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Objectives

• Gaps: Clinicians have limited knowledge of the actual data on risks and benefits 

of HT postmenopausally, the important differences between oral and non-oral 

estrogen, which progestogen would fit best and why, and the full range of dosing 

and regimen options.

• Outcome Indicated: A thorough review of the data, risks and benefits in different 

patient circumstances, presentations of the choices and options available to 

patients and key discussion points will lead to improvement in knowledge base 

and ability to inform and treat patients.

• Learning Objectives: 

• Apply relevant data and appropriate individual choices to the education of 

patients in order to guide them through the process of HT decision making.

• Understand the major differences in available HT choices to help individualize the 

treatment and enhance the benefits while decreasing the risks for the 

postmenopausal patient.



Today’s breakout session

• Practical clinical discussions

• Regimens and dosing

• ospemifene, paroxetine and conjugated 

estrogens/bazedoxifene 

• Progestogen options

• Breast cancer and AI’s vs tamoxifen



Two Categories of Menopausal 

Symptoms

Estrogen withdrawal

Resolve with time

• Hot flashes

• Night sweats

• Sleeplessness

• Palpitations

• Headaches

• Mood swings

• Fatigue

Estrogen deficiency

Worsen with time

• Vagina

• Brain 

• Bone

• Blood vessels

• Skin

• Joints

• Mucous membranes

• Genitalia



Recommendations Following WHI:

• Do not use estrogen therapy for the prevention of 

cardiovascular disease

• May be used to treat vasomotor symptoms, but should 

be used at the lowest effective dose, and for the 

shortest duration possible

• Consider local vaginal therapy if genitourinary 

symptoms are sole complaint

• If prevention of osteoporosis is the primary concern, 

other medications such as bisphosphonates/SERMs 

should be considered as first-line treatment options



Post-WHI “syndrome”

• Fear-induced decline in use of systemic 

estrogen

• Increase in vulvo-vaginal atrophy (GSM)

• Increase in dyspareunia

• Increase in HSDD due to vaginal pain

• Increase in use of local estrogen 



Impact of WHI on HT Use

• A Sustained Decline in Postmenopausal 

Hormone Use

• 1999-2000 = 22.4% prevalence

• 50% decline by 2003-2004 = 11.9%

• 2009-2010 = 4.7%

• Appropriate…or fear-based?

• What is the long-term impact of this decline?

Sprague,B et al; Obstet Gynecol;2012;120: 595-603









RR of Oral ET and EPT on Breast Cancer 

Risk: Studies Since 2000

*Increased risk.

Rossouw JE, et al. Writing Group for the Women’s Health Initiative Investigators. JAMA. 2002;288:321–333 [Evidence Level A]; 

Weiss LK, et al. Obstet Gynecol. 2002;100:1148–1158 [Evidence Level B]; Olsson HL, et al. Cancer. 2003; 97:1387–1392 

[Evidence Level B]; Ross RK, et al. J Natl Cancer Inst. 2000;92:328–332 [Evidence Level B]; Schairer C, et al. JAMA. 

2000;283:485–491 [Evidence Level B]; Li CI, et al. JAMA. 2003;289:3254-3263 [Evidence Level B]; Chen CL, et al. JAMA. 

2002;287:734–741 [Evidence Level B]; Beral V, et al. Lancet. 2003;362:419–427 [Evidence Level B]; Anderson GL, et al; 

Women’s Health Initiative Steering Committee. JAMA. 2004;291:1701–1712. [Evidence Level A]

Author Type ET
E+P Continuous 

Combined

WHI RCT 0.77 1.26

Weiss, et al CC 0.82 1.45*

Olsson, et al Cohort 0.71 2.45

Ross, et al CC 1.06 1.24*

Schairer, et al Cohort 1.1 1.3

Li, et al CC 1.0 1.7*

Chen, et al CC 1.17 1.5*

Beral, et al Cohort 1.3* 2.0*



Progestins and Progesterone:

Breast Cancer Risk

Breast cancer  n = 2,354

Cohort  n = 80,377 RR CI

E alone 1.29 1.02–1.65

E + Synthetic Progestins 1.69 1.50–1.91

E + Progesterone 1.00 0.83–1.22

Fournier A, et al.  Breast Cancer Res Treat. 2008;107:103-111.

Observational French Study, 1990–2002: mean 8.1 years



Breast Cancer in WHI; results

• Prempro arm: No statistically significant increase in 

breast cancer risk through all age groups! 

