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symptoms of menopause and apologize if they 
occur during the session 
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◦Discuss 4 “hot topics” in menopause 

utilizing an evidence-based approach 

and audience participation

◦Highlight a useful tool for patient 

assessment of menopause-associated 

symptoms 

◦Maybe even have a bit of fun…..



Choose Your Own Menopause Adventure!

CONTINUE



HORMONE THERAPY 
WHEN PATIENTS HAVE A 

BREAST CANCER HISTORY
What do we do?



Case Study

Brenda is a 55 yo woman with a history of breast 
cancer.  She completed a course of chemotherapy 
and radiation one year ago and is presently on 
letrozole.  She presents to your office today c/o 
hot flashes, vaginal dryness and pain with 
intercourse.  

Can we prescribe hormone replacement therapy 
for Brenda?



“The use of systemic hormone 
therapy in survivors of breast cancer 

is generally not advised.”

Menopause. 2017 Jul;24(7):728-753.

https://www.ncbi.nlm.nih.gov/pubmed/28650869


Stockholm Trial: 10-year Follow-Up

Eur J Cancer. 2013 Jan;49(1):52-9

https://www-ncbi-nlm-nih-gov.uml.idm.oclc.org/pubmed/22892060


Stockholm Trial: 10-year Follow-Up

Eur J Cancer. 2013 Jan;49(1):52-9

In some women with severe 
menopausal symptoms an 

impaired quality of life may 
outweigh the potential risks from 

hormone replacement therapy

https://www-ncbi-nlm-nih-gov.uml.idm.oclc.org/pubmed/22892060


“Low-dose vaginal ET remains an 
effective treatment options for GSM, 
with minimal systemic absorption, and 
treatment may be considered after an 
initial trial of nonhormone therapies and 
in consultation with an oncologist, with 
more concern for women on AIs”

Menopause. 2017 Jul;24(7):728-753.

https://www.ncbi.nlm.nih.gov/pubmed/28650869


Breast Cancer Res Treat (2012) 135:603–609

Females >18 years 
between 1998-2008 

with first breast cancer 
on tamoxifen or AI 

917 Cases
Breast Cancer 

Recurrence

8885 Controls
No breast cancer 

recurrence

1. AI or Tamoxifen alone
2. Local HT with AI or tamoxifen
3. Used local HT after AI or 
Tamoxifen

Exposure: 
Local Hormone therapy 
(Vaginal estrogens including tablets, 
creams and pessaries)



Breast Cancer Res Treat (2012) 135:603–609

Only 12 
patients 
on AI



Author Conclusion:
“Given its lack of effect on the recurrence rate of BC, the indication 
of local estrogenic treatment should be discussed in endocrine 
treated patients with vaginal symptoms”

Breast Cancer Res Treat (2012) 135:603–609



“I have never prescribed systemic HT, and do not 
believe it should ever be prescribed, in a woman with a 
history of HR sensitive Breast Cancer.

I have had patients prescribed a topical HT 
while on AI in the past, and would greatly 
appreciate a referral prior to starting the 
therapy to allow a risk benefit ratio 
discussion, even in regards to the lack of 
known safety.”

-Oncologist



“I've prescribed vaginal estrogens 
before in breast cancer patients 
on aromatase inhibitors and have 
found a progressive oncologist or 
two BUT have not had the 
opportunity to prescribe systemic 
HT to a breast cancer patient.

In discussing this with 
colleagues in Canada, 

the preferred agent 
would be the new 

conjugated 
estrogen/bazedoxifene

molecule marketed in 
Canada as Duavive. The 
bazedoxifene acts as an 
endometrial protective 

agent, but being a SERM 
(like tamoxifene) will 

likely lessen the effect at 
the breast.”

-Gynecologist



“A fully informed patient should be 
empowered to make a decision that 
best balances individual QOL 
benefits against potential health 
risks.” 

