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‘폐경기간’에 따른 HT 

# 폐경 전후로 시작된 증상이 오랜 기간의 치료에도  

중단 후 다시 치료가 필요할 정도로 여전히 불편   

# 폐경 후 잘 지내다가 고령 (65세 이후?)이 되어서  

치료가 필요할 정도의 불편    



Methods 



Use of estrogen: route 

NAMS 2012 

 All routes of administration of ET can effectively treat menopausal 

     symptoms 

     - non-oral routes may offer both advantages & disadvantages 

     - long-term benefit-risk ratio has not been demonstrated in RCTs with  

       clinical outcomes 

 

 There are differences related to, 

     - the role of the first-pass hepatic effect 

     - the hormone concentrations in the blood achieved by a given route 

     - the biologic activity of ingredients 

 



Use of estrogen: route 
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Use of estrogen: non-oral 

 Transfer bioactive sex hormones directly into microcirculation of 

skin 

 

 No first-pass hepatic transformation or deactivation of the dosed E 

(passive diffusion) 

     - effective doses are therefore small 

       : doses are closer approximations of physiology than oral doses 

     - may not associated with adverse events 

     - significant variations in the metabolism of oral E 

       : resulting in wide fluctuations in blood E levels 

 



Lokkegaard E, Eur Heart J 2008 

Risk of MI 

- N=698,098 

- From a Danish national registry study  

CHD 



Canonico M, BMJ 2008 

Venous thromboembolism 



Renoux C, J Thromb Haemos 2010; 

Canonico M, Arteriolscler Thromb Vasc Biol 2010 

UK GPRD cohort   E3N cohort 

Venous thromboembolism 



L’Hermite M, Climacteric 2013 
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Stroke 



Renoux C, BMJ 2010 

UK GPRD cohort  

Stroke 



Speroff L, Climacteric 2010 

Stroke 



L’Hermite M, Climacteric 2013 

3.8 
42 

Absolute risk of thrombotic stroke events 

Stroke 



Canonico M, Arteriolscler Thromb Vasc Biol 2010 

E3N cohort 

Progesterone: VTE 



Progesterone: Breast cancer 

Fournier A, Breast Cancer Res Treat 2008 



Tibolone 

Cummings SR, NEJM 2008 

 Random, double-blind, placebo-controlled  

 Women with osteoporosis, 60~85 years 

 N=4,538 

 Tibolone 1.25 mg vs. placebo 

 3 years 



Tissue Selective Estrogen Complex 

 Breast pain/tenderness was not significantly different between 

BZA/CE and placebo or raloxifene, but was significantly less than with 

CE/MPA  

 

 There was NOT significant difference in breast density between 

BZA/CE and placebo  

 Breast density was significantly increased with CE/MPA compared 

with placebo  

 

 Duration of studies: up to 2 years! 



• Epidemiological studies have not found any increased risk of VTE 

with use of transdermal estrogen. 

• The risk of ischemic stroke with MHT may be related solely to oral 

therapy, with lower doses having a smaller risk and no significant 

risk occurring with transdermal therapy. 

IMS (2016) 

• Risk of VTE associated with HRT is greater for oral than 

transdermal preparation (no greater than baseline population risk) 

• Consider transdermal rather than oral HRT for menopausal women 

who are at increased risk of VTE 

• Taking oral (but not transdermal) oestrogen is associated with a 

small increase in the risk of stroke 

 

NICE (2015) 



• The risk may be lower with micronized progesterone or 

dydrogesterone than with a synthetic progestogen for breast 

cancer. 

IMS (2016) 

• For women with moderate risk of CVD, we suggest transdermal 

estradiol as first-line treatment, alone for women without a uterus 

or combined with micronized progesterone for women with a 

uterus, because these preparations have less untoward effect on 

blood pressure, triglycerides, and carbohydrate metabolism. 

