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Sale of estrogen in Norway (HT)
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Avoiding estrogen

A Side effects of HT
I Fear
I Experience

A Contraindications for HT
I Breast cancer

I Previous thrombosis
I Other



O steo orosis




Health food stores Internett
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mmm Alternative treatment for

menopausal symptoms in Sweden

46 % of 4.504 Swedish women had use alt. treatment
45 % reported effect

Stadberg, Acta Obst Gyn Scand, 1997

N .
i|= Alternative treatment for
menopausal symptoms in Norway

150 women 5459 years (mammograp+screening)
40% had used alternative treatment (mostly soy)
42% reported effect

Dahle, Lydersen, Moen, J Norw. Med Assoc. 2006



—  Use of alternative therapy in US

62 % of the adult population use some kind of
complementary and alternative medicine.

US women desire greater professional guidanc
on hormone and alternative therapies for

menopause symptom management.
Ma J et al, 2006



Treatment of vasomotor symptoms
What are the alternatives?
What is the evidence?




The material

A PubMed search
I Randomised controlled studies

A Metaanalyses
A Cochrane reviews
A Guidelines



Alternative treatment for
menopausal symptoms

A The evidence
A The mechanism of action

A Side effects
A Safety aspects



Alternatives to estrogen

Non-estrogenic hormones: Complimentary and alternative
A Progestins treatment (CAM):
A Progesterone A Phytoestrogens
I Soy
I Red clover
Prescribed drugs: A Cimicifuga racemosa

A Clonidine Other
A SSRI/SNRI Adcupuncture
A Gabapentine Alife style




Progestins
Progesterone cream




Progestin for vasomotor symptoms

A Part of postmenopausal hormone therapy
A Additive effects to estrogen
A Some progestins are estrogenic
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Megestrol acetate and reduction In
hot flashes at 3 months
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Figure 4 Percentage of days with each intensity level of vasomotor symptoms over 1 year for both daytime and
night-time hot flushes and night sweats during the therapies following premenopausal ovariectomy
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Progestin side effect and safety

A Weight gain No data
A Oedema A On breast cancer
A Hirsutism A Long-time safety
A Mood depression aspects

I Liver

i Lipids

Suitable for women with
AA history of endometriosis
Ancreased risk of endometrial cancer



Menopause Formula
Progesterone
Cream :

180 mg of Progesterone per Owiee o

NECAWERTIOZ) (309210))

Progesterone cream

ONatur al progesteroneodo ext

Pharmacy dispensed: 1.7% progesterone in Decubal crea

Internett: I l

Progesterone Cream: -20 mg daily ¥

97

. s/a-
¢

ProgestaCark : 20 mg x 2 daily



Progesterone cream for menopausal symptor
-placebo controlled studies

Study N Progestin Duration Stat

Leonetti 56 Prog. cream |4 months | Sign.

1999 20 mg pr day 83 % Z ver]|s
Komesaroff 23 Wild yam 3 months |n.s.

2001 cream

Wren 68 Prog. cream |12 weeks |n.s.

2003 32 mg pr day

Benster o3 |Prog.cream | . n.S.

2009 5-60 mg




Non-hormonal drugs

A Clonidine
A SSRI-SNRI
A Gabapentine

Nelson HD et al, JAMA 2006, 295: 2031



Clonidine

AP adrenergic agonist

Anhibiting sympaticugonus
MAVlechanism: increased threshold for
sweating In symptomatic women

Dosage for hot flushes: ZBug x 2

Freedman et al, Fertil Steril, 2000




Metaanalysis of Clonidine
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Clonidine
-side effects and safety

A Dry mouth A In use for several
A Drowsiness years on other
A Sleep disturbances indications

A Constipation
A Hypotension

Withdrawal: 510%

Suitable for women with
1. Migraine
2. Hypertension



Number of incident use

Use of Clonidine in Ontario
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http://www.ncbi.nlm.nih.gov/pubmed/15520472?ordinalpos=17&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum

SSRISNRI

- selective serotonin reuptake inhibitors

-serotonin noradrenalin reuptake inhibitors

A Antidepressants
A Reuptake inhibitors of
serotonin/noradrenalin in CNS

A Mechanism in vasomotor
symptoms:
T Unknown

antidepressants



Metaanalysis SSRENRI

Figure 2. Trials of Selective Serotonin Reuptake Inhibitors (S5RIs) or Serotonin Morepinephrine Reuptake Inhibitors (SMRIs)
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Forest plots of hot flash reduction in newer antidepressant studies.
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Z0loft®

Study N SSRI Control Duration
Gordon | 102 | Sertralin Placebo |4+4 weeks
2006 50 mg

Kimmick | 62 | Sertralin Placebo |6+6 weeks
2006 50 mg

Grady 99 | Sertralin Placebo |6 weeks
2007 50-100mg

Kerwin | 102 | Sertralin Placebo |8 weeks
2007 50 mg

Wu 46 | Sertralin Placebo |4 weeks
2009 25100 mg

Stat

Sign.