• Premarin-only arm: A statistically significant 

decreased risk of breast cancer through all age 

groups!

• Incr at 3-5 yrs in HT and longer in ET

• Breast cancer mortality found on 

CEE/medroxyprogesterone vs placebo: 1/ 10,000/ year

• How do we put all this info into context for our pts?

“consensus”







Effect of Therapy with CEE on Major Outcomes in 

Women under the Age of 60 Years from WHI

Event Estrogen as compared with Placebo

Percent difference

Absolute difference in 

No. of Events per 10,000 

women per year of therapy

Death -29% -11

Coronary Heart Disease -37% -11

Stroke -11% -2 

New-onset diabetes mellitus -12% -14 

Bone Fracture -30% -56 

Breast Cancer -18% -8 

Venous thromboembolism +37% +4

Hodis HN, et al. NEJM. 2007;357(12):1252-3.
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Important Studies since WHI;  

Media worthy???
• Observational studies    10-40 years

• Randomized studies       7-8 years

• WHI Observ. Study; ET >5yrs. CHD HR= 0.73 (0.61-0.84)

• Meta analysis 23 trials (Stanford) 40,000 w (191,000pt yrs)         
CHD <60 & w/in 10 yrs of MP HR 0.68 (0.48-0.96)
Younger <60 vs older>60 HR 0.66 (0.46-0.95)

• 30 trials (Stanford) 26,700 w (119,118 pt yrs)                   

Total mortality <60 on HT HR 0.61 (0.39-0.95)

>60 no effect

• WHI EPT + ET combined; ages 50-59; Overall mortality 
0.70  (0.51-0.96)

Hodis H; Assessing benefits and risks of Hormone Trerapy in 2008: New evidence, especially with regard to heart; Cleve Clin
Jnl Med;75;Suppl 4;May 2008



Nurses’ Health Study

Grodstein F et al. J Womens Health. 2006;15:35-44.

Data from postmenopausal women in the Nurses’ Health 

Study, with follow-up from 1976 to 2000.

“Women beginning HT near menopause had a 

significantly reduced risk of coronary heart disease 

(RR=0.66, 95% CI 0.54-0.80 for estrogen alone;  

RR=0.72, 95% CI 0.56-0.92 for estrogen with 

progestin.)”



Sex Specific Statin Therapy
Hodis and Mack;JAGS 2013



Meta-analysis CHD and Total 

Mortality     ibid



Danish Osteoporosis Prevention 

Study   (DOPS)     BMJ 2012

• Only PLRT to look at clinical outcomes in 

women who were randomized to HRT while 

peri or early post menopausal.

• 45-58 y.o. and 7 mos. postmenopausal

• 10 yrs + f/u 6 yrs = total 16 yrs

• Looked at composite primary trial endpoint 

(CPTE) of:                                                            

1) mortality, MI, or heart failure (HF) 

and 

2) total mortality



Danish Osteoporosis Prevention 

Study   (DOPS)     BMJ 2012

• 10 yrs: CPTE signif. 52% lower;                      

HR 0.48 (0.27-0.89)

Total mortality 43% lower; HR 0.57 (0.30-1.08)

• 16 yrs: CPTE 49% lower; HR 0.51 (0.39-0.94)

Total mortality 34% lower; HR 0.66 (0.41-1.08)

• No statistically signif differences in incident 

breast cancer, stroke, or VTE between groups

• Similar to WHI CEE 50-59 and to the meta-

analyses of RCTs of women <60 or <10 yrs

post menopausal



Danish Osteoporosis Prevention 

Study   (DOPS)     BMJ 2012

• DOPS is the only randomized trial to 

appropriately test the “estrogen cardio-

protective” hypothesis in the same population 

of women in which this hypothesis was 

generated.

• Few prevention therapies other than HRT have 

been studied under randomized conditions for 

ten years!



Decide for yourself:                      

HRT vs Statin vs ASA    Hodis and Mack; JAGS 2013



Summary;        Hodis and Mack; JAGS 2013

• The totality of evidence indicates that the 

benefits of the initiation of HRT at or near 

menopause outweigh the risks, with the 

weight of evidence supporting downstream 

prevention of morbidity and mortality.

• Cumulative data provide not only strong 

evidence of the beneficial effects of HRT when 

initiated in close proximity to menopause, but 

also reassurance of their safety.



