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LEARNING OBJEGTIVES

© Through case-based discussions:

* Individualize systemic menopause hormone therapy regimens
and utilize non-hormonal therapy options when appropriate.

* Discuss a personalized approach when choosing treatment options
for genitourinary syndrome of menopause.

* Examine available evidence to address patient questions
around symptom management and treatment
expectations during the menopause transition.
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Non-Hormonal Therapy for YMS Gontrol

PAGE 4: RxFiles Menopause Newsletter:

Generic Name;
TRADE Name

Dosing for VMS

www.rxfiles.ca/menopause

Adverse Events [:\3
Drug Interactions [l

Efficacy for VMS vs
placebo VMs 20-50%

Fezolinetant VEOZAH
Pmd x®

New:elinzanetant LYNKUETX ®

45mg po daily

m: abd pain, diarrhea, back
[ cypi1a2.

pain, insomnia.

J» 61-64%: hot flash
frequency. Onset within

1 wk, majority of effect
at week 6. SKYLIGHT 1 & 2

Paroxetine PaxiL, g P~ 9
B USA: 7.5mg cap HS BRISDELLE

10-20mg po daily

Citalopram CeLEXA, g P% ?

10-20mg po daily

Escitalopram CIPRALEX, g

Ll |

10-20mg po daily;
See comments.

SNRI

Venlafaxine EFFEXOR XR, g P~ 3|

37.5-75mg po daily

Desvenlafaxine PRISTIQER, g
x®

100-150mg po daily

See Rxfiles: Antidepressants,
pg 191

. mz nausea, HA, drowsiness,
dizziness, dry mouth, . libido,
(SNRI T AE vs SSRI).

. ﬂ: paroxetine & fluoxetine:

J, tamoxifen levels due to
CYP2D6 inhibition
(contraindicated).

SSRI/SNRI , 27-65%:
composite of hot flash
severity & frequency.*#®

Often onset in days (vs
weeks for depression).?!

Gabapentin NEURONTIN, g ‘

Initiate 100-300mg HS,
‘* 100mg g3-4 days up
to 900mg HS.306¢21

Pregabalin LYRICA, g /9

150-300mg po HS

See RxFiles: Seizures, pg 171
) E: dizziness, drowsiness.
. I risk of respiratory
depression with opioids.**

Gabapentin {, 45-71%:
hot flash frequency;**#
onset within 1 week.?”

Other | Gabapentinoid

Oxybutynin -

2.5-5mg po BID

o m: dry mouth 52%,* Gl upset,
constipation, blurred vision.

J 60-77%: hot flash
frequency, onset ~1 wk.®

Clonidine, g: 0.025-0.05mg po BID; $15 Not generally recommended due to AE (e.g. dizziness, hypotension, sedation) & less effective than other non-hormonal options: 4 VMS 20-40%;%2838 S06C'21, NAMS23 Discontinue slowly to avoid withdrawal symptoms.
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GASE 1

My patient is requesting a trial of a medication for hot flashes that
she read about on a breast cancer survivor forum.

Can you help me to figure this out? Is it available in Canada?

If so, do you recommend | taper off her SNRI before starting this?
Or can she use both therapies?



CASE 1 continuedl...

55-year-old cancer survivor: 2019 invasive ductal breast ca, ER/PR
positive, bilateral mastectomy & total reconstruction
o plansto continue letrozole 2.5mg once daily until 2029

* Jan 2020: experiencing 20 to 30 bothersome hot flashes per day;
Initiated on gabapentin 200mg HS

* Oct 2020: switched to venlafaxine 37.5mg daily
* Dec 2021: dose increased to 75mg daily
* Feb 2024: dose increased to 112.5mg daily

* Mar 2025: having 8 — 12 hot flashes per day; patient requesting new
medication




Neurokinin Receptor Antagonists

* Fezolinetant VEOZAH * Elinzanetant LYNKUET

* Marketed in Canada as of * Marketed in Canada as of July
March 2025 (available to Rx) 2025 (not yet available)

* Usual dose: 4omg tablettaken ¢ Usual dose: 120mg (2x60mg
once daily caps) taken once daily at

» Est cost for 30d supply: $210 bedtime

e Est cost: unknown



KNDy Neurons & NKR Antagonists
... What we think we Know about
the mechanism of action

KNDy neurons are in the hypothalamus -
play a role in regulating body temperature

KNDy neurons are influenced by estrogen
levels

As estrogen levels decline in menopause,
KNDy neurons become more active and
elevate neurokinin B levels, which can
disrupt the body’s temperature regulation
system

NKR (neurokinin receptor) antagonists
block the action of neurokinin B at its
receptor, thus reducing the activity of
KNDy neurons and alleviating hot flashes




N Can you use fezolinetant in combination
with venlafaxine? Yes.

