Did you know?

- If higher doses of estrogen are needed
to control vasomotor symptoms, higher
doses of progestogen are required to
adequately protect the uterus from
endometrial cancer (in women who
have not had a hysterectomy). See page 3
for doses (e.g. ESTRACE 2mg daily pairs
with medroxyprogesterone Smg daily).
Low dose vaginal estrogen does not
require a progestogen.

+ The levonorgestrel IUD MIRENA has
data for 5 years of endometrial protection
(off-label).57 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.

- VVaginal estrogen is minimally absorbed
at commercially available low doses.
Vaginal estrogen does not appear to
increase the risks of harms such as
breast cancer, endometrial cancer, or
cardiovascular disease." Therapy can be
continued for as long as benefit is perceived
by the patient.’® See page 7 for more info.
- The buttocks is a preferred application
site for an estradiol transdermal patch due
to 1 privacy & { skin irritation.?

- Although less effective than hormones,
select SSRIs and SNRIs have shown
benefit for treating vasomotor symptoms
(see page 4). The dose needed is
typically lower than for anxiety or
depression (& higher doses are often no
more effective).
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90% of women enter menopause between the ages of 45 to 56 years.?
50% of women believe that menopause is still a taboo subject (and awareness of the

full spectrum of symptoms - such as urinary tract infections - is low).°

Who is a candidate for systemic menopausal hormone therapy (MHT)?

Systemic hormone therapy is very

Women (40+ yrs) who used effective for treating vasomotor
hormone therapy in 1999:US\4 symptoms (e.g. ¥ hot flashes by 70-95%);2
however, there are potential harms.”
WHI trial published in 2002 Canadian 2021 guidelines recommend
on potential benefits & harms hormone therapy as first line for women
of hormones under the age of 60 or within 10 years
of their last menstrual period (if no
Women (40+ yrs) who used contraindications).! The back page of this
hormone therapy in 2010:U54 newsletter helps weigh the benefits and

risks of treatment.
Estrogens & Progestogens: Individualizing Systemic Therapy

- Starting at a low initial estrogen dose has fewer side
effects and can ¥ cost, but may take 4-6 weeks to show

benefit.! If severe symptoms, starting at a moderate dose Turn to page 3
can be an option for faster benefit (e.g. 2-4 weeks);' after for more
treatment success, attempt to find the lowest effective

dose to reduce the risk of harm.* S~ )
* Continuous dosing of a progestogen is generally X \/Y\/ X
preferred in women who have had at least 12 months of !
amenorrhea. Cyclic dosing (12-14 days/month) may be S 7
preferred during the menopause transition (to reduce 3
breakthrough bleeding).

- Combination products (estrogen + progestogen) are H 0 R M 0 N E
useful to f adherence, but can limit dose flexibility. TH ER APY

* Micronized progesterone PROMETRIUM can be sedating, F Ac'l's

which is desirable for some, but problematic to others.
Patients should usually take it at bedtime.

Ask about vaginal health in women aged 45+ years.

At least half of patients do not realize that
genitourinary symptoms of menopause

Women who have genitourinary (such as vaginal dryness, pain during

menopause symptoms: sex, or recurrent UTIs) are treatable/
preventable.’ Normalize asking about
Women who ask a healthcare vaginal health; one opportunity is when
provider for help with these someone aged 45+ years is being screened
symptoms:? with a Pap test. For treatment options,

see page 3.

MHT=menopause hormone therapy UTI=urinary tract infection WHI=Women'’s Health Initiative
References and newsletter available @ www.rxfiles.ca/menopause
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Definitions*>
e Perimenopause: years leading up to menopause, often characterized by
irregular menses +/- VMS and other symptoms (see Table 1 and MQ6
below). May begin up to 10yr before last menstrual period (LMP).
e Menopausal transition: perimenopause + the first 12 months post-LMP.
e Menopause (or post-menopause): 212 months of amenorrhea.

Statistics*®
o The average age of menopause onset is 51yr.
e Menopause occurs in 90% of @ between the ages of 45-56yr.

o GSM effects 45-77% of €; symptoms often P over time & persist if untreated.

o VMS effects ¥80% of @ (severe in ~20%); VMS persist for average 7-11yrs
o Use of systemic MHT {, from 22% to 5% since WHI was published in 2002.Y5A

Diagnosis®
e <40yr (premature ovarian failure): work-up for secondary causes of
amenorrhea is recommended.
© 40-45yr (early menopause): consider labs (hCG, prolactin, TSH, FSH).
— Estrogen/progesterone/LH levels are not recommended.
o >45yr: diagnose based on symptoms alone (labs/imaging not needed).

Clinical Pearls

An Approach to Therapy sosc2.navs 22 See VIQ6 Treatment Algorithm.