The Mortality Toll of Estrogen 

Avoidance  Sarrel, et al; AJPH; July 2013

• Analysis of excess deaths among 

hysterectomized women aged 50-59 years who 

discont. or avoided ET use after WHI 2002

• Related excess mortality of 13 per 10,000 per 

year among placebo users in ET arm of WHI to 

the entire population of comparable women in 

the US

• Over ten year span mortality numbers reached 

a minimum of 18,601 and maximum of 91,610 

(40,292-48,835) in the age group studied



Hypothetical Sequence 
of Coronary Damage
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Estrogen-Containing HT Is 
Neuroprotective in Younger Women

 Primary prevention of neuron loss 

 Reduced incidence of Alzheimer's with early 
intervention

– WHIMS: Increased memory problems in older cohort

– MIRAGE: Decreased memory problems in younger 
cohort

Hosoda T, et al. Neuroreport. 2001;12:1965-1970;  Honda K, et al. J Neurosci Res. 2001;64:466-475;

Henderson V, et al. J Neurol Neurosurg Psychiatry. 2005;76:103-105; Zandi P, et al. JAMA. 

2002;288:2123-2129; Shumaker S, et al. Control Clin Trials. 1998;19:604-621. 



Lower Incidence of Alzheimer’s with HT 

in Younger Women During Menopause

*Adjusted for age, education, and ethnicity. 

Henderson V et al. J Neurol Neurosurg Psychiatry. 2005;76:103-105. 
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Depression, Estrogen and the WHI

 Within 2 mos. of the publication of WHI, women with 
a lengthy hx of depression, who had been in 
remission, began to have a reemergence of their 
depressive symptoms shortly after D/C HT

 Within 3 weeks of HT discontinuation

 Responded to reinstitution of estrogen, or initiation 
or increase in anti-depress. dose

 Discontinuation of HT appears to be assoc. with the 
rapid recurrence of depression in some women with 
a hx of depression.

Stewart DE, et al; Depression, Estrogen, and the WHI; Psychosomatics 45:445-447; October 
2004



The real questions…

• What are the risks of using/prescribing the 

appropriate HT in the appropriate women for 

the appropriate amount of time?

• What are the risks of NOT using estrogen…?

• Why should we not prescribe estrogen for 

lowering the risk/incidence of CAD, total 

mortality, osteoporotic fracture, diabetes, 

dementia, arthritis/arthralgias, dyspareunia, 

sexual dysfunction, etc, if the data indicate?



Epidemic of Vaginal Dryness and 

Resultant Dyspareunia

• Brought to you by WHI

• Begins within 6 months of estrogen loss

• Rx includes local or systemic estrogen

• Tablets, ring, cream

• E cream for introitus

• In most cases of introital atrophy must utilize 

vaginal dilators



Local vs Systemic Estrogen

• Local estrogen therapy is generally preferred for GSM

– Targeted efficacy to vaginal tissues

– Minimal systemic absorption, fewer adverse effects

– Progestogen component is not needed in women 

with uterus

• Local estrogen may improve lubrication, increase blood flow 

and sensation in vaginal tissues, but not vasocongestion…

• Low-dose systemic estrogen may relieve VMS, 

but may not provide relief of vaginal symptoms

– Some women require adjunctive local therapy

NAMS. Menopause. 2010;17:242-255.

NAMS. Menopause. 2007;14(3):357-369.





Oral HT Induces Hepatic Enzymes 

via First-pass Effect

Minkin MJ. J Reprod Med. 2004;49:311-320.

Liver

General
Systemic

Circulation

Portal
Vein

Triglycerides
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GI TractPortal
Vein

Liver

Transdermal HT Avoids First-pass 

Induction of Hepatic Enzymes
General

Systemic
Circulation

GI TractPortal
Vein

Liver

Skin

No first-pass metabolism

More stable circulating 

levels

 Improved lipid and 

clotting profile

Adapted from Minkin MJ. J Reprod Med. 2004;49:311-320.





Effects of First-pass Hepatic 
Metabolism

Oral Estrogen Non-Oral Estrogen

First-pass metabolism Yes No

Lipid effects

HDL-C  or generally 
unchanged

Slight  or , or unchanged

Triglycerides  Significantly  Significantly

LDL-C  

Total cholesterol  

SHBG  x

Clotting factors  x

Thyroid binding globulin  x

Glucose  x

Insulin resistance  x

C-reactive protein  x

Renin substrate  x

Estrone:estradiol ratio  x
x = No clinically significant effectsMinkin MJ. J Reprod Med. 2004;49:311-320.