* All trials thus far have assessed fezolinetant alone vs placebo
* VENT trial - recruitment phase; protocol states patients stable
on SSRI/SNRI can remain on this therapy throughout the study
* Work via different mechanisms
* ? synergistic benefit for VMS
e ? additive side effects / safety concerns

* No known pharmacokinetic interactions identified for her med list

* be aware that significant DI's do exist between fezolinetant and strong CYP1A2 inhibitors
(e.g. fluvoxamine); use is contraindicated



N Should you use fezolinetant in combination
with venlataxine? It depends.

* Consider: efficacy & safety data lacking for combo, pill burden / cost
* Consider: patient may rely on SNRI for other benefits like mood / pain

* Fezolinetant: onset of effect in first week; majority of effect by week 6

* Recommend to taper off SNRI once fezolinetant is established

o Goal: find lowest effective dose of SNRI or stop SNRI if no additional benefit with
combo



Whatdowe
know about using
fezolinetant in
breast cancer

Survivors using
endocrine therapy?

e Evidence free zone

* No available data yet reporting
efficacy or safety specifically in
breast cancer survivors

* Clinical trials are underway:

* e.g. HIGHLIGHT 1 (Phase lll):
randomized, placebo-controlled
trial enrolling ~540 women with
stage 0-3 hormone
receptor-positive breast cancer
on adjuvant endocrine therapy,
duration: 52 weeks

Health Canada Veozah. https://pdf.hres.ca/dpd_pm/00077931.PDF
HIGHLIGHT 1: https://clinicaltrials.gov/study/NCT06440967

OASIS 4 trial (elinzanetant).DOI:10.1200/JC0.2025.43.16_suppl.508



https://pdf.hres.ca/dpd_pm/00077931.PDF
https://clinicaltrials.gov/study/NCT06440967
https://doi.org/10.1200/JCO.2025.43.16_suppl.508

How effective
IS fezolinetant?

SKYLIGHT 1 & 2:
Randomized to
fezolinetant 30 or 45mg
daily vs placebo (n=1022)

What is the average decrease in frequency of moderate to severe
hot flashes after 12 weeks of fezolinetant?3

postmenopausal and healthy but experiencing 2 7 moderate
to severe hot flashes per day, ages 40-65

= without a history of breast or gynecologic cancer or a
chronic condition such as cardiovascular disease

Participants
in clinical
trials

# hot flashes baseline placebo fezolinetant 45 mg
per day 11 4 fewer 7 fewer

What proportion of participants are placebo | fezolinetant 45 mg
moderately or much better?? ~40% ~70%, NNT ~3

BC Provincial Academic Detailing 2025: Medications for Menopause VMS and GSM
Lederman S et al. SKYLIGHT 1. Lancet 2023. PMID:36924778
Johnson K et al. SKYLIGHT 2. J Clin Endocrinol Metab 2023. PMID:36734148



https://www2.gov.bc.ca/gov/content/health/practitioner-professional-resources/pad-service/medications-for-menopause-associated-vasomotor-and-genitourinary-symptoms

Will fezolinetant help with sleep? It may.

SKYLIGHT 1 & 2 Pooled Data at Week 12: PROMIS SD SF 8b (Patient-Reported Outcomes
Measurement Information System Sleep Disturbance — Short Form 8b)

LS mean difference vs placebo

SKYLIGHT 1 (95% Cl) P value

Fezolinetant 45 mgvs placebo _ )
-1.1(-2.5, 0.4) p=0.2°

SKYLIGHT 2

Fezolinetant 45 mgvs placebo -2.0(-3.5,-0.6) P=0.0072

POOLED

Fezolinetant 45 mgvs placebo -1.5(-2.5, -0.5) P=0.004°

Shapiro C M M, et al. Effect of fezolinetant on sleep disturbance and impairment during treatment of vasomotor symptoms due to menopause. Maturitas. 2024 Aug;186:107999.



SKYLIGHT 1& 2 Pooled Data: | |
Patient Global Impression of Ghange in Sleep Disturbance

Week 12 34% Moderately or much ) ) pvalue
better 3.4%11.4% vs placebo

Placebo 6.5 %

51% Moderately or much better

Fezolinetant 45 mg

10 % 20 % 30 % 40 % 50 % 60 % 70 % 80 % 90 % 100 %
Response

Much . Moderately A little A little Moderately

No change

better better better worse worse

Shapiro C M M, et al. Effect of fezolinetant on sleep disturbance and impairment during treatment of vasomotor symptoms due to menopause.
Maturitas. 2024 Aug;186:107999.
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Treatment discontinuation due \

to adverse effects:

IS It well-
tolerated?

