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Hormone Replacement Therapy 

Stuart Roop, MD

There has been much interest and much controversy surrounding the issue of hormone replacement therapy(HRT) in post-menopausal women over the past few decades.  The data is increasing almost daily, though much of it at this point is observational and not definitive.  We await the results of several large randomized clinical trials that should answer many of the remaining questions (Women’s Health Initiative(WHI), Heart and Estrogen Replacement Therapy Study (HERS)).

Menopause (briefly)

definition: irreversible cessation of female reproductive cycle and menses from permanent loss of ovarian

      response to gonadotropins.

average age: 50-52, normal range 40-60


-similar age seen among mothers/daughters


-early menarche ( later menopause


-hysterectomy (ovaries spared) ( earlier menopause(1-2 years)


-smoking ( earlier menopause

diagnosis: usually clinical based on amenorrhea and vasomotor symptoms in age-appropriate woman. 

-lab testing not required unless atypical factors (age, absence of vasomotor sxs, galactorrhea)

-best single lab test is FSH (>40mIU/mL is definitive)

early menopause (under 40) ( increased risk of osteoporosis and probably heart disease



-HRT particularly important consideration in this group (usually s/p oopherectomy)

Hormone Preparations

estrogen:   available in oral, transdermal, intravaginal, and intramuscular preparations


oral - most commonly used(0.625 mg/day for preventive rx)


transdermal - useful alternative (no pills, less GI side-effects, avoid first-pass hepatic affect)


intavaginal - only effective for urogenital atrophy (though some systemic absorption)


IM - rarely used, estrogen levels fluctuate 

      side effects (estrogen):  bloating, nausea, breast tenderness, may precipitate migraine headaches




  usually resolve within 2-3 months

              

  not associated with weight gain

progestin:   only proven indication is prevention of endometrial cancer; only needed for women with a

      uterus.


-several oral preparations, all roughly equivalent effects on endometrium

 
-most commonly used is medroxyprogesterone 


-can be given cyclically or continuously - both shown to protect endometrium



continuous dose - 2.5 mg daily (minimum); often given in combination pill(Prempro)



cyclic - at least 5 mg daily for minimum 10 days per month



major clinical difference is expected vaginal bleeding




cyclic (monthly withdraw bleeding (usually less bleeding then normal menses)




continuous (most (80%) have no significant bleeding after 1 year





-unpredictable breakthrough spotting for initial 6-12 months






-small number of women have intermittent spotting indefinitely



***bleeding that is heavier than expected or that persists longer than 6 months (on

 either regimen) should be evaluated by endometrial sampling


      side effects (progestin):  mood symptoms, breast tenderness, bloating




   no weight gain at standard doses

HRT - Symptomatic Therapy
Vasomotor Symptoms (“hot flashes” and night sweats)


estrogen replacement very effective


titrate dose for symptoms (>1.25 mg rarely needed) 


higher dose may be needed for younger women with abrupt onset of symptoms

         alternatives to HRT(less effective):



-lifestyle changes (avoid ETOH, caffeine, dress in layers, reduce stress)



-other meds (progestin, megace, depo-provera, clonidine, methyldopa, bellegal retard)



-nutritional supplements (unproven): Vit E, soy-based foods

Mood Symptoms (irritability, anxiety, depression, sleep disturbance)

-studies show improved depression scores and improved quality of life (independent of vasomotor

symptoms)

         alternatives to HRT: counseling/support groups, vasomotor treatments above, antidepressants, 

Genital Atrophy (dyspareunia, vaginitis, ?incontinence)


intravaginal, oral, or transdermal estrogen are affective


intravaginal may provide faster symptomatic relief; 

no increased risk of endometrial cancer seen with prolonged, intermittent vaginal estrogen cream


new estrogen impregnated intravaginal ring available

         alternatives to HRT: intravaginal lubricants

HRT - Preventive Therapy

Osteoporosis: (see module on Osteoporosis)

-affects an estimated 75 million people in US, Europe and Japan; major cause of

 morbidity and mortality among postmenopausal women.

-HRT stabilizes bone mineral density and studies suggest that fracture risk is reduced between 

30-50% for long-term users (approved by FDA for prevention of osteoporosis).