Oral and Non-oral Estrogen:
Effects on Lipid Profile

Godsland IF. Fertil Steril. 2001;75:898-915.
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“The Big Three”

• SHBG

• Clot

• CRP



Physical State of Testosterone

in Plasma
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Vermeulen A, et al. J Endocrinol Metab. 1969;29:1470-1480.

19%
Albumin-bound

Testosterone

1%
Free

Testosterone



SHBG

• Binds T preferentially, but also E

• Only free hormone affects receptors

• Oral estrogens increase SHBG

Androgen; relative deficiency

Estrogen; symptom relapse

• Non-oral estrogen does not increase SHBG *

(this does NOT include contraceptive E)



Oral and Transdermal Estrogen:

Sex Hormone-Binding Globulin 

SHBG = sex hormone-binding globulin; CEE = conjugated equine estrogen, 0.625 mg x 12 w; TD E2 = transdermal estradiol patch, 0.05 mg/d x 12 w. N=25. 

Dashed lines represent normal reference ranges in premenopausal women. Statistically significant comparisons with baseline are denoted by “a” and 

comparisons to oral CEE are denoted by “b”. *P<0.001 and †P<0.05.

Shifren JL, et al. Menopause. 2007;14(6):985-994.
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Postmenopausal ovarian androgen 

production

• 50% of circulating testosterone is produced by 

the postmenopausal ovary

• Oopherectomized women have significantly 

lower estrogen levels, as well as lower 

testosterone and androstenedione levels than 

naturally postmenopausal women.

• “Double-Whammy syndrome” (SHBG effect)

Adashi EY. Fertil Steril;1994



Evidence for TDE impact on VTE

• Normal users

• Users with at least one prothrombotic 

mutation

• Users with prior confirmed VTE



VTE Risk: Oral vs Transdermal 

ESTHER Study

• EStrogen and THromboEmbolism Risk Study

• Multicenter, case-control study of VTE 

• Assessed impact of route of administration on 

VTE risk among postmenopausal women

• Included postmenopausal women 45–70 years 

of age, average age=61

• 271 cases of idiopathic VTE were matched 

against 

610 controls

Canonic M et al. Circulation. 2007.



VTE: Oral vs Transdermal 

ESTHER Study, cont’d.

0 1 2 3 4 5

Nonusers (cases =

146; controls = 384

Transdermal

estrogens (cases =

67; controls = 180)

Oral estrogens

(cases = 45; controls

= 39)

Dotted vertical line indicates the OR of VTE associated with oral estrogen use in the 

whole population (OR, 4.3; 95% CI, 2.6 to 7.2). 

* Factor V Leiden or Prothrombin G20210A mutation.

Straczek C, et al. Circulation. 2005.

non-use

transdermal estrogen use

oral estrogen use

1

4.2
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0.9
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*Adjusted for obesity status, family history of VTE, history of varicose veins, 

education, age at menopause, hysterectomy, and cigarette smoking



Prothrombotic Mutations ESTHER 

Study

0 5 10 15 20 25 30

One prothrombotic

mutation*

No mutation

Dotted vertical line indicates the OR of VTE associated with oral estrogen use in the 

whole population (OR, 4.3; 95% CI, 2.6 to 7.2). 

* Factor V Leiden or Prothrombin G20210A mutation.

Straczek C, et al. Circulation. 2005.
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Renoux et al  J Thromb Haemost 2010;8:979-986

• Large population-based case-controlled study

• 23,505 postmenopausal VTE cases

• 231,562 controls

• TDE alone RR 1.01 (0.89-1.16)

• TDE + progestogen RR 0.96 (0.77-1.20)

• Oral E alone RR 1.49 (1.37-1.63)

• Oral E + progestogen RR 1.54 (1.44-1.65)



E3N Study  Canonico et al;ArterioThrombVascBiol 2010

• 80,308 postmenopausal women

• Followed for an average of 10.1 years

• Transdermal E risk of VTE= RR 1.1 (0.8-1.8) 

relative to non-use

• Oral E risk of VTE= RR 1.7 (1.1-2.8)



Meta-analyses E and VTE

• Systemic review and meta-analysis of 8 

observational studies and 9 RCTs on HT

(BMJ 2008)

• Oral…but not transdermal E…was associated 

with a higher risk of VTE

• Meta-analysis updated with observational 

studies since 2008…same conclusion    

(CurrOpinHematol 2010)      