* similar between 45mg dose and
placebo (<5% of participants)s«vucrr

Usual side
effects?

Adverse effects: product monograph

* abdominal pain & diarrhea
* back pain
* iInsomnia

Health Canada Prescribing Information Veozah. https://pdf.hres.ca/dpd_pm/00077931.PDF
US FDA Review 2023 Veozah. https://www.accessdata.fda.gov/drugsatfda_docs/nda/2023/2165780rig1s000MedR.pdf



Specific liver monitoring instructions g 'L

Baseline bloodwork: serum ALT, AST, ALP, and bilirubin (total and direct)

ALT or AST or total bilirubin is 22x ULN

ALT or AST is between >1.5x ULN

Monitoring: monthly for first 3 months, then at 6 months and at 9 months

Discontinue fezolinetant ALT or AST >5x ULN, OR
ALT or AST >3x ULN and total bilirubin >2x ULN

Increase monitoring frequency until resolution ALT or AST is >3x ULN

Counsel patients to report new onset fatigue, decreased appetite, nausea, vomiting, pruritus,
jaundice, pale feces, dark urine or abdominal pain.FPA EMA
¢ Discontinue fezolinetant immediately; elevated LFTs and/or symptoms of liver injury are generally
reversible after discontinuation of fezolinetant.

VEOZAHP® (fezolinetant) Product Monograph. Astellas Pharma Canada Inc. Dec. 2, 2024; US FDA Drug Safety Communication. Veozah. Dec 2024;
European Medical Agency (EMA) Drug Safety Communication. Veozah. Dec 2024. https://www.ncbi.nlm.nih.gov/books/NBK608428/



https://www.ncbi.nlm.nih.gov/books/NBK608428/
https://www.ncbi.nlm.nih.gov/books/NBK608428/

CASE 1: revisited...

* Baseline bloodwork normal
Started fezolinetant 45mg once daily in June 2025
* Patient remained on venlafaxine 112.5mg once daily

Aug 2025: phone follow-up with pharmacist

* Patient is very pleased with her response to therapy; down to 3 or 4 hot
flashes/day

* “lam able to wear long-sleeved shirts again without overheating”
 “My husband is thrilled to not have the fan blowing full blast at night”

* “Im sleeping well again”
* Discussed plan to taper venlafaxine dose over 4 weeks
* No side effects noted
* Planin place to continue LFT monitoring




CASE 1: continued...

e Sept 2025: in-person appt with physician
ovenlafaxine taper did not go as planned

oin clinic to discuss ongoing vaginal discomfort that has
progressively been getting worse (dryness, pain with
Intercourse)

o physical assessment confirmed GSM and ruled out other
causes



Jl| Genitourinary Symptoms of Menopause

* Non-hormonal options are first-line.

* Discuss lubrication for love-making and moisturizers for
maintenance.

* Some patients may prefer the viscosity of one agent over another;
nowever, all considered equivalent.

Generic / TRADE Usual (Equivalent) Dose Cost/30d

$16-37
[10 applications]

Vaginal Moisturizer OTC X ® *many, examples include:
REPLENS gel $16; GYNATROF gel $29; REPAGYN ovule $37

Vaginal Lubricant OTC X ® e.g. KY JELLY gel S8 Apply vaginally PRN before sex | $5-10/tube

Apply vaginally HS 2-3x/ week

RxFiles Menopause Newsletter pg 3



gy Can vaginal estrouen be utilized in women
with a history of breast cancer?

* International guidelines support offering women low-dose vaginal
estrogen (preferentially vaginal tablets, soft gels, or rings over vaginal creams).

« Systematic review / meta-analysis?°?° of observational studies in

breast cancer survivors with GSM, users of vaginal estrogen:
- no increased risk of breast cancer recurrence (OR: 0.48, 95% CIl 0.23-0.98)

- no increased risk of overall mortality (OR: 0.46, 95% CI1 0.42-0.49)

* Forindividuals taking an aromatase inhibitor, decisions should
involve consultation with oncology.

Beste ME, et al. Am J Obstet Gynecol. 2025 Mar;232(3):262-270.e1. PMID: 39521301. RxFiles Menopause Newsletter pg 7: Menopause FAQs



Vaginal Estrogen (low-dose)

Conjugated equine estrogen PREMARIN 0.5-2g vaginally HS x 2 weeks, 510
0.625mg/g vaginal cream (rose-scented) then . to 1-3x per week (534/30g)
Estrone ESTRAGYN 0.5-2g vaginally HS x 2 weeks, S10
1mg/g vaginal cream (unscented) then J. to 1-3x per week (548/45g)

Estradiol-17p ESTRING Insert 1 ring vaginally q 90days | $32

2mg vaginal ring (releases 7.5mcg/day) (596 up front)
Note: USA FEMRING releases 50-100mcg/day for VMS

Estradiol-17p VAGIFEM 10mcgvagtab | 1tabvaginally HS x 2 weeks,

“Estradiol-17B IMVEXXY 4, 10mcg softgel | then { to 1-3x per week

N

_ PRACTICE Vaginal estrogen can be used together with systemic
- POINT estrogen in women who have both VMS and GSM.