J Clin Endocrinol Metab, November 2015, 100(11):3975– 4011



BIOIDENTICAL 
HORMONES

And the things patients tell me…….



Position statement: Endocrine Society Sept 26, 2017 https://www.endocrine.org/advocacy/priorities-and-positions/bioidentical-hormones

https://www.endocrine.org/advocacy/priorities-and-positions/bioidentical-hormones


“I’m only going to 
take ‘natural’ 
hormones, like 
those from plants. I 
don’t want any 
chemicals poisoning 
my body…”





Endogenous

Pharmaceutical Preparations

ORAL: Estrace® (Lupin®)  micronized
PATCH: Climera®, Estradot®
Vaginal: Vagifem® (tablet), Estring® (ring)

Premarin® (conjugated equine 
estrogens)
ORAL: Tablet
Vaginal: Cream  

Vaginal: Estragyn® (cream) 

Journal of Steroid Biochemistry & Molecular Biology 142 (2014) 16–29  



“The ________ (insert naturopath, pharmacy etc.) can 
test my saliva and make a prescription EXACTLY for 
me.”



Actually, no, they can’t….

• Vary with time of day, diet and 
inter-assay variability

• Must correlate with:

• Clinical signs/symptoms
• Follow a dose-response 

curve  
• Serum levels

Menopause. 2004 May-Jun;11(3):356-67

https://www-ncbi-nlm-nih-gov.uml.idm.oclc.org/pubmed/15167316


Prog Neuropsychopharmacol Biol Psychiatry. 2005 Jun;29(5):727-32.

https://www-ncbi-nlm-nih-gov.uml.idm.oclc.org/pubmed/?term=Prog+Neuropsychopharmacol+Biol+Psychiatry.+2005+Jun;29(5):727-32


Menopause. 2004 May-Jun;11(3):356-67

https://www-ncbi-nlm-nih-gov.uml.idm.oclc.org/pubmed/15167316


“I’d rather pay for a 
compound; I know where 
it’s coming from and I 
trust my __________ 
(insert naturopath, 
pharmacist etc.).”  



How do I interpret this Rx? 

Good N’ Natural Clinic
123 Almond Way

Winnipeg, MB R2N1N7

Date: Jan 27, 2018

Patient: Suzanne Sommers 
Address: 55 Grass Lane 

Rx:

BiEst transdermal gel 2.5mg (9:1)
Apply as directed daily 
M: 50g  Repeats: 2

Dr. B. Free
Bernard Free (#56789)

Menopause. 2004 May-Jun;11(3):356-67

https://www-ncbi-nlm-nih-gov.uml.idm.oclc.org/pubmed/15167316


Maturitas. 2013 Apr;74(4):375-82.

n= 40 menopausal women

4 arms:
Biest 2.0mg (80:20) 1.6mg/0.4mg
Biest 2.5mg (80:20) 2mg/0.5mg
Biest 3.0mg (80:20) 2.4mg/0.6mg
Estradiol patch 0.05mg 

E1, E2, E3 levels over 16 days 
(blood sampled Day 1 and Days 15 
and 16: 1 hr prior, 2, 5, 8, 12, 18 and 
24 hours)  

https://www-ncbi-nlm-nih-gov.uml.idm.oclc.org/pubmed/?term=Maturitas.+2013+Apr;74(4):375-82.


Cost of Compounding “Bioidentical Hormones”

Biest 50:50 0.5mL/dose daily (45mL) $120/90 days

Estrogel® 2.5g daily (80g/tube)           $130/90 days  



https://www.winnipegbioidenticalhormones.com/

https://www.winnipegbioidenticalhormones.com/


MOOD IN 
MENOPAUSE



Case Study

Carol is a 48 year old woman who presents to your office 
reporting fatigue, depressed mood, poor sleep and 
memory changes.  She would like her “hormones checked” 
and becomes angry with you when you suggest treatment 
for depression.  

How can you help Carol?  



HT for Depression?

