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Forekomst af blgdningsforstyrrelser

+ 25% oplever forste fase af
overgangsalderen dvs.
bledningsforstyrrelser <43 ar’ s alderen

» Kun 5% har regelmaessige blgdninger frem
til 51 ar’ s alderen
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Menstrual blood loss according to age
groups

Epidemiology of Menstruial Blood Loss, Raven Press 1985
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Menopause gener




Menopausegener 2 fase ...

+ Hede-svedeture

* Ledproblemer

» Treethed

» Humarpavirkning

- Koncentrationsbesveer
* Nedsat sex lyst

» Livskvalitet?™*






HOT- FLUSH PATHOPHYSIOLOGY

HYPOTHALAMIC THERMOREGULATORY CENTER

GnRh pulses

estrogen

Blood
serotonin

Activation serotonin
5-HT2A receptor
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SEVERITY OF VASOMOTORIC COMPLAINTS
ACCORDING TO CLIMACTERIC STATUS
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Sum weights
56 34 m2 m1 m(

Oldenhawe A, Lancet 1994 SOS/HRT/2010
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Menopause gener 3

Degenerative tilstande




LCH-WFS\,QS/HRTIZO

T —
VULVAR DEGENERATIVE

SYMPTOMS

REDUCED:

epitelial & mucosal
proliferation

fibroblastic activity

production of collagen, elastin
& mucopolisaccarides

sweat and sebaceous gland
qualitative and quantitdative
production

skin vessels and peripheral
nerve trophism

skin immunitary system
activity

hair distribution, colour and
trophism




Menopausegener 3 fase...

»+ Osteoporose
* Hjertekarsygsomme
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CHD: Impact of Menopause

- Cohort study,
n=19,309

* Follow-up
386,400 women-
years

0,96

0,94

0,92

0,9

» Endpoint: CHD L
mortality (ICD9 0.84
410-414) 0,82

<43 44-46 47-49 50-52 >/ 53

1,02

0,98

Mortality Rate Ratio

Age at Natural Menopause

Jacobsen BK, et al. J Clin Epidemio 1997;50:475-9 & 2000;53:435-6
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+ Estrogens:
- 17 beta estradiol
- Estriol
- Conjugated
estrogens

* Oradl

- Transcutaneous
- Depot

* Local



HRT treatment possibilities

* Progestins:

- Gonanes
- Pregnanes
- Estranes

* Peroral
- Transcutaneos
* Depot
» Local (TUS)



Progestogens
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28-day cyclic regimen

21-day cyclic regimen

continuous combined
treatment

long-cycle treatment

Days of estrogen/progestogen replacement therapy




Estradiol Release-controlling

reservolir membrane







QUALITY OF LIFE DATA

HRT WITH NON-ORAL E2
SELF-RATED SYMPTOMS

WIKLUND ET AL. 1993
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Hormonbehandling efter menopausen
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. HRT: Paradigme skiftet 2003
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- WHTI (E+P)

* Million Women Study




WHTI undersggelsen

Hovedformalet med
hormonundersggelsen

Beskytter hormonbehandling efter
menopausen mod udvikling af

areforkalkning?




YES CEE (Conjugated equine

estrogens) 0.625 mg/d

\ Placebo

N= 10,739

Hysterectomy

CEE 0.625 mg/d +
medroxyprogesterone
acetate (MPA) 2.5 mg/d

N= 16,608

Placebo ‘
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WHI:Both Study Arms Halted

Prematurely

« CEE + MPA Arm

— May 2002: Arm halted after a mean of 5.2 years because
breast cancer risk exceeded the stopping boundary (hazard
ratio = 1.25)

— DSMB determined that risks of CEE + MPA outweighed
benefits (global index of overall harm)

« CEE-Only Arm

— March 2004: Arm halted after almost 7 years of follow-up
(with no increased risk of breast cancer)