Vaginal (local) Estrogen§ o GSM is under-recognized/ Genitourinary

Symptoms (GSM)

under-treated; normalize asking about vaginal health

IRAINTE: vaginal moisturizers (regular administration [e.g. ~3x/wk] of REPLENS, REPAGYN, GYNATROF, etc.) See page 184 for formulations.
PRI vaginal estrogen [allow 3 months for full benefit]; moderate to severe symptoms or recurrent UTIs. {, GSM by ~60-80%.*

(dryness, pain, sexual concerns). e Low-dose vaginal
estrogen (e.g. VAGIFEM 10mcg, ESTRING Ring 2mg, PREMARIN Cream
or ESTRAGYN Cream < 1g/d) can be used even if Cl to systemic
estrogens°¢ 2! (black box warnings for breast CA/CHD
generally do not apply). 9 Low-dose vaginal estrogen does
not require a progestogen for endometrial protection.

o Low-dose vaginal estrogen can be added to systemic
MHT for € with GSM + VMS.

: o € with an intact uterus require a
progestogen (e.g. MIRENA |UD °*#¢/ PROMETRIUM, PROVERA) to
prevent endometrial CA. e Contraception is needed during
the menopause transition for sexually active ¢; consider
progestin-only contraceptive (+ systemic estrogen if needed for

VMs) or low-dose CHC (e.g. LoLo, ALEsSE). €)) Avoid CHC for Vasomotor
treatment of VMS in post-menopausal ¢, as the estrogen (S\)'I:Ilns;;toms

dose is ~3-6x higher vs MHT (see Box 1).%3 o Measuring
serum estradiol, estrone, or sex hormone binding globulin is
not recommended as they do not correlate with menopausal
symptoms.NAMS 22 Treat the symptoms, not lab values.

Menopause Quick 6 (MQ6)

1. Any changes in your periods? 4. Any bladder issues or

severe)

2. Are you having hot flashes? incontinence?
3. Any vaginal dryness, pain or 5. How is your sleep?
sexual concerns? 6. How is your mood?

Useful Links and Resources

For providers: For patients:
e CMS Pocket Guide o NAMS MenoNotes
e MHT Counselling List e Gynaecology Ql Collaboration

e Menopause Rating Scale e SOGC Menopause & U

(moderate to

IRRINTE: systemic menopause hormone therapy (MHT) if no contraindications. { VMS by ~70-95%.1292  See page 184 for formulations.
Start with low-moderate dose. Expect response in 2-6wk; titrate g4-8wk. Aim to |, VMS by > 70% with few AE. Use lowest effective dose.*®

v’ Consider MHT ? MHT Cautioned X MHT Contraindicated
o Age <60yr or <10yr ® Moderate risk of CHD* and/or Consider transdermal estrogen. o Unexplained vaginal bleeding
since LMP and low risk (no CV risk factors (smoking, HTN, DM, | Expert opinion. Observational data o Acute liver disease
cautions or contraindications) dyslipidemia, obesity) in @ age <60yr | Sudgest t"mnsdermal ma};(\l, risk of ‘{TE o Clotting disorder (e.g. factor V Leiden)
or <10yr since LMP (RR 0.61; 0.53-0.71), stroke (RR 0.81; ;
= benefits & o ) 0.68-0.97) and gallstones (RR 0.79; ® Hx of CHD (CAD, stroke, TIA,
iscuss benefits . M|gra|ne with aura 0.74-0.84) vs oral estrogen. NAMS 22, 20-22 unprovoked VTE, PAD) or at high—risk
risks of MHT o Hx of gallstones of CHD*

(see Figures 1 & 2). ® Moderate risk of breast CA**

Consider non-hormonal tx. o Personal hx of estrogen-dependent

nd [ e . .
30 in @ age <60yr or <10yr since LMP MHT 20 line after /nd/thuahzed risk CA (breast, endometrial, ovarian) or at
= 755 assessment. Expert opinion. NAMS '22, 69, 70 . . ok

C oo high-risk of breast CA
£ o 19 o Age 260yr and 210yr since LMP Consider non-hormonal tx. o Moderate risk of CHD*/breast CA**
g2~ s MHT 2 line after individualized and age 260yr and >10yr since LMP
2 B 15 11 5 risk assessment. Expert opinion. NAMS ‘22
o o o
S% 10 g T
g £ s E « Figure 1. Global infiex by *Framingham Cardiovascular Risk Score (FRS) 10yr risk: low <10% | moderate 10-20% | high >20%
£ o I age group. Global index **Breast Cancer Risk Assessment Tool (BCRAT) 5yr risk: low <1.67% | moderate 1.67-5% | high >5%’°
v w - s estimates net harm/ These risk calculators may support decision making but were not designed or validated for MHT.
“£0 5 e benefit. The index
S 5 & accounts for CHD, breast e WCEE+MPA MCEE Alone 4 Figure 2. Benefits & Harms
. o5 Z Z (A endometrial CA, "E s of MHT for @ aged 50-59
15 o @ stroke, PE, colorectal CA, =9, 15 a5 5 s 3 E (subgroup analysis)’
60-69 . 70-79 hip fracture, and all-cause 5 _ _‘ = - - T Datais from the WHI
Age When Starting MHT {yrs) mortality. Note: these - U [ ] intervention phase (2013
subgroup analyses are not :'1 10 55 05 .25 5 =5 E analysis). Note: these
WCEE+MPA - W CEE Alone statistically significant. £ = 2 subgroup analyses are not
& CHD (Ml and CV Stroke VT Breast CA MkCause W statistically significant;
| ~800 in every 1000 women on MHT will note { VMS by >50%'%** | E death) Mortality however, they are the best
available estimates at
m; non-hormonal therapy ((RgIlil=lj contraindications to hormone therapy). See page 185 for formulations. present.