\
g -

Canadian Family Physician Article (RxFiles 2024): How to help patients navigate GSM
RxFiles Menopause Newsletter pg 3 & 6: MHT Drug Comparison Chart & Efficacy and Safety of MHT



https://www.cfp.ca/content/70/11-12/710/tab-article-info

N Can you use fezolinetant in combination
with vaginal estrogen? Yes.

Drug interaction checker:  Title Fezolinetant / CYP1A2 Inhibitors (Weak)
(UpToDate LexiDrug)

Risk Rating x: Avoid

Summary CYP1A2 Inhibitors (Weak) may increase serum concentrations of Fezolinetant.

Overall, systemic absorption is minimal with any low-dose vaginal preparation
when used according to directions and generally remained in the normal post-

menopausal range.NAMS20

Therefore, this is not a clinically important drug interaction.

RxFiles Menopause Newsletter pg 7: Menopause FAQs The NAMS 2020 GSM Position Statement Editorial Panel. Menopause 2020;27:976-92.
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GASE 2

* 44 year-old woman, with an intact uterus, who has been having
consistent night sweats over the past few months.

* Herprimary complaints are drenching bed sheets 4 to 5 nights a
week, sleep disruption, increasing inattention (brain fog), ++
irritability with husband and teenagers.

* [am likely going to prescribe therapy, but | am hopeful you could
meet with her first to discuss best options and provide your
recommendation, as she is quite concerned about hormonal
risks.



GASE 2

* Mostly consistent periods; manageable flow

* Using venlafaxine 112.5mg daily x 8 years for mood

* 20-year history of smoking 2 ppd; quit 2019, recently restarted
vaping nicotine

* Family hx: no breast cancer, no endometrial cancer, two
grandparents with stroke history; her sister (2 years older)
experienced a DVT suspected due to CHC

* Husband had avasectomy 12 years ago



Who is a candidate for systemic MHT?

X MHT Contraindicated

e Unexplained vaginal bleeding

v Consider MHT e Acute liver disease

e Clotting disorder (e.g. factor V Leiden)

) Age {BOVI-S or {lﬂvrg e Hx of CHD (CAD, stroke, TIA, - |
unprovoked VTE, PAD) or at high-risk

since LIMP and low risk (no of CHD*

e Personal hx of estrogen-dependent
CA (breast, endometrial, ovarian) or at

high-risk of breast CA**

e Moderate risk of CHD*/breast CA**
and age >60yrs and 210yrs since LMP

cautions or contraindications)

RxFiles Menopause Newsletter pg 1 & 2: Cover page and Menopause Overview



Who Is a candidate for systemic MHT?

? MHT Cﬁutiuned

e Moderate risk of CHD* and/or Consider transdermal estrogen.
CV risk factors (smoking, HTN, DM, Expert opinion. Observational data

suggest transdermal may . risk of VTE

(RR 0.61; 0.53-0.71), stroke (RR 0.81;

i : 0.68-0.97) and gallstones (RR 0.79;
o V| igraine with aura 0.74-0.84) vs oral estrogen. NAMS 22, 20-22

dyslipidemia, obesity) in ¥ age
<b0yrs or <10yrs since LMP

e Hx of gallstones

Consider non-hormonal tx. MHT .'

2" [ine after individualized risk
assessment. Expert opinion. NAMS ‘22, 69, 70

» Moderate risk of breast CA**
in ¢ age <60yrs or <10yrs since LMP

e Age 260yrs and 210yrs since Consider non-hormonal tx. MHT

LMP 2" line after individualized risk
dssessment. Expert opinion. NAMS 22

See RxFiles Menopause FAQs for more information about using MHT in patients who experience migraines.



https://www.rxfiles.ca/RxFiles/uploads/documents/members/qanda-menopause.pdf

WHI 2013: Subgroup Rnalysis

Risk Estimate of using MHT for 5 years:
Age 50-59. (per 1000 women)

B CEE+MPA

Figure 2. Benefits & Harms
of MHT for ¢ aged 50-59
(subgroup analysis)’

Data is from the WHI
intervention phase (2013

amen

HARM

l_.r
=)
Ch
=]
=

(-

-

analysis). Note: these
subgroup analyses are not
statistically significant;
however, they are the best
available estimates at

5P

-3.