Laliberte et al; Menopause; (9/2011)

• 8 yr. large population-based study; 54,036 

women

• Oral estrogen-only vs ETS

• ETS was associated with a significant risk 

reduction for VTE, and hospitalization-related 

VTE, by 33% and 62% respectively, compared 

with the oral estrogen-only cohort



Risk of Recurrent VTE – MEVE Study

Menopause, Estrogen, and Veins (MEVE) Study

• 1,023 women aged 45-70 years with a 

confirmed first VTE

• 77 women experienced a recurrent VTE

• Transdermal estrogen was not associated 

with an increased risk of recurrent VTE 

compared to nonusers

• No subgroups (BMI > 30, age) on TD estrogen 

had a significant increase in risk of recurrent 

VTE

• Significant increase in risk of recurrent VTE 

with oral estrogens compared to nonusers
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Biological explanation; mechanism

• First-pass metabolism of oral E

• Oral E associated with an increase in 

production of thrombogenic proteins

• Oral E associated with an increased 

resistance to activated protein C (a natural 

anticoagulant) when compared to TD

Sandset etal;ThrombRes 2009

Mann KG;ThrombHaemost 1999



C- reactive protein;     CRP

• Strong predictor of cardiovascular events; 

plaque fracture, thrombosis

• Both a marker (and a mediator) of CHD risk

• Enhances inflammation and promotes tissue 

damage in acute myocardial infarction

• Non-oral estrogen does not increase CRP as 

oral does



Effect of Oral Versus Transdermal 

Estrogens on hs-CRP Levels

Vongpatanasin W, et al. J Am Coll Cardiol. 2003;41:1358-1363.
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CHD Events and Route of HT 

“To the extent that an initial increase in 

CHD events—particularly in women with 

advanced atherosclerotic lesions—is 

caused by release of prothrombotic and 

proinflammatory factors from the liver in 

response to oral estrogens, such problems 

should be lessened by use of transdermal 

estrogens…”

Manson J, et al. Menopause. 2006;13:139-147. [Evidence Level C]



KEEPS (Early Estrogen Prev, Study)

• 4 yr randomized, double-blind, placebo-

controlled study

• Over 700 women 

• 80% completed the 4yr trial with 64% 

maintaining full compliance!

• Mean age 52; within 3yr of menopause

• CEE 0.45 v 0.05 patch v placebo

• Prog 200mg 1-12



KEEPS results

• No incr in BP levels

• Oral: small + effect on HDL & LDL but incr. CRP and 

triglycerides

• TD: no effect on biomarkers, but improved glucose 

levels & insulin sensitivity

• U/S progression of carotid arterial wall thickness 

same for all 3 Rx groups

• NS trend toward less progression of coronary artery 

calcium in HT groups 

• Both HT improved lubrication & dyspareunia

• Arousal & desire improv w/ TD…not oral



KEEPS results (cont.)

• No signif adverse effects…or benefits…on 

rates of:  breast ca, endometrial ca, heart 

attacks, stroke, TIAs, or VTE

• …but, study too small to draw definitive 

conclusions about these clinical events

• Signif improvements in mood on oral

• No + or – effects on general measures of 

cognition  (KEEPS Cognitive Study)



Transdermal E2 (TE) 0.075 mg/d

TE 0.0375 mg/d
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Paroxetine 7.5mg caps  (daily dosing)

• Approved for moderate-severe VMS

• Paroxetine well known SSRI

• Week 12 frequency HFs went from 5.4 to 4.5

• Week 12 severity HFs went from 2.48 to 2.44 

(ns)

• Week 24 benefit persisted in 48% drug vs 36% 

placebo

• Black box warning suicidal thoughts/behavior

• SSRI sexual concerns



Ospemifene 60mg tabs (daily dosing)

• Approved for moderate-severe dyspareunia

• SERM similar to tamoxifen:

• Strong agonist in vagina

• Mild agonist in EM 

• (Agonist in bone and antagonist in breast)

• 12 week studies: signif incr in superficial cells

• Signif decr in parabasal cells and vaginal pH

• Signif improvement in mod-sev dyspareunia

Package insert



Ospemifene 60mg tabs (daily dosing)

• No EmCa 52 week trial; 1 case simple hyperpl.