Table 1. Specific Symptom Management.

Box 1: When to Stop Contraception. 1 MQ6.ca expert opinion Box 3: Duration of Therapy & Discontinuing

Concentration possible role for ?lisdexamfetamine off-label.51%.73

(cyclical = continuous).

Symptom Consider: e Lab tests (e.g. FSH) are typically not recommended, as they fluctuate in perimenopause IMHT. 6-10,13, 74-75, expert opinion
GSM (e.g. vaginal dryness, See Approach to Therapy. and can be misleading. No lab test shows definitive loss of fertility. e Anticipate 3-5yr of MHT for many;
urinary urgency, recurrent UTls) e In @ > 50yr, stop hormonal contraceptive; use non-hormonal contraception and monitor however, some € may require shorter or
VMS (hot flashes, night sweats) | See Approach to Therapy. return of menses/emergence of VMS. Continue non-hormonal contraception until longer durations. There is no set age at
Sexual Concerns (| desire, { desire: psychotherapy; transdermal testosterone off-label; amenorrhea for > 12mo. which MHT must be discontinued.
{ arousal, dyspareunia, flibanserin; ?bupropion; MHT not proven helpful. e In @ > 55yr, stop contraceptive. Spontaneous conception very rare. Re-evaluate need for MHT annually and
anorgasmia) J arousal: psychotherapy; PDESi off-label; pelvic floor physio. with any changes in health status.

L . Dyspareunia: vaginal moisturizer; vaginal estrogen; pelvic floor o MHT can be stopped abruptly or tapered
'Sazesnglles. sexual Dysfunction physio; psychotherapy. )  Vaginal bleeding (e.g. breakthrough bleeding, prolonged menses on cyclical regimen, etc.): May (VMS re-emergence rates similar irrespective
Anorgasmia: psychotherapy; PDES5i off-label.? occur within first 6mo of MHT. Assess adherence; may |, estrogen dose; I progestogen of discontinuation method). If tapering: {,
Mood changes Same tx approach as MDD / anxiety. MHT may benefit peri- and dose; switch to DUAVIVE; switch progestogen regimen (continuous - cyclical). Investigate dose preferred over alternate day dosing
See RxFiles: Depression / Anxiety| early post-menopausal € with low mood irrespective of VMS.317.18 AUB if new onset after 6mo on tx or if abnormal uterine bleeding persists > 6mo. due to MHT pharmacokinetics.
Sleep Disturbances Treat underlying cause & VMS, 048, 05A_CBTj; Sleep hygiene; aerobic o Breast pain: | estrogen dose; switch progestogen; switch to DUAVIVE. e Vaginal estrogen should be continued at
See RxFiles: Sleep Disorders pg207 | exercise; medications (e.g. venlafaxine 75mg/d; gabapentin 300mg Hs); o Hot flashes persist: assess adherence/medication administration; /> estrogen dose. the lowest effective dose for as long as
and RxFiles: Sleep Diary may try menopause herbal product (e.g. black cohosh 20mg/day; ¢ Mood changes, bloating, acne, drowsiness: switch progestogen; switch progestogen benefit is noted (may be continued
valerian root 530mg BID).® regimen (cyclical > continuous). indefinitely). Discontinuation leads to the
{4 Memory / /N aerobic exercise and vegetable intake; MHT not proven helpful; o Headaches: try transdermal estrogen; switch progestogen; switch progestogen regimen vaginal mucosa returning to a

hypoestrogenic state.
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IGenitourinary STulaeInt = dyspareunia, vaginal dryness/discomfort, dysuria, urinary frequency/urgency, recurrent UTI. Vaginal estrogen {, dryness/dyspareunia in 60-80% of patients;* vaginal moisturizer ?similar benefit.”%8