Sign.
Non sign
Sign in

subgroups
Non sign




Cipralex® and Ciprami®

Study | N SSRI Control Duration | Stat

Soares| 40 | Cipralex 1620 mg EE 5mg/Prog.| 8 weeks BN[eIaRsi[e]gh
2006

Kalay |[100 | Citalopram 1620 mg | Placebo 8 weeks [Sile]gh
2007 HT

Citalopram+HT
Barton | 244 | Citalopram 1630 mg | Placebo 6 weeks RSy

2010 (20 mg)




Effexor® and Pristi®

Study N SNRI Control Duration Stat
Carpenten 77 | Venlafaxine 37,5 | Placebo 14 weeks
2007 75 mg

Speroff | 620 | Desvenlafaxine | Placebo 12 weeks
2008 50-200 mg

Archer 567 | Desvenlafaxine | Placebo 12 weeks
2009 100-150 mg 26 weeks
Buijs 60 | Venlafaxine Clonidine | 8+8 weeks
2009 75 mg 50eg x2

Walker |50 [Venalafaxine Acupuncturg 12 weeks
2010 37,575mg 1 years obs.




Side effects SSRENRI

A Gastreintestinal problems
A Tiredness

A
A
A

Headache
nsomnia

_oss of libido Withdrawal: 5%

May Iinteract with the metabolism of tamoxifen

(especially fluoxetine and paroxetine)

Bordeleaue, 2010

Suitable for women with depression and anxiety



Gabapentin

Usage

HzN e Antiepilectic
Pain relief
A Neuropatic pain.

Mechanism of action
A partly unknown
A Increases GABA synthesis



Gabapentin

A Its exact is unknown, but its
therapeutic action on neuropathic pain is thought to
Involve Atis
t hought to bindand® ofthe U2 U

In the

A Results with human and rat brain NMR spectroscopy
Indicate that gabapentin increas2s ~ synthesis,
probably by modulating, as it does in vitro, the action of
the GABA synthetic enzyme, glutamic acid decarboxylase
(GAD) and the glutamate synthesizing enzyme, branched
chain amino acid transaminase.


http://en.wikipedia.org/wiki/Mechanism_of_action
http://en.wikipedia.org/wiki/Voltage-gated
http://en.wikipedia.org/wiki/Voltage-gated
http://en.wikipedia.org/wiki/Voltage-gated
http://en.wikipedia.org/wiki/N-type_calcium
http://en.wikipedia.org/wiki/N-type_calcium
http://en.wikipedia.org/wiki/N-type_calcium
http://en.wikipedia.org/wiki/Ion_channels
http://en.wikipedia.org/wiki/CACNA2D1
http://en.wikipedia.org/wiki/CACNA2D2
http://en.wikipedia.org/wiki/Voltage-dependent_calcium_channel
http://en.wikipedia.org/wiki/Voltage-dependent_calcium_channel
http://en.wikipedia.org/wiki/Voltage-dependent_calcium_channel
http://en.wikipedia.org/wiki/Central_nervous_system
http://en.wikipedia.org/wiki/Central_nervous_system
http://en.wikipedia.org/wiki/GABA

GabapentirNeurontin®

Study [N [|Treatment Control Duration
Guttuso |59 | Gabapentin 900 mg | Placebo 12+5 weeks [BSi[s[y}
2003

Pandaya| 420 | Gabapentin Placebo 8 weeks
2005 300 mg og 900 mg

Butt 197 | Gabapentin 900 mg | Placebo 4 weeks
2008

Reddy |46 |Gabapent i n|PMcBEb0 J h2gveeks
2006 CE 0.625

Aguirre |45 | Gabapentin 600 mg | Estradiol |8 weeks
2010 patch|25¢g
Loprinzi | 163 | Pregabalin Placebo 6 weeks
2010 150-300 mg

Stat

Sign.

(900 mg)

Sign.
Gaba=CE>placebo

Gaba=Estradiol

Sign
(75 mgx2)



Metaanalysis of gabapentin

Study
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Side effects of gabapentin

A Tiredness
A Dizziness
A Headache
A Ataxia
Withdrawal:~ 5 %

Suitable for women with epilepsy
and pain such as fiboromyalgia



CAM
Complementary and alternativé

medicine




Phytoestrogens

Definition:
A Herbs containing substances with estrogenic structures
and estrogenic effect.

A Estrogenreceptorbinding: B-receptor

Subtypes:
A Isoflavones (genistein, daidezirspy, vegetables

A Lignans: cereals, flaxeelinseed
A Coumestanged clover




Phytoestrogens

Coumesta@)




A Extensively used Japan (tofu)
A Japanese women less climacteric symptoms
A Less breast cancer in Japan




Evidence

Nedrow A et al

Complementary and alternative therapies for
the management of menopaustted
symptoms: a systematic evidence review.
Arch Intern Med. 2006; 166: 1453b.



Studies on Soy (isoflavones)
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Daily recommendations: 5050 (2.000) mg



Soy products

B RS
g

Daily recommendations: 5(2.000 mg) mg Isoflavones per 100g

Soy beans, green, raw 151
Soy flour 148
Soy protein 97
Miso soup 60
Tofu O0SiI | keno 27
Tofu yoghurt 16
Soy milk 10
Soy sauce 2




m@ Equol

Isoflavone supplementation improves only in women
with the ability to produce equol. (350%)

Jou et al , 2009

Equol, agut bacterial metabolitef the isoflavone
daidzein, has been associated with beneficial healtl
effects. Recent studies indicate that women with
Intestinal capacity to convert daidzein to equol also
have the capacity to alter steroid metabolism and
bioavailability of estrogens.

Tormala et al, 2007


http://upload.wikimedia.org/wikipedia/commons/e/ea/Equol_structure.png
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Red clover

Nelson HD et al JAMA. 2006; 295: 2051