• EM thickening 60.1 vs 21.2 / 1000 

• Polyps 5.9 vs 1.8 / 1000

• Any EM proliferation 86.1 vs 13.3 / 1000

• AE’s hot flashes, vaginal d/c, muscle spasms

• Thromboemb stroke 0.72 vs 1.04 / 1000

• Hem stroke 1.45 vs 0 / 1000

• DVT’s 1.45 vs 1.04 / 1000



BZA 20mg/CEE 0.45mg    daily dosing

• Approved for moderate to severe VMS and 

prevention of osteoporosis

• “Tissue specific estrogen complex”

• BZA used for EM protection (MPA unnecess.)

• FDA: “…should not take progestins, additional 

estrogens, or additional estrogen 

agonists/antagonists.” (? adequate for VMS 

and VVA?)

• Stroke risk

• Still an oral estrogen…SHBG impact

Package insert





Recent “authoritative texts”

• “Bioidentical” hormones vs. “pharmaceutical”
hormones… FDA approved or not

• Synthesized vs “Non-synthetic”

• Blood vs saliva levels vs no levels

• Inadequate utero-protection with natural 

progesterone compounded creams

• Cancer-protective???

• “Safer” or similar risks and more unknowns



Questions of growing importance…

Who is the asymptomatic post-
menopausal woman… and where 
can we find her ?

For how long do I keep my patient 
on her HT?



Beginning HT…fine points

• Start on E alone and adjust according to 

clinical response

• Add P  when above stable…consider PCT if 

over 3 mos. on E alone

• Hold off T until adequate time has passed for 

E  to work…depending on symptoms, ie 

dyspareunia or HSDD

• May wind up not needing T at all…

• Clinician’s area of interest can guide Rx…



Progestogens; fine points

• Definitions…progestins, progestogens, etc.

• Transdermal progestins, NA and NG, are 
utero-protective when used in transdermal 
combination patches

• Transdermal micronized “natural”
progesterone compounded creams have not 
been shown to be utero-protective; and have 
been shown not to be !

• Presently, “natural” progesterone should be 
taken orally



Safety Issues: Progesterone Cream

• Evidence shows that progesterone creams do not 
counter estrogen-induced endometrial stimulation

• 48 weeks of 40-mg progesterone cream ineffective

• 12 weeks of 64-mg progesterone cream ineffective

• 28 days, dosed at 1.5% or 4% body weight, 
effectively opposed estrogen; however, 28 days is 
insufficient time to assess estrogenic effects

Vashisht A, et al. Gynecol Endocrinol. 2005;21(2):101-105.

Wren BG, et al. Lancet. 1999;354:1447-1448.

Leonetti HB, et al. Fertil Steril. 2003;79:221-222.



Progestins and Progesterone (cont’d

)

• MP is less potent than MPA; opposes 

estrogen with fewer adverse effects1

– Switching from MPA to MP associated with 

significant improvements in somatic, vasomotor, 

and psychologic measures2

• MP can cause drowsiness3

– Should be taken at bedtime

• MPA promotes weight gain4

1. Rosano GM, et al. J Am Coll Cardiol. 2000;36:2154-2159.

2. Fitzpatrick L, et al. Womens Health Gend Based Med. 2000;9:381-387.

3. Writing Group for the PEPI Trial. JAMA. 1995;273:199-208.

4. Sites CK, et al. J Clin Endocrinol Metab. 2005;90:2701-2707.



Endometrial Cancer in Postmenopausal 

Women Using EPT Jaakkola S, et al;ObstetGynecol2009;114

• Over 200,000 Finnish women; HT 6mos or >

• Contin.Comb.Rx 3 yrs. or > : 76% redux. Type 
1 EmCa; (statistically significant…ss)

• Sequential Rx monthly 5 yrs. or > : 69% 
elevation; (not ss)

• Sequential Rx Q 3 mos. 5 yrs. or > : 276% risk 
elevation; (ss)

• Sequential regimens w/ oral NA, MPA or 
Dydro. Showed no differences…and oral vs 
transdermal NA no differences



Continuous vs Sequential: 
Endometrial Cancer

EPT, estrogen progestin therapy

Jaakkola S, et al. Obstet Gynecol. 2009;114:1197-1204.
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Perimenopausal fine points;

• Ovaries still functioning, albeit erratically ***

• “Levels” are generally useless, as they keep 
changing…unpredictable

• HT (E&P) not appropriate

• Rx options, beyond education, if needed:

• Suppress erratic ovarian function with low-
dose OC’s

• Augment with E and use PCT’s as indicated

(PCT= norethindrone 2.5mg daily x 10 days)
