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

= Vaginal Moisturizer OTC X ® *many, examples include: . $16-37 First line before estrogens for less severe genitourinary symptoms.® Use routinely (i.e. not just before sex).
< ’ Apply vaginally HS 2-3x/ week o . ) . ) .
(7] REPLENS gel $16; GYNATROF gel $29; REPAGYN ovule $37 [10 applications] | Some patients will prefer the viscosity of one agent over another (e.g. GYNATROF thicker than REPLENS).
% Vaginal Lubricant OTC X ® e.g. KY JELLY gel $8 Apply vaginally PRN before sex $5-10/tube | First line before estrogens for less severe genitourinary symptoms.® Topical lidocaine can also be helpful before sex.exert
'Q_'f Vaginal Estrogen: See: Patient infographics from Gynaecology QI Collaboration - Efficacy: all are similar.?* Can be used at any age, during the menopause transition or post-
£ Conjugated equine estrogen PREMARIN 0.5-2g vaginally HS x 2 weeks, $10 Which menof!oallJ?e.. .Crlea.am?.havecan initial advlant;\ge if slt.avdere vaglnla;l atfl:folpty/ldryness, tlo he:*lplhzgl
S 0.625mg/g vaginal cream (rose-scented, can be iritating] then < to 1-3x per week ($34/30g) vaginal (may ee initial ting |ng): reams can also be applie externally off- abe ge.g. to clitoris, la ia).
k-4 CREAM - estrozen = Systemic exposure: minimal for all options, but likely cream > tab = ring.>? Low-dose vaginal
£ Estrone ESTRAGYN 0.5-2g vaginally HS x 2 weeks, 510 h fj | estrogen does not require a progestogen for endometrial protection,NAM$2° however, patients
& 1mg/g vaginal cream (unscented) then | to 1-3x per week (48/45¢) shou ) should report any unexplained vaginal bleeding for investigation (including spotting & post-sex). #P't
> Estradiol-17B ESTRING Insert 1 ring vaginally g 90 days | $32 CUCEEEE - Cost: creams typically lowest cost (e.g. 1gram 2x/week =~ $10/month on average).
© RING 2mg vaginal ring (releases 7.5mcg/day) ($103/ring) - Convenience: vaginal ring g3 months an advantage. Tab can be less messy than a cream.
E Note: USA FEMRING releases 50-100mcg/day for VMS ® Vaginal estrogen doesn’t appear to be associated with D breast cancer, endometrial cancer, VTE, or CVD risk.849
] | | TAB/ | Estradiol17p VAGIFEM 1omegvegtab .| Liabvaginally s x2weeks, | 33070 | 2 o e plcator ). I vaginal ta axpulsion, schedled morstuzer can hlp ta achere
= iol- then { to 1-3x per wee B : , -
5 SOFTGEL | Estradiol-17B IMVEXXY 4mcg, 10mcg softgel 327-58 e Vaginal estrogen may |, recurrent UTls (e.g. meta-analysis NNT=7 in post-menopausal ¢ over 6-12 months).”
(G Ospemifene OSPHENA 60mg tab X ® 60mg po daily with food $66 SERM; | dyspareunia/dryness;*"¢ potential role if oral desired; unknown safety if breast cancer hx. m:’I‘VMS, ?VTE.

Prasterone (DHEA) INTRAROSA 6.5mg vaginal ovules X ® 6.5mg vaginally HS (daily) S64 Converted to estrogen + testosterone; |, dyspareunia,’>"¢ ? M desire; ! unknown safety-breast cancer hx.m: vag discharge]

I\Esomotor BTyl aInl = hot flashes, night sweats. Estrogens |, frequency and severity of symptoms by 70-95%;'>°? all estrogens can be equally effective. Some evidence for mood/sleep benefit in perimenopause / early menopause.

