiveness Unit, FFPRHC Guidance (January 2005) Contraception for
women aged over 40 years, Journal of Family Planning and Reproductive
Health Care 2005;31(1):51-64

Lynch C, Vaginal estrogen therapy for the treatment of atrophic vaginitis,
Journal of Women’s Health 2009;18 (10):1595-1606

Royal College of Obstetrician and Gynaecologists, Scientific Advisory
Committee Opinion Paper 6, May 2006, Alternatives to HRT for the
management of symptoms of the menopause, downloaded from
Www.rcog.org.uk on 5 May 2010

Medicines Q&As UKMi, What non-hormonal alternatives to antidepressants
are available for the management of menopausal hot flushes? Available on
www.nelm.nhs.uk

BNF March 2010, Section 6.4.1, Hormone replacement therapy page 434-435
MHRA, Hormone-replacement therapy: updated advice, Drug Safety Update
September 2007;1 (2):2-4 downloaded from www.mhra.gov on the
30/04/2010

SmPC livial available on www.medicines.ie accessed on 24/03/2010
Menopause Society, Estrogen and progestogen use in menopausal women:
2010 position statement of the North American Menopause Society,
Menopause: Menopause 2010;17(2):242-255

Farquhar C, Marjoribanks J, Lethaby A, Suckling JA, lamberts Q, Long term
hormone therapy for perimenopausal and postmenopausal women, Cochrane
Database of Systematic Reviews 2009, Issue 2. Art. No.: CD004143. DOI:
10.1002/14651858.CD004143.pub3

Pines A, Sturdee D, BirkHauser M et al, IMS Updated Recommendations on
postmenopausal hormone therapy, Climacteric 2007;10:181-194

Lumsden MA, Preface and Introduction, Best Practice & Research Clinical
Obstetrics and Gynaecology 2009;23:1-6

Clinical knowledge summaries, menopause, advice about HRT, downloaded
from http://www.cks.nhs.uk/ on 16/3/2010



http://www.whc.ie/menopause%20on%2025/03/10
http://www.whc.ie/menopause%20on%2025/03/10
http://whc.ie/menopause%20on%2023/03/2010
http://whc.ie/menopause%20on%2023/03/2010
http://www.rcog.org.uk/
http://www.nelm.nhs.uk/
http://www.mhra.gov/
http://www.medicines.ie/
http://www.cks.nhs.uk/

21.

22,

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.
33.

34.

35.

36.

37.

38.

39.
40.

41.

Gompel A, Rozenberg S, Barlow Dh, The EMAS 2008 update on clinical
recommendations on postmenopausal replacement therapy, Maturitas
2008;61:227-232

Salpeter S, Walsh J, Greyber E et al, Mortality associated with hormone
replacement therapy in younger and older women, Journal of General internal
medicine 2004;19:791-804

Position statement, Estrogen and progestogen use in menopausal women: July
2008 position statement of the North American Menopause Society,
Menopause: The Journal of the North American Menopause Society
2008;15(4):584-603

Stramba-Badiale M, Postmenopausal hormone therapy and the risk of
cardiovascular disease, Journal of Cardiovascular Medicine 2009;10:303-309
Writing Group for the Women’s health Initiative Investigators, Risks and
Benefits of Estrogen Plus Progestin in Healthy Postmenopausal Women,
JAMA 2002;288 (3): 321-333

Hulley S, Grady D, Bush T et al, Randomised Trial of Estrogen Plus Progestin
for Secondary Prevention of Coronary Heart Disease in Postmenopausal
Women, JAMA 1998;280(7):605-613

Million Women Study Collaborators, Breast cancer and hormone-replacement
therapy in the Million Women Study, Lancet 2003;362:419-27

Cushman M, Kuller L, Prentice R et al, EStrogen plus progestin and risk of
venous thrombosis, JAMA 2005;292(13):1573-1580

Rossouw J, Prentice R, Manson J, et al, Postmenopausal Hormone Therapy
and R isk of Cardiovascular Disease by Age and Years Since Menopause,
JAMA 2007:297(13):1465-1477

CMDh Core SPC for hormone replacement therapy products December 2009,
CMDh/131/2003 Rev 3 available on http://www.hma.eu/cmdh.html

Bittner V, Review: postmenopausal hormone therapy and the risk of
cardiovascular disease, Expert Opin. Pharmacother. 2009;10(13):2041-2053
SmPC Mirena available on www.medicines.ie accessed on 24/03/2010
Hardman S, Gebbie A, Hormonal contraceptive regimens in the
perimenopause, Maturitas 2009;63:204-212

Contraception — your questions answered, Chapter 11 Contraception for the
older woman — above age 40 page 530-541, Guillebaud J, Fifth Edition,
Churchill Livingstone Elsevier 2009

SmPC for Intrinsa® accessed from www.medicines.ie on 28™ May 2010
Nelson H, Vesco K, Haney E et al, Nonhormonal therapies for menopausal hot
flashes: systemnatic review and meta-analysis, JAMA 2006;295(17):2057-71
Rees M, Alternative treatments for the menopause, Best Practice & Research
Clinical Obstetrics and Gynaecology 2009;23:151-61

Medicines Q&As UKMi, What evidence is available for the use of
antidepressants for the management of menopausal hot flushes? Available on
www.nelm.nhs.uk

SmPC for Dixarit® accessed from www.medicines.ie on 5™ May 2010
Toulis K, Tzellos T, Kouvelas D et al, Gabapentin fro the treatment of hot
flashes with natural or tamoxifen-induced menopause: as systematic review
and meta-analysis, Clinical Therapeutics 2009;31(2): 221-235

Directive 2004/24/EC of the European Parliament and of the Council of 31
March 2004 amending, as regards traditional herbal medicinal products,
Directive 2001/83/EC on the Community code relating to medicinal products



http://www.hma.eu/cmdh.html
http://www.medicines.ie/
http://www.medicines.ie/
http://www.nelm.nhs.uk/
http://www.medicines.ie/

for human use accessed from
http://ec.europa.eu/enterprise/sectors/pharmaceuticals/documents/eudralex/ind
ex_en.htm 31st May 2010

42. Tempfer C, Froese G, Heinze G, at al, Side effects of phytoestrogens: a meta-
analysis of randomised trials, The American Journal of Medicine
2009;122:939-946



http://ec.europa.eu/enterprise/sectors/pharmaceuticals/documents/eudralex/index_en.htm
http://ec.europa.eu/enterprise/sectors/pharmaceuticals/documents/eudralex/index_en.htm


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments false
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