CHD (MI and CV,

BENEFIT

it Event

#e

Mortakity

Inconsistent . - . oresent.
results across Consistent results across multiple studies

multiple studies

Manson JE, Chlebowski RT, Stefanick ML, et al. Menopause hormone therapy and health outcomes during the intervention and extended post
stopping phases of the WHI randomized trials. (WHI 2013). JAMA. 2013;310(13): 1353-1368.



Breast Cancer Risk in Perspective

Comparing Breast Cancer Risks, per 1000 Women

0 20 40 60 80 100 120 140

Baseline

- women diagnosed with breast cancer from age 50-70

5 years of hormone therapy B (+2 extra cases per 1000 women)

10 years of hormone therapy

Alcohol (2 drinks per day)

B (+6 extra cases per 1000 women)

B (+27 extra cases per 1000 women)

Lack of regular exercise B (+27 extra cases per 1000 women)

Weight gain (20 kg)

(+45 extra cases per 1000 women)

Note: for women without a uterus and taking only estrogen, the WHI trial showed no increase in breast cancer.’

“POINT showed no increase in breast cancer. WH! 2013

_\®/ PRACTICE For women without a uterus and taking only estrogen, the WHI trial

SIGMA Canadian Menopause Society. MENOPAUSE Times Have Changed. Let’s Talk. Pages 1-9.
Manson JE, Chlebowski RT, Stefanick ML, et al. WHI 2013. JAMA. 2013;310(13): 1353-1368



https://www.sigmamenopause.com/sites/default/files/pdf/publications/SCM1249_Sigma%20CMS%20Flip%20Chart_FINALR%20April%2025.pdf
https://www.sigmamenopause.com/sites/default/files/pdf/publications/SCM1249_Sigma%20CMS%20Flip%20Chart_FINALR%20April%2025.pdf
https://www.sigmamenopause.com/sites/default/files/pdf/publications/SCM1249_Sigma%20CMS%20Flip%20Chart_FINALR%20April%2025.pdf
https://www.sigmamenopause.com/sites/default/files/pdf/publications/SCM1249_Sigma%20CMS%20Flip%20Chart_FINALR%20April%2025.pdf
https://www.sigmamenopause.com/sites/default/files/pdf/publications/SCM1249_Sigma%20CMS%20Flip%20Chart_FINALR%20April%2025.pdf
https://www.sigmamenopause.com/sites/default/files/pdf/publications/SCM1249_Sigma%20CMS%20Flip%20Chart_FINALR%20April%2025.pdf

Checking In with our patient...

* She is agreeable to start menopause hormone therapy
and would like to hear about the options.

o She emphasized desire for lowest possible dose, given her
concerns about stroke and clot in family history.

* Optimized on SNRI dose.



Systemic Estrogen

Generic / TRADE Initial & Max Dosing

Conjugated equine estrogen PREMARIN

Micronized Estradiol-17B ESTRACE, g

0.5% 1%, 2°mg tab
EStI‘EdiD'-l?B [matrix patch — can cut to “-cost] ™ v
ESTRADOT (generic & = Sandoz-Estradiol Derm)
25, 37.5, 508, 758, 100% mcg/day patch
Estradiol 1?'3 CLIMARA [matrix p.:tr'h - can r'ut]
25,50, 75mcg/day patch & W seeaccu —
Estradiol-17p DIVIGEL & WV :
0.25, 0.5, 1mg gel sachets (0.1%)

DO NOT apply
to breast.

AVOID skin-to-
skin transfer.

-
<L
=
[+ 4
w
(=]
A
=
<L
o
[

Estradiol-17p ESTROGEL
0.06% gel pump & W

Initial: 0.5-1mg po daily 5$15-18
Max: 2mg po daily 524
Initial: 25-50mcg patch weekly 533-34
o Max: 75mcg patch weekly S36

Initial: 1 pump [0.75mg estradiol] to| §57
one or both arms daily (wait 2 min
before putting on clothes)

Initial: 0.3-0.625mg po daily $17-18 |
Max: 1.25mg po daily 518 \@/ PRACTICE

Guidelines and
experts recommend
transdermal
products as the
preferred treatment in
those with CV risk
factors, based on
observational data.

Initial: 25-50mcg 2x/wk (e.g. M&F)
Max: 75-100mcg patch 2x/wk
ESTRADOT = smallest patch size

Initial: 0.25mg [1 sachet] daily to sS40
right or left upper thigh (alternating)

Max: 1.25mg [1 sachet] daily sS40

RxFiles Menopause Newsletter pg 3: Menopause Hormone Therapy & Efficacy

Additional Resource- Canadian Menopause Society: Systemic MHT Equivalency Table


https://share.google/Y1ZoTUc3QIsUVzMDJ

systemic Progestogen

* A progestogen is required for all women with a uterus & on systemic
estrogen to decrease the risk of endometrial cancer.