Systemic Estrogen [PREMARIN 0.3mg = ESTRACE 0.5mg = patch 25mcg] + Progestogen
Generic / TRADE Initial & Max Dosing Cost/30d - A progestogen is required for all ¢ with a uterus & on systemic estrogen to |, endometrial cancer.
Conjugated equine estrogen PREMARIN Initial: 0.3-0.625mg po daily $17-18 Generic / TRADE Usual Dosing Cost/30d
= | 0.3,0.625, 1.25mg tab Max: 1.25mg po daily $18 Medroxyprogesterone If under the max estrogen dose: 2.5mg po daily $15
no‘ Micronized Estradiol-17 ESTRACE, g Initial: 0.5-1mg po daily $15-18 PROVERA, g or cyclic: 5mg daily 12-14 days each month
0.5, 15, 26 mg tab Max: 2mg po daily $24 2.5¢, 55, 10°mg tab If on max estrogen dose: 5Smg po daily
Estradiol-17B [matrix patch — can cut to \cost] @& WV | Initial: 25-50mcg 2x/wk (e.g. M&F) $36-37 — - " or cydlic: 10mg daily 12-14 days each month
T | ESTRADOT (generic & = Sandoz-Estradiol Derm) Max: 75-100mcg patch 2x/wk $39-40 é Micronized progesterone If under t.he max estrogen dose: 100mg po HS 223-35
O ¢ e _ ) O | PROMETRIUM, g or cyclic: 200mg HS 12-14 days each month
= | & | 25,37.5, 508 758 1008 mcg/day patch ESTRADOT = smallest patch size
g - - Initial: 25-50 h m 3334 100mg cap If on max estrogen dose: 200mg po HS
E Estradiol 178 cL"VlARA’\[matnx 3patch—c/an cut] l\l‘/\llha‘ .75 - mctg :atc IZIVee y :36' peanut oil in g Teva, Reddy, Auro. or cyclic: 100mg po AM + 200mg po HS 12-14
g 25, 50, 75mcg/day patch @ W seesscanliens utting potches ax: /omcg patch Weekly sunflower oil BRAND & g PMS, Sanis. days each month
2 Estradiol-17B DIVIGEL® V: ponotapply | Initial: 0.25mg 1sachet] daily to | $40 Norethindrone NORLWUTATE x ® | Initial / Usual: 5mg once daily 05 383
é - 0.25, 0.5, 1mg gel sachets (0.1%) tAD\/t(J):eIZ)aST(" . right or left upper thigh (.alternatlng) 0 | Levonorgestrel MIRENA Off-label: insert q5yr.5%5187 Extended intervals unstudied. $7 (5400
L g /OID skin-to- | Max: 1.25mg [1 sachet] daily $40 2 52me intrauterine devi (Approved in Europe for women on any estrogen dose.) up front)
sKinjtransfer = - g intrauterine device
Estradiol-173 ESTROGEL Initial: é P‘r{'mp [0~é5fﬁl‘g estradiol] to| $57
0.06% gel pump @& V¥ %rzrpuggnga;?cslotile\!)(waIt zmn Which ® Micronized progesterone PROMETRIUM T drowsiness and may ?J, VTE, ?{,CV,
ob onal dat ts transd | (gel & patch) have LVTE risk progestogen ?{ breast cancer risk vs medroxyprogesterone. RCTs lacking.NAMS22, 93,102-104
Which systemic e Observational data suggests transdermal (gel & patch) may have risk, MIRENA useful if oral "  tolerated/i ient " i
¥ J gallbladder disease, ?improved sleep, & ?“*sex drive vs oral estrogen.?-2? should | choose? ‘ useful if oral progestogen not tolerated/inconvenient, contraception

estrogen should desired, or to help reduce heavy bleeding in perimenopause.

| choose?

SK coverage @: intolerant to oral estrogen or fasting TG >4.5mmol/L.
o Oral estradiol may have |, VTE risk vs conjugated equine estrogen.®

o Continuous dosing avoids withdrawal bleed & often results in amenorrhea after
o Lowest effective doses will \,vaginal bleeding, \ breast tenderness, & 1 safety.”® Often Continuous 12 months — often preferred if last menstrual period >1yr prior. Switch to cyclic
Estrogen start low & if needed I q4-8 weeks (if severe sx, option to start higher & trial {, in 4-8 wk). or cyclical dosing if breakthrough bleeding persists throughout first 6 months.

Dosing e Following premature ovarian failure, high doses of estrogen are needed (e.g. start at * Cyclic dosing causes a monthly withdrawal bleed = useful during the
full dose and continue until the average age of menopause). menopause transition as helps reduce breakthrough bleeding. If heavy/erratic

See: Patient infographics from Gynaecology QI Collaboration bIeEdmgf T dose or switch to continuous.

Vasomotor Symptom Treatment

progestogen?

Combination Therapies (for patients with an intact uterus)

Generic / TRADE Strength Usual Dose Cost/30d Comments
Estradiol-17p + micronized progesterone BIJUVA | 1/100mg cap 1/100mg po HS $40 o Less flexibility with titrating/tapering doses vs individual products.
Estradiol-17B + drospirenone ANGELIQ 1/imgtab X ® 1 tab po daily $31 o DUAVIVE (2 USA: DUAVEE): Bazedoxifene |.s a tissue select!ve estrogen
ORAL " " o 4ail 02 complex (TSEC). No progestogen needed; risk of endometrial cancer
Estradiol-17f + norethindrone ACTIVELLE 1/0.5mg tab, 0.5/0.1mg LD tab X ® | 1/0.5mg po dai \L 1 mitigated by TSEC. Useful if breast tenderness (does not increase breast
Bazedoxifene + conjugated estrogen DUAVIVE | 20/0.45mg tab X ® 1 tab po daily ® 9 $115 density)!52153 or if progestogen not tolerated.
PATCH | Estradiol-17f + norethindrone ESTALIS 50/140mcg, 50/250mcg patch @ VW | 1 patch twice/week $43 e Matrix patch, but avoid cutting as unstudied if adequate progestogen protection.