“Evidence is insufficient to support HT use in the 

treatment of clinical depression.” 

“In small RCTs, ET was effective in improving clinical 

depression in perimenopausal but not postmenopausal 

women.” 

Menopause: The Journal of The North American Menopause Society Vol. 24, No. 7, pp. 728-753



“There is little evidence to support 
the use of estradiol to improve 
mood in non-depressed patients 
(not surprisingly) and some 
evidence to support the 
antidepressant efficacy of estradiol 
in perimenopausal but not post 
menopausal women.”

Depression and Anxiety 32:539-549, 2015



Patients
• 50 patients with depression (26 major, 11 dysthymia and 13 minor 

depression) 
Randomized to 17B estradiol 100mcg patch vs placebo for 12 weeks
Depression severity determined by the MADRS 

Results
• Remission of depression was observed in 17 (68%) of women treated with 

17B estradiol compared with 5 (20%) in the placebo group (p<0.01)

Arch Gen Psych 2001;58 (6): 529-534

Limitations:



“HT cannot be recommended at any age to prevent or treat a decline in 
cognitive function or dementia.” 

-NAMS 2017 Position Statement

Menopause: The Journal of The North American Menopause Society Vol. 24, No. 7, pp. 728-753



JAMA 2003;289:2651-2662



What about surgical menopause? 
P 19 women TAH and 

BSO

I 10mg IM delestrogen
monthly

C Sesame oil IM

O Blood samples for 
estradiol and 
memory testing 

Short-Term 
memory 
benefits?



Well that’s depressing!
Is there anything we can do? 



EXERCISE!

• Patients:
N=60, aged 60-70 years

• Intervention:
Exercise with rhythmic 
musical background vs no 
treatment

• Outcomes (6 months) 
Geriatric Depression Scale
Hamilton Anxiety Scale  

Journal of Clinical Nursing 21; 923-928, 2011



Journal of Clinical Nursing 21; 923-928, 2011



NEW AND SEXY DRUGS 
FOR MENOPAUSAL 

SYMPTOMS



http://www.duavee.com/

http://www.duavee.com/


TSECs (Tissue Selective Estrogen Complex) 

• Bazedoxifene = Selective Estrogen Receptor Modulator (SERM) 
• In Combo with CE = Tissue Selective Estrogen Complex (TSEC)

• Bazedoxifene in combo with CE has selective estrogenic effects
• Beneficial effects in vaginal tissue, bone and for vasomotor menopausal 

symptoms 
• Minimizes estrogen effects in endometrial and breast tissue 



SERMs and Indications/Effects 
SERM Indication Effects on target tissues 

Bone Breast Endometrium Vagina 

The IDEAL 
SERM

Doesn’t exist Agonist Antagonist (or 
neutral)

Antagonist (or 
neural)

Agonist 

Modified From Table 1 in: Expert Opin. Pharmacother. (2015) 16(17):2703-2714



SERMs and Indications/Effects 
SERM Indication Effects on target tissues 

Bone Breast Endometrium Vagina 

The IDEAL 
SERM

Doesn’t exist Agonist Antagonist (or 
neutral)

Antagonist (or 
neural)

Agonist 

Tamoxifen Treat or reduce breast cancer Agonist Antagonist Agonist  Variable 
Agonist 

Raloxifene Treat and prevent OP in 
postmenopausal women, 
reduce risk of breast cancer 

Agonist Antagonist Neutral or 
Antagonist

Neutral 

Ospemifene
(Osphena®)

Moderate-Severe dyspareunia 
(GSM) 

Agonist Neutral Partial Agonist



Agonist 

Bazedoxifene
(Duavee®) 

In combo with CE: vasomotor 
symptoms of menopause 

Agonist Neutral or 
Antagonist

Antagonist Antagonist 

Modified From Table 1 in: Expert Opin. Pharmacother. (2015) 16(17):2703-2714



The SMART 
Trials (Phase III)
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•40-75 years intact 
uterus