— DSMB determined that benefits of CEE do not outweigh risks

A .
Womends Health | nit iJAMAI 2002:2881321-8331 JAMA 2004,;291:1701




July 14, 2002, Sunday

WEEK IN REVIEW DESK

July 7-13: SCIENCE/HEALTH; HORMONE
STUDY HALTED

By Gina Kolata

In a stunning decision, federal scientists announced they were halting a large study of
combination hormone replacement therapy for menopausal women because the harm
associated with estrogen and progestin exceeded the benefit. The risks -- of breast cancer,
blood clots, heart attack and stroke -- were tiny. But so were the benefits: slightly fewer hip
fractures and colorectal cancers. The study, involving 16,000 healthy women, was asking if
the combination of estrogen and progestin could prevent disease. Another part of the study,
involving women who have had hysterectomies and who are taking estrogen alone, is
continuing: data have not yet shown evidence of net benefit or net harm. Gina Kolata
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http://www.nytimes.com/

WHTI rel.risiko (%)

Hjerneblgdning

Myokoardieinfarkt
Venetrombose Fordobling
Total CVD +22
Bryst kreeft +26
Mavetarmkraeft -37

Hofte fraktur -30
Total fraktur 24

Total dedelighed Ingen forskel




Relativ og absolut risko i WHI (EPT) efter 5 ar
(n=16.608)

Begivenhed

Antal tilfeelde

HRT Placebo

Relative risiko
HRTvs. placebo
(95% CI)

Flere tilfeelde

per 10.000
kvinder/ar

Bryst krceeft
Myokardieinfar.
Hjernebladning
Vengs trombose
Blodprop i
lungen
Colorectal
kreeft

Hofte fraktur

166
164
127
151

124
122
85
67

70 31

45
44

67

1,26 (1,00-1,59)
1,29 (1,02-1,63)
141 (1,07-1,85)
2,11 (1,58-2,82)

2,13 (1,39-3,25)

0,63 (0,43-0,92)
0,66 (0,45-0,98)




é;[‘)’AE% HRT: Paradigme skiftet

Dec. 2003

* Lavest mulige dosis
+ Kortest mulige

+ WHI (E+P)

» Million Women behandling

Study - Behandling af
symptomer

SOS/HRT/2010



HRT Situation after WHI/MWS

+11.4%

« Salgstal HRT:
— USA: 64%

— Resten: 36% +14.6%
 Vaekst rate 2003:
— Veaekst USA: -40.8%

-10.2%

-34.2% N
I .

+21.5%

— Veaekst ex-USA: -18.8%
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WHI

« Omfatter 60-65 arige uden
menopauseale problemer og betydelig
hyppighed af fedme og hypertension

» Giver ingen data om den tidlige
menopausale kvinde
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WHTI: resultater ved ren

gstrogenbehandling

* Ingen signifikant forhgjelse af risiko
for mammacancer

* Ingen signifikant forhgjelse af risiko
for hjerte-karsygdom

 Let forhgjelse af risiko for stroke
 Reduceret risiko for fraktur
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Impact of menopausal hormone therapy (HT) on quality-adjusted life
expectancy (QALE) according to cardiovascular disease (CVD) risk and
severity of menopausal symptoms

Groups
B HT Increased QALE
B HT Decreased QALE
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Severe
Mild

None
Menopausal

CVD Risk

Col, N. F. et al. Arch Intern Med 2004:164:1634-1640.
ARCHIVES OF
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World Health Organization (WHO)

Council for International Organizations of Medical
Sciences (CIOMS)

Classification of Frequency of Drug Reactions

Very common >1/10 (>10%)

Common (frequent) >1/100 and <1/10
(>1% and <10%)

Uncommon (infrequent) >1/1,000 and <1/100
(>0.1% and <1%)

Rare >1/10,000 and <1/1,000
(0.01% and <0.1%)

Very rare <1/10,000 (<0.01%)






* Symptom-
behandling

* Lavest
mulige dosis

- Lokal
behandlilng

» Individuel
vurdering

- Ingen
skrazk-
scenarier
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