Tibolone TIBELLA P” X ® 2.5mg tab daily $118/30d; synthetic steroid for @ with intact uterus; does not require addition of progestogen; | VMSHCbut less effective vs estrogen + progestogen;*3® bone mineral density;
?sexual arousal;*#1>> amenorrhea 71%.“: fatigue, breast tenderness, fluid retention, P stroke,”®°Y's P recurrent breast cancer in pt with a history of breast cancer,*'3 ? Pendometrial cancer, hair growth, acne, Tweight.

Testosterone: Not for VMS. Off-label: may 1 desire/libido®*!4>1%¢ e.g. 1% gel ANDROGEL % pump applied on posterior calf (=~1/10 male dose); S48.5M: total testosterone @ 3-6 wk m: Mwt, acne, hair growth¥H=1095 | acks long-term safety data.


http://www.rxfiles.ca/menopause
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MENOPAUSE: Non-Hormonal Therapy for Vasomotor Symptoms (VMS) T Trischuk PHARMD ~ © www.RxFiles.ca/menopause  July 2025
Note: The listed non-hormonal therapy options have no effect on genitourinary syndrome of menopause (GSM); for GSM therapy options see MHT drug comparison chart.

Lifestyle Modifications for Vasomotor Symptoms:0¢¢ 2% NAMS'23

Demonstrated efficacy for VMS: Mostly small, short-term RCT data.

Cognitive
Behavioural
Therapy (CBT)
See 2023 patient info
sheet: CBT for
Menopause Symptoms

bothersome VMS but

Behavioural &
psychological
interventions
J severity of

Effective for decreasing the impact (bother) of VMS and associated sleep disturbances:
* MENOSL1 (6 CBT group sessions) & MENOS2 (4 CBT group sessions or self-guided CBT) showed a clinically significant improvement of troublesome VMS in 65-78% of women vs placebo.>>%¢
e CBT-Meno sessions (psychoeducation and CBT strategies) vs waitlist: |, self-reported VMS, sleep, depressive symptoms and sexual concerns after 3 months.>”
o Telephone-based CBT for insomnia (CBTi): 6 sessions over 8 weeks, resulted in a clinically meaningful insomnia score reduction vs standard menopause education control groups.
= CBTi { hot flash bother but not frequency.? CBTi is the most effective treatment for insomnia in perimenopause and post-menopause.! See: U of S Sleep Clinic: Medication Assessment Centre.

Mindfulness not frequency.”’ o Mindfulness-based stress reduction RCT (n=110): |, bother from hot flashes over 3 months, but did not affect frequency and severity.?® Limited by need for intensive training.
Hypnosis Limited evidence with varying procedures. May be effective for short term |, VMS: two small RCTs that studied hypnosis over 5 weeks showed a |, hot flash severity and frequency.>>%°
Weight Loss Obesity is associated with " VMS. Weight loss from behavioural interventions may |, VMS, with {, hot flashes a major motivator for weight loss; this effect was greater earlier in the menopausal transition.s*¢

Insufficient supporting evidence for VMS, but reasonable to recommend:

No evidence of efficacy for VMS, but have health benefits:

Cooling Techniques

Wearing breathable and layered clothing, utilizing fans, using cold packs under pillow. Physical activity (see RxFiles: Activity Rx; weight bearing exercise can help maintain muscle mass & |, OP), yoga,'**

Avoiding Triggers

Limiting alcohol, caffeine, spicy/hot foods, and stressful situations. Consider using diary. | adietary modification, paced respiration, relaxation, acupuncture, and smoking cessation (smoking can 1 VMS).

Prescription Options for Vasomotor Symptoms:S0Gc21, NAMS23 \jay he considered for those who are not candidates for MHT (i.e. contraindicated) or those with a preference for non-hormonal options.
All non-hormonal prescription options are less effective than MHT; few trials have been published and generalizability is limited. There are no head-to-head trials of these agents, and efficacy is confounded by the large
placebo effect = |, hot flashes 20-50%.%%77 Potential side effects may restrict use for some women. When choosing therapy, consider comorbidities such as depression, insomnia, neuropathy, and urinary incontinence.