•Endometrial 
hyperplasia and 
BMD

•8 groups

•CE/BZA 
0.625/10mg
0.45/10mg
0.625/20mg
0.45/20mg
0.625/40mg
0.45/40mg
raloxifene 60mg
Placebo

•0.625 or 0.45mg 
CE plus BZA 20mg 
minimum needed 
to prevent 
endometrial 
hyperplasia

•Increase in BMD 
with treatment vs 
placebo

S
M

A
R

T-
2

 (
1

2
 w

e
e

k
s) •N=332

•Postmenopausal 
women, intact 
uterus

•Daily # of hot 
flushes 

•CE/BZA 0.45/20 mg

•CE/BZA 0.625/20mg

•Placebo

•74% reduction in 
CE/BZA 0.45/20 mg 
group (10.3 to 
2.8/day) 

•80% reduction in 
CE/BZA 0.625/20mg 
group (10.4 vs 
2.4/day)

•51% reduction in 
placebo group 
(10.5 to 5.4/day) 

•NNT =  3-4 patients 
(versus placebo)  
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•Vulvovginal
symptoms of 
menopause 

•CE/BZA 0.625/20mg

•CE/BZA 0.45/20mg

•BZA 20mg

•Placebo 

•Both BZA/CE 
combinations were 
associated with 
increased cell 
turnover  and 
lubrication (ASEX 
score) but no 
difference in QOL 
scores

•When looking at 
symptoms scores, 
questionable if truly 
met statistical 
significance 
(p=0.048)
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•Postmenopausal, 
uterus intact age 
40-64 years 

•Endometrial safety 
and effects on BMD

•CE/BZA 0.625/20mg

•CE/BZA 0.45/20mg

•CE 0.45/MPA 
1.5mg

•Placebo 

•1.1% endometrial 
hyperplasia with 
CE/BZA 0.625/20mg 
compared with 
none for other 
groups

•CE/BZA combos 
increased total hip 
BMD and lumbar 
spine BMD as 
compared with 
other groups 
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•N=1843

•Postmenopausal, 
uterus intact age 
40-64 years 

•Breast density, 
BMD, endometrial 
safety and other 
parameters

•CE/BZA 0.625/20mg

•CE/BZA 0.45/20mg

•CE 0.45/MPA 
1.5mg

•Placebo 

•BZA/CE combo 
was non-inferior to 
placebo in terms of 
breast density 
(CE/MPA 
significantly 
increased breast 
density form 
baseline) 

CE/Bazedoxifene combo

Menopause: 

2010;17( 2) 281-289

Fertil Steril

2009;92:1025–38

Menopause: 

2009;16(6) 1116-24

CLIMACTERIC 

2013;16:338–346

Obstet Gynecol

2013;121:959–68

J Clin Endocrinol 

Metab, February 

2014, 99(2):E189–

E198

Dose-

Finding
Safety

VM 
Symptoms

GSM
Symptoms

Endometrial 
safety and 

BMD

Breast 

Safety



Safety Efficacy

Beneficial Effects?

GSM
(vaginal symptoms)

Vasomotor 
symptoms

DVT risk

Endometrial 
Hyperplasia

Breast cancer risk

Reduced hot flushes by 8-9 per 
day vs 2.5-5/day in placebo 
group 
(note: placebo rates ~50%)

Approved for postmenopausal 
bone loss prevention; Reduced 
bone loss @ 1 year vs placebo, 
but did not perform as well as 
CE/MPA combo 

Not approved for GSM; some 
benefits in vaginal cell 
turnover/lubrication, but clinical 
symptom improvement questionable 

<1% incidence of hyperplasia, 
similar to placebo; however, 
lower doses of BZD (10mg) 
did show hyperplasia  

Over 2 years, breast cancer 
risk similar to placebo; long-
term studies needed

Therapeutics and Clinical Risk Management 2016:12;549-562

Next Slide



Cardiovascular Risk: A Comparison

CLIMACTERIC 2015;18:503–511



Who would Duavee® be for? 