Generic / TRADE Usual Dosing

Medroxyprogesterone If under the max estrogen dose: 2.5mg po daily o

PROVERA, g or cyclic: 5Smg daily 12-14 days each month _\@/_ PRACTICE

2.5% 5%, 10° mg tab If on max estrogen dose: Smg po daily AL/ PO| NT
or cyclic: 10mg daily 12-14 days each month A

Micronized progesterone If under the max estrogen dose: 100mg po HS - PROMETRIUM

PROMETRIUM, g or cyclic: 200mg HS 12-14 days each month
100mg cap If on max estrogen dose: 200mg po HS

peanut oil in g Teva, Reddy, Auro. or cyclic: 100mg po AM + 200mg po HS 12-14 o
sunflower oil BRAND & g PMS, Sanis. days each month beneficial to

Norethindrone NORLUTATE x ® | Initial / Usual: 5mg once daily 5°5¢ help with sleep.
Levonorgestrel MIRENA Off-label: insert q5yr.**%%7 Extended intervals unstudied. S7 (5400
52mg intrauterine device (Approved in Europe for women on any estrogen dose.) up front)

RxFiles Menopause Newsletter pg 3: Menopause Hormone Therapy

can be sedating,
some find this




- The levonorgestrel IUD MIRENA has
data for o years of endometrial protection
(off-label).5" Candidates include those who

require contraception, do not tolerate an
oral progestogen, prefer the convenience,
or have perimenopausal heavy menstrual
bleeding. It can be used for patients on any
estrogen dose.

RxFiles Menopause Newsletter pg 1 & 8: Cover page and Menopause FAQs

@ PRACTICE
- POINT
Although data supports
the extended use of
up to 8 years for
contraception, data only
supports the use of
up to 5 years
for endometrial protection

in women on estrogen
therapy.



Does progesterone alone work for UMS reduction?

Progesterone monotherapy is off-label for management of VMS.

No long-term studies have assessed the safety of progestogen-only
therapy.
1 RCT: n=133, suggests that high-dose, oral micronized progesterone
(300mg daily) may decrease frequency/severity of hot flashes compared
to placebo in menopausal women (12 weeks)

<+ 55% reduction in VMS vs 29% placebo

Lack of RCT evidence in peri-menopausal population.

RxFiles Menopause Newsletter pg 5: Efficacy and Safety of MHT: Trial Evidence Summary
Hitchcock CL, Prior JC. Oral micronized progesterone for vasomotor symptoms--a placebo-controlled randomized

trial in healthy postmenopausal women. Menopause 2012;19:886-93.



Estrogen - Progestogen

 Combination products increase convenience, but can limit dose
flexibility with titrating / tapering.

Generic / TRADE | strength | UsualDose | Cost/30d|
Estradiol- 17B + norethindrone ACTIVELLE $97

Bazedoxifene + conjugated estrogen DUAVIVE 1 tab po daily #* 3

PATCH | Estradiol-17B + norethindrone ESTALIS 50/140mcg, 50/250mcg patch & W

~

. Do not cut the estrogen +

) progestogen (i.e. ESTALIS) patch.
pracTicE Note: All estrogen-only patches

POINT canbe cut.

-~

WE: )-

RxFiles Menopause Newsletter pg 3: Menopause Hormone Therapy (MHT)



Checking in on how these options sound to our patient...

e Hervalues:
o does not want an |lUD; her friend had a previous bad

experience with insertion and strong preference for
wanting to have monthly withdrawal bleeding

o did not want a CHC (not even low-dose was desirable
to her), due to her sister's DVT experience



Using shared decision making, our patient chose:

Transdermal Patch: Oral progestogen:

* Estradiol-17B 25ug + * Micronized progesterone
100mg

Directions: . . . .
. Aol toh twi Directions (cyclic dosing):
PPTY ONE patch tWice * Take 2 capsules (200mg)
weekly . .
at bedtime for first 12-14
days of each month




4 WeekK Follow-Up

* Elated with response; feels fantastic and drenching night sweats
have almost dissipated.

* She mentions that day 1 of the patch works best, and then a slow
tapering effect that wears off the day before the patch switch.

* Requested a dose increase.



July 2025: Update

* Patient attended clinic appt for PAP

* Cycles are regular, no breakthrough bleeding
* Mood stable on venlafaxine 112.5mg/day

* Not smoking

* Plan: continue MHT, reassess in 1 year



Today we focused mainly on
vasomotor symptoms.