Generic Name; e | L7 | Adverse Events Efficacy for VMS vs Evidence & Comments
TRADE Name osing for $/30d Drug Interactions placeboY VMs 20-50% Start low and titrate to |, AE. Review need for therapy annually.
Fezolinetant VEOZAH 45mg po daily $210 : abd pain, diarrhea, back ¥ 61-64%: hot flash o First neurokinin 3 (NK3) receptor antagonist studied; approved for moderate to severe VMS.H.THCAN&FDA
2 o "I x® pain, insomnia. @I CYP1A2. |frequency. Onset within | e Stat significant improvement of patient-reported sleep disturbance at 12 weeks, 142 SKYLIGHT 182, DAYLIGHT
Z 7| New:elinzanetant LYNKUETX ® 1 wk, majority of effect | o [f: LFTs at baseline, then monthly for 3 months, then at 6 & 9 months. FDA warning: rare but serious
at week 6, SKYHIGHT1&2 liver injury; report new onset sx (e.g. fatigue, N). Do not start if ALT / AST >2x ULN or 1 total bili.*4*
Paroxetine PaxiL, g P 9 10-20mg po daily $20 See Rxfiles: Antidepressants, o Low doses often sufficient, higher than studied doses unlikely to offer further VMS reduction benefits.
_ | == USA: 7.5mg cap HS BRISDELLE pg 191 SSRI/SNRI 4 27-65%: o If one SSRI/SNRI is ineffective or not tolerated, another SSRI/SNRI with evidence of efficacy can be
é Citalopram CELEXA, g I 10-20mg po daily $14 . m: nausea, HA, drowsiness, composite of hot flash tried be.fore moving.onto another class of medication. MaY also improve mood and/or sleep. . .
Escitalopram CIPRALEX, g 10-20mg po daily; $20 dizziness, dry mouth, <, libido, | severity & frequency.*?® | ® Fluoxetine & sertraline: Not usually recommended as no difference vs placebo for hot flash efficacy.
3 See comments. (SNRI I AE vs SSRI). . Par.oxetine: Most well studieq; \1/ VMS by ~40-65%.4%° l.)isconti.nue slowly. to avoid withd.rawal SX..
Venlafaxine EFFEXOR XR, g P~ 9| 37.5-75mg po daily | $15 | *[I: paroxetine & fluoxetine: Often onset in days (vs | * Escitalopram: Reasonable to initiate at 5mg/day, but this dose is not studied for VMS efficacy."22
= - - J tamoxifen levels due to weeks for depression).3 | ® Venlafaxine: 4 VMS by ~40-65%.* 37.5mg daily improved VMS in ~1 wk; 75mg daily improved sleep.230
Z Desvenlafaxine PRISTIQER, g | 100-150mg po daily | $92 CYP2D6 inhibition 1st line non-hormonal in breast CA pt,S°5¢2! dye to superiority vs gabapentin.® D/C slowly to J, withdrawal.
dx® (contraindicated). o Duloxetine 60mg:, VMS similar to escitalopram 20mg; but small, short term RCT (12 weeks).%2
2 | Gabapentin NEURONTIN, g @ | Initiate 100-300mg HS, |$13-15 See RxFiles: Seizures, pg 171 Gabapentin 4 45-71%: | e Gabapentin: Useful if hot flashes causing insomnia or night awakenings, as HS dosing can cause
"E T 100mg ¢3-4 days up o I\3: dizziness, drowsiness. hot flash frequency;3*3* drowsiness and facilitate return to sleep. AE most pronounced during first 1-2 weeks, improves within
s - to 900mg Hs. 505¢21 o p]: 1 risk of respiratory onset within 1 week.?® 4 weeks.?**¢ Dosing up to 900mg/d used in clinical trials,® but titrate to lowest effective dose.
5 | Pregabalin LYRICA, g 3 150-300mg po HS $24 depression with opioids.*2 e Pregabalin: Not generally recommended due to limited evidence (one 6 week RCT).37NAMs 2023
& | Oxybutynin DITROPAN, g 2.5-5mg po BID $14 . m: dry mouth 52%,%° Gl upset, | » 60-77%: hot flash o Oxybutynin: Small RCTs show efficacy over 6 and 12 weeks.3*4° AE common (e.g. anticholinergic sx);
S constipation, blurred vision. frequency, onset ~¥1 wk.|  observational data suggests concerns about cognitive decline in older adults (265 yr).*!

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: J» VMS 20-40%;428:38 S0GC'21, NAMS23 piscontinue slowly to avoid withdrawal symptoms.

Herbal Products for Vasomotor Symptoms: There is insufficient efficacy and safety evidence to support the use of herbal products for VMS due to inconsistent trial results.NAVMS23.506C'21 A| herbal products are less
effective than MHT, with uncertain dosing and many drug interactions. Systematic reviews have not found any herbal products to be effective for moderate to severe hot flashes.” Lack of regulation of compounded
products may be a concern (e.g. purity, consistency). The herbal products below have limited, weak evidence (small size, poor study designs, short duration and mild patient symptoms); see online extras & for more info.