• Patients suffering from 
vasomotor symptoms  +/-
fracture risk 
• Patients intact uterus not 

tolerating combination 
hormonal therapy
• Patients who have money or a 

VERY GOOD 3rd party plan 
• ?? An option for women after 

breast cancer with vasomotor 
symptoms??



Cost Comparisons (Intact uterus) 
Drug/Combo Cost for a 1 year supply 

PO Estradiol + MDPA $150 + $80 = $230

PO Estradiol + Prometrium (micronized MDPA) $150 + $500-1000 depending on dose = 
TOTAL $650-$1150

Estradiol PATCH (generic) + progestin ~$320 + $230-$1000 = $550-$1320

Combination HT (controversial)  
Activelle® (Estradiol hemihydrate + norethindrone)

Angeliq® (Estradiol + drospirenone) 

$700
$350

Duavee® (CE/bazedoxifene) $1260

CE=conjugated estrogens, HT = hormone therapy, MDPA = medroxyprogesterone acetate

Sources: RxFiles Hormonal Therapy for Menopause Sept 2017 and 
McKesson Product Catalog [Accessed Sept 28, 2017]



NK3RAs – Hot off the Press 
• Neurokinin 3 receptor antagonists 

(AZD4901)

• Phase II clinical trial underway 
NCT02668185
• N=30 female patients, 40-62 years old with ≥7 

hot flushes/day 
• AZD4901 x 4 weeks vs placebo 
• Primary Outcome: Mean Hot Flush Frequency
• Secondary Outcomes: Hot flush severity, 

interference, bother; serum gonadotropins 
and estradiol concentrations, skin 
conductance monitoring 

https://clinicaltrials.gov/ct2/show/NCT02668185?term=neurokinin+receptor+antagonists&cond=menopause&rank=1

https://clinicaltrials.gov/ct2/show/NCT02668185?term=neurokinin+receptor+antagonists&cond=menopause&rank=1


WHERE DO WE GO 
FROM HERE?



Can Fam Physician. 2017 Apr;63(4):295-298

Primary Care MQ6

1
•Any changes in your periods?

2
•Are you having any hot flushes?

3

•Any vaginal dryness, pain or sexual 
concerns?

4
•Any bladder issues or incontinence?

5
•How is your sleep?

6
•How is your mood?

https://www-ncbi-nlm-nih-gov.uml.idm.oclc.org/pubmed/?term=An+efficient+tool+for+the+primary+care+management+of+menopause


THANK YOU!
QUESTIONS? 



EXTRAS





JAMA. 2017;318(22):2234-2249.



JAMA. 2017;318(22):2234-2249.



Get Those Hormones Straight!

α (Alpha) receptors β (Beta) receptors

Endometrium
Breast cancer cells
Ovary

Bone
Kidney
Lung
Endothelium

17-β estradiol (high)
Estrone (moderate)
Estriol (weak)

17-β estradiol (high)
Estriol (weak)

Short-acting, least potent 
(1/80th of E2) 
Metabolized from others
High in pregnancy

From ovaries
Highest after menopause

From ovaries
Predominant estrogen before menopause

Journal of Steroid Biochemistry & Molecular Biology 142 (2014) 16–29
Menopause. 2004 May-Jun;11(3):356-67



By Boghog2 - Own work by uploader based on Image:Phytoestrogens.png, Public Domain, 
https://commons.wikimedia.org/w/index.php?curid=5972404

https://commons.wikimedia.org/w/index.php?curid=5972404


Endogenous

Pharmaceutical Preparations

Medroxyprogesterone acetate (MPA) 

Prometrium® (micronized progesterone) 

Am Fam Physician. 2000 Oct 15;62(8):1839-1846.
RxFiles: Hormonal Therapy for Menopause Chart Sept 2017 [Accessed Dec 19,2017]

PROGESTERONE