Endocrine Society (2015) 



Transdermal E + micronized P 

L’Hermite M, Climacteric 2013 



Dose 



Use of estrogen: dose 

NAMS 2012; Endocrine Society 2015; IMS 2016 

 Tailoring the dose to a woman’s individual needs represents an 

appropriate strategy in MHT management  

 

 Lower MHT doses generally have fewer adverse effects, such as 

breast tenderness and uterine bleeding 

     - may have a more favorable benefit-risk ratio than standard doses 

 

 Lower doses of MHT have NOT been tested in long-term trials with 

clinical outcomes to support an assumed more favorable benefit-

risk ratio 

 

 Lowest effective dose with upward titration based on clinical 

response 



Use of estrogen: dose 

Estrogen doses (mg/day) 

Estrogen Low dose Medium dose High dose 

Conjugated equine estrogen ≤0.45 0.625 1.25 

Piperazine estrone sulfate ≤0.625 1.25, 1.5 2.5 

Ethinyl estradiol <0.01 0.01 >0.01 

17β estradiol ≤1 1.5, 2 4 

Transdermal 17β estradiol ≤0.25 0.05 0.1 

Estradiol valerate 0.5 (1) 1 (2) 2 

Esterified estrogens 0.3 0.625 1.25 



• In the age group 50–60 years or within 10 years after menopause, 

the benefits of MHT are most likely to outweigh any risk and can be 

considered as first-line therapy 

• Initiation of MHT in the age group 60–70 years requires individually 

calculated benefit/risk, consideration of other available drugs and 

the lowest effective dose 

• MHT should not be initiated after age 70 years. 

IMS (2016) 

• The lowest dose of HT should be used for the shortest duration 

needed to manage menopausal symptoms. 

NAMS (2014) 



Duration 



Hot flushes in older women 

Barnabei VM, Obstet Gynecol 2002 

Heart and Estrogen/Progestin Replacement (HERS) study (n=2763) 

: Baseline symptoms 

 

Avg age: 67 (55-88) & years since menopause: 18 years 

20%, 70-74 yo 

37%, 60-64 yo 

47%, 55-59 yo 



Hot flushes in older women 

Huang AJ, Arch Intern Med 2008 

Multiple Outcomes of Raloxifene Evaluation (MORE) trial (n=3167) 

: Baseline symptoms 

 

Avg age: 67 & years since menopause: 19 years 



Hot flushes in older women 

Hunter MS, BJOG 2012 

Cross-sectional cohort study UKCTOCS (n=10418) 

 

Ever had hot flushes (HF): 86% 

Median age: 59.75, age at LMP: 49.38, years since LMP: 9.59 years 



Hot flushes in older women 

Freeman EW, Obstet Gynecol 2011 

Penn Ovarian Aging Study (n=349) 

 

Median duration of mod-severe HF: 10.2 yrs 

11.25 yrs 

7.35 yrs 

3.84 yrs 



VMS in older women 

Avis NE, JAMA Intern Med 2015 

SWAN study 

 

Median duration of frequent VMS: 7.4 yrs 

>11.8 yrs 

9.4 yrs 

3.4 yrs 



Long-term HT 

Danish Osteoporosis Prevention Study (DOPS) 

 

Schierbeck L, BMJ 2012 



• Extending MHT use with the lowest effective dose is acceptable 

under some circumstances, such as for the woman who has 

persistent bothersome menopausal symptoms and for whom her 

clinicians has determined that the benefits of menopause 

symptom relief outweigh the risks. 

NAMS (2015) 

• The ACOG recommends against routine discontinuation of 

systemic estrogen at age 65 years.  

• The decision to continue MHT should be individualized and be 

based on a woman’s symptoms and the risk–benefit ratio, 

regardless of age. 

ACOG (2014) 

• There are no reasons to place mandatory limitations on the 

duration of MHT 

IMS (2016) 



Conclusion 

 Non-oral route is recommended for older women or long-term 

users 

     - micronized progesterone could be preferred 

 

 Lowest effective for the shortest duration 

     - NO reasons to place mandatory limitations on the duration 

 

 INDIVIDUALIZATION based on benefits and risks of each patient 

 



Conclusions 

 In postmenopausal Korean women with hip fracture, 
hormone or bisphosphonate therapy showed a lower 1-yr 
mortality rate, although it did not reach a statistical 
significance. 

 

 No difference in mortality rate was found between HRT 
and BPN. 

 

 A large-scale study in general population is needed   in the 
future. 

Thank you for your attention! 