Other areas the newsletter can support
your discussions: www.rxfiles.ca/menopause

* mood

* decreased libido

* sleep

* memory concerns / brain fog
* bone health

* cardiovascular health

* body weight



http://www.rxfiles.ca/menopause

Will systemic MHT help with other issues?

? Mood changes

? Sleep disturbances

X Sexual desire

x Weight gain

x Cognitive concerns

RxFiles Menopause Newsletter pg 2 & 5: Menopause Overview & Efficacy and Safety of MHT

Limited evidence (small RCT data) suggests estrogen therapy
may be effective in the management of depressive disorders
during perimenopause.

See Menopause FAQ pg 9 for details.

™ sleep quality and satisfaction in women with bothersome VMS.

Limited evidence suggests that MHT may improve sleep
independent of VMS.

Largely neutral effect on sexual desire. See Menopause FAQ pg 9
for details.

Neutral effect on weight; may { visceral fat and I lean body
mass.

Neutral in perimenopause and early post-menopause. May * risk
of dementia when initiated in older post-menopausal
women 265yrs; NNT=114/4 years.WHIMS

See Menopause FAQ pg 8 for details.

\

~\" PRACTICE
< POINT

i

Counselling points:

Mood and sleep may
improve.

Effect on sexual desire is
unpredictable; some
women will note benefit,
others won't.

Effect on weight is
neutral.

Effect on cognition
appears neutral when
started in women <65
CEIGE



Key TaKe-Aways

‘*Newer agents (NK3 antagonists) are available in Canada but are
limited by cost and coverage.

**Non-hormonal options can help manage VMS for those unable /
unwilling to use systemic MHT.

s*Utilize available tools to educate patients and help them put the
benefits and harms of MHT into perspective.

**Individualize therapy: choosing between options for systemic MHT or
management of GSM is largely based on patient preference, values
and comorbidities.

**Most evidence for systemic MHT is for the management of VMS.
However, patients may have benefit for other symptoms.



Menopause Quick 6 (MQ6) Assessment Tool

ASSESSING THE MENOPAUSAL PATIENT:
THE MENOPAUSE QUICK 6 SCREEN (MQ6)

Key questions to ask perimenopausal and menopausal
women in assessing their need for treatment.

Any changes in your periods?

Are you having any hot flashes?

Any vaginal dryness or pain or sexual concerns?

Any bladder issues or incontinence?

How is your sleep?

How is your mood?

RxFiles Menopause Newsletter pg 10: MQ6 algorithm

WOE Trasement Algarithme
¥ KOS

5
Can Fam Pryseian, 2017 Apr G4J985-596

MO8 Manepause Assassmant Toal

1. Changes to periods?

2 Any ot fashes?

3. Any vagiral drynesa, 5. How's your sieen?
pain, sexusl concams? B, How's your mood?

WME, GSM, Bone peotection, POl _m.’ NON-HORMONAL MEDICATIONS™
l s GEM SLEEP WOCO
NKE Rscptor
N s GSM the only Retaganis

indication for MHT?
Gavaparen’

=y
Are there CONTRAINDICATIONS 1o MHT? i

| | CONTINUOUS |
rogime

)

Symptoms of GSM?
If YES, and using less than standard doses of MHT
(s.g. CEE 0,625 mg po, Estradial 1.0 mg pa or Td Estradiol 50 ug)
consider additional vaginal ET at onsst of therapy

“**can also use vaginal ET as add-on to *=standard dosing of MHT if
GSM symptoms persist after initiating MHT




Other Menopause Resources

 For Providers:
s+ SIGMA Pocket Guide

/

* MHT Counselling List
= www.mgé6.ca

\/

%* Menopause Rating Scale

RxFiles Menopause Newsletter pg 2: Menopause Overview

 For Patients:
+*NAMS MenoNotes

**Gynaecology QI Collaboration

++*SOGC Menopause & U



https://www.sigmamenopause.com/sites/default/files/pdf/publications/Final-Pocket%20Guide.pdf
https://www.sigmamenopause.com/sites/default/files/pdf/publications/Final-Pocket%20Guide.pdf
https://mq6.ca/menopause-therapies/#counselling
https://mq6.ca/menopause-therapies/#counselling
http://www.mq6.ca
http://www.mq6.ca
https://www.hormonebalance.org/files/MRS%20QOL%20questionnaire%20.pdf
https://www.hormonebalance.org/files/MRS%20QOL%20questionnaire%20.pdf
https://www.menopause.org/publications/consumer-publications/-i-menonotes-i-
https://www.menopause.org/publications/consumer-publications/-i-menonotes-i-
https://gynqi.com/understanding-menopause/
https://gynqi.com/understanding-menopause/
https://www.menopauseandu.ca/
https://www.menopauseandu.ca/
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Did you know?
Low-dose Vaginal Estrogen:

* Can be used at any age, during the menopause transition or post-
menopause.