-benefit of HRT more marked in women who began therapy within 5 years after menopause

-benefit remains with addition of progestin

         alternatives to HRT: all women likely benefit from nonpharmacologic interventions 



-weight bearing exercise, Ca++, reducing falls risk, ?Vit D

-bisphosphonates(alendronate) show comparable effectiveness to HRT for prevention of

 osteoporosis

-evidence suggests that both HRT and alendronate may need to be continued indefinitely for 

osteoporosis prevention.

Heart Disease


-cardiovascular disease is the most common cause of death among postmenopausal women.


-many observation studies have found a reduced rate of mortality from CAD among women who

have taken HRT (40-60% reduction in CAD related death and all cause mortality)


-likely mechanisms of HRT benefit include:

-favorable effects on lipid profile (accounts for about 25-50% of overall observed benefit)


(increased HDL, decreased LDL, decreased lipoprotein (a))

-potent anti-atherogenic effects and enhances endothelial-dependent vasodilation

-estrogens also decrease insulin resistance, serum fibrinogen, factor VII and plasminogen 

   activator inhibitors, maintain endothelial cell integrity, downregulate platelet reactivity….


-most of these studies involved women taking estrogen alone; unclear the impact of the addition

 of progestin.


-many potential biases in these observational studies which may overestimate the benefit 

(women who took HRT were of higher socioeconomic status, better educated, younger, thinner, more likely to drink alcohol, to take aspirin and vitamins, to exercise, and to seek regular medical care) 


-1992 ACP Guidelines for HRT (and heart disease) still most appropriate: unopposed estrogen

 therapy can be recommended to women for whom it is appropriate(no uterus), but

 combined estrogen-progestin therapy has been insufficiently studied to make definitive

 recommendations.

         Alternatives to HRT: all women (+/- HRT)(risk factor modification (ASA, lipid-lowering agents, 

BP control….)

Alzheimer’s Disease (AD)


women who take HRT may be at lower risk for developing Alzheimer’s disease


women with AD have demonstrated cognitive improvements after receiving HRT


estrogen seems to favor production of “good” beta-amyloid and decrease production of  “bad”

 amyloid


no definitive studies and no conclusive recommendations to date

Other possible benefits

Colon Cancer - Nurses Health Study in 59000+ postmenopausal women without cancer, UC, or

 polyposis coli, in 14 year follow up, current users of HRT (75% taking estrogen alone)

 had RR 0.65 for developing colorectal cancer and RR .74 for large (> 1cm)

 adenomatous polyps (Annals 1998, May 1: 128:771-2.)


Other scattered reports of estrogens helping overall well-being, quality of life, wound healing….

HRT - risks of therapy
Breast Cancer


most concerning issue for many women in considering HRT; facts are not straightforward


no increased risk seen with short term use of estrogen (less than 5 years)



-reassuring for those desiring symptomatic HRT (vasomotor symptoms) 


some (but not all) observational studies have found modest increased risk for developing breast

 cancer after long-term use (10-15 years) - RR ranges from 1.1-1.8.


most studies show no effect on prognosis or mortality 

individual risk/benefits for each woman need to be considered in light of the alternative treatment

options available

Venous Thromoembolism


current, but not past, users of postmenopausal HRT seem to have 2-3X increased risk for

 idiopathic DVT and pulmonary embolus.




-risk highest in first few years or HRT




-adding progesterone had little affect




-smoking did not further increase risk


women over age 50 have an estimated baseline risk of VTE 10 per 100,000, HRT therapy would

increase this to 30/100,000 (small absolute risk increase)


known coagulopathies or short-term risks (surgery) are important considerations 

Endometrial Cancer


-risk only increased in women with intact uterus who do not use progestin


-progestin eliminates excess risk

Cholecystitis


two-fold increase in cholecystitis (altered bile acid composition)


similar to risk seen during pregnancy

Lupus


some suggestion of up to 2-fold increase risk of developing/exacerbating SLE in women taking

postmenopausal estrogen (not seen in all studies)

Making the Decision with the Patient

requires clearly defined goals for using HRT, a discussion of the established and likely benefits and the relative risks, and a close look at the alternative treatment options 


see attached review for proposed step-by step approach to use with the patient


final decision should be made by the patient, guided by her physician, based on her current symptoms and the relative likelihood of developing CAD, osteoporotic fractures and cancer.  Other potential benefits as well as common side effects and bleeding patterns are also important considerations
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