* Therapy can be continued for as long as benefit is perceived by the
patient (may be continued indefinitely).

*\aginal estrogen does not appear to increase the risk of breast cancer,
endometrial cancer, VTE or CV disease.

~ <~ PRACTICE
@ POINT

When counselling patients, advise that the black box warnings on the
product label do not apply to low-dose, vaginal estrogen products.

Low-dose vaginal estrogen does not require a progestogen.

Canadian Family Physician Article (RxFiles 2024): How to help patients navigate GSM

RxFiles Menopause Newsletter pg 1 & 7: Cover page and Menopause FAQs



https://www.cfp.ca/content/70/11-12/710/tab-article-info

|| || |
Bioidentical Hormone Therapy (BHT) s vewosase evsccer e

Menopause FAQs

Bioidentical refers to a hormone with the same molecular structure as a hormone that
is endogenously produced or “body identical" (See Table 1).

Non-regulated, BHT compounds are not

recommended: Table 1: Regulated hormone products
. Synthetic Hormones Bioidentical Hormones
* lack of quality control (e.g. chance of Estrogens:
overdosing/underdosing, impurities, » Cﬂﬂjugat?g%uine » Estradiol-17B (E2) e.g.
s estrogen ESTRACE, g; ESTRADOT, g
untested combinations) PREMARIN » Estrone ESTRAGYN
* lack of evidence to support their EEHBESWEE”S: . S Moo
- » Medroxyprogesterone | » Micronize
safety and efficacy acetate (MPA) progesterone (MP)
* Administered via unstandardized PROVERA, g PROMETRIUM, g

routes (e.g. topical creams, pellets)

*Highly recommend these articles by Dr. Jen Gunter (August 2025)
Gunter J. Addressing the Challenges of Online Misinformation. Obstet Gynecol. 2025 Jun 26;146(2):189-194.

https://vajenda.substack.com/p/natural-bioidentical-plant-basedoh https://vajenda.substack.com/p/the-birth-of-bioidentical-tracing



https://vajenda.substack.com/p/natural-bioidentical-plant-basedoh
https://vajenda.substack.com/p/natural-bioidentical-plant-basedoh
https://vajenda.substack.com/p/natural-bioidentical-plant-basedoh
https://vajenda.substack.com/p/natural-bioidentical-plant-basedoh
https://vajenda.substack.com/p/natural-bioidentical-plant-basedoh
https://vajenda.substack.com/p/natural-bioidentical-plant-basedoh
https://vajenda.substack.com/p/natural-bioidentical-plant-basedoh
https://vajenda.substack.com/p/the-birth-of-bioidentical-tracing
https://vajenda.substack.com/p/the-birth-of-bioidentical-tracing
https://vajenda.substack.com/p/the-birth-of-bioidentical-tracing
https://vajenda.substack.com/p/the-birth-of-bioidentical-tracing
https://vajenda.substack.com/p/the-birth-of-bioidentical-tracing
https://vajenda.substack.com/p/the-birth-of-bioidentical-tracing
https://vajenda.substack.com/p/the-birth-of-bioidentical-tracing
https://vajenda.substack.com/p/the-birth-of-bioidentical-tracing
https://vajenda.substack.com/p/the-birth-of-bioidentical-tracing

Mood

- Proven therapeutic options for depression (e.g. psychotherapy,
antidepressants) remain first-line treatment for peri- and post-
menopausal depression.

- Limited evidence suggests that estrogen (oral and transdermal) may
be effective in the management of depressive disorders during peri-
menopause and early post-menopause.

- Several small RCTs suggest estrogen in ineffective in treating depressive
disorders in late post-menopausal women.

- Data on estrogen + progestogen MHT are sparse and inconclusive.

RxFiles Menopause Newsletter pg 9: The Menopause Transition & Post-Menopause FAQs



Sexual Drive

- Available evidence suggests systemic MHT has a neutral effect on sexual
desire (may reduce sexual pain).

- If awomen has libido concerns, consider transdermal formulations (gel
or patch), as oral estrogens may reduce the bioavailability of
testosterone.

- Hypoactive sexual desire disorder (HSDD):

o transdermal testosterone (off-label) in post-menopausal women with HSDD not
primarily related to modifiable factors or co-morbidities

o 1% testosterone gel - starting dose: Y2 pump
o apply to calf, upper outer thigh or buttock
o totaltestosterone levels should be assessed in 3 to 6 weeks

RxFiles Menopause Newsletter pg 9: The Menopause Transition & Post-Menopause FAQs
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