Common Name Dos&:ﬁ; or !/:"0! g:‘:::;i:;i:it:n; ./ Efficacy for VMS Evidence & Comments
Soy isoflavones 15-60g po daily | Many o .\3: diarrhea, constipation, Mixed results and Isoflavones have both Many trials but evidence inconclusive; limitations: variation of interventions, small sample
(phytoestrogens) soy protein® f,rOdUCts bloating, flatulence, nausea. variable effects on VMS. | estrogen agonist and estrogen| sizes, varying outcomes and short term (~12 week). Supplements containing I proportions
[Some © unable to metabolize (:34,'100mg of 520 ° @; 1 effect of theophylline; 43-45506C21 antagonist properties. 5062t of genistein may |, VMS frequency vs placebo, further investigation needed.*® Food sources
olehignelabolics eauot] soy isoflavones) J effect of LT4. ?May { effect ?Avoid in hormone sensitive| may be preferred: 3 cups soy milk=18-27g soy protein; 300g tofu=24-42g soy protein.
Soy metabolite equol 10mg-30mg USA of estrogen, tamoxifen, & MA suggests |, VMS conditions (i.e. breast, Limitations of MA: Combining data difficult due to small trial sizes (i.e. <50 patients/group);
#E UsA: EQUELLE po daily*’ only warfarin. frequency, but limitations.”’| uterine and ovarian CA). variability in methods, outcomes, dosage, dietary soy intakes and equol-producer status.*’
Black cohosh 20mg po BID* | $20 | e m: breast tenderness, dizziness,| Not recommended; A Cochrane review (N=16 RCTs) showed no difference in frequency of VMS vs placebo after 23 weeks.*® No conclusive
(Actaea racemosa) 20mg/d may Gl upset, headache, irritability, | likely no better than evidence for |, frequency and severity of VMS. Active ingredients unknown and mechanism of action unclear: possible
REMIFEMIN, NUFEM, g | improve sleep.® rash, ?hepatotoxicity.”® placebo.S06C21, NAMS'23 activity similar to SERM or modulation of serotonergic pathways, and antioxidant or anti-inflammatory effects.S06C2LNAMS23
Siberian Rhubarb (ERr731) | 4mg po daily®® | $40 | e m; diarrhea, Gl upset, N/V. Has estrogenic properties. May |, VMS after 12 weeks; conclusions limited due to low retention rate in small RCT8® and open-label design in another study.%®

The following have insufficient efficacy data to recommend as treatment for VMS: red clover, flaxseed, chasteberry, milk thistle, wild yam, crinum, dong quai root, evening primrose oil, ginseng, pollen extract, hops, maca, omega-3 fatty acid, vitamin E, cannabinoids, pine

bark, puerpuria, and labisia pumila/eurycoma longifolia.NAMS23,506¢'21
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Efficacy and Safety of Menopause Hormone Therapy (MHT): Trial Evidence Summary

Outcome
Measure

Benefit Possible Benefit No difference/Neutral

Possible Harm

Harm

Taisa Trischuk PHARMD, Jessica Visentin PHARMD © www.RxFiles.ca/menopause July 2025

No evidence/unknown

ety of Systemic MHT (Oral and Transdermal): For available products see [VIalRsIR-RAeIISEIINRIEIR'; sce online extras 2 for expanded evidence summary.

Oral Estrogen (E) + Progestogen (P) Oral Estrogen (E) Alone MHT

Combination MHT
Dose studied in WHI trial: CEE 0.625mg + MPA 2.5mg po daily
Population: post-menopausal women with a uterus; ~63 years old

Dose Studied in WHI trial: CEE 0.625mg po daily
Population: post-menopausal women without a uterus; ~64 years old

Risk estimate** of using

Oral MHT for 5 years at
age 50-59°

CEE + MPA | CEE alone

Differences in Type of
Estrogen (E) or
Progestogen (P)

Route of

Administration
(Transdermal vs Oral)

Moderate to

Most effective, 1st line treatment of VMS,S0GC 2021, NAMS 2022

VMS efficacy was not
studied as an outcome

No evidence for superiority of one

Systemic formulations

Severe Oral MHT vs placebo: 4 weekly frequency of hot flashes by 75% and |, symptom severity: OR 0.13 (0.07-0.23).* type of estrogen or progestogen are similarly effective.?”?
Vasomotor MP monotherapy is not approved for management of VMS.HC Limited evidence suggests high dose MP (300 mg daily) trgliézlégel;r:ittgiixlzlat MG gilif:;gg;slﬁi:i
Symptoms may | frequency of hot flashes, but 1> AE vs combination E + P.>No long-term studies have assessed the safety of bottom of page. at 4 hot ﬂashe'; -
(VMS) progestogen-only treatment.>® ’
Breast Cancer CEE + MPA 1 risk of breast CA during the intervention CEE alone did not affect the incidence of breast CA during T3 425 Observational data suggests MP Observational studies
*See RxFiles VMS phase: NNH=196/5.2 yr, which persisted ~8 years after the intervention phase.WH! 2013 events events may  risk of breast CA vs MPA have found no
Infographic: discontinuing CEE + MPA WHI 2013 per 1000 per 1000 (OR 0.99 vs 1.28).NAMS 2022,14,15 significant differences in
“Comparing Breast WHI 20 year follow-up after using MHT for ~5-7 year: {» 1.4 | women women However, other observational data risk of breast CA
Cancer Risks” WHI 20 year follow-up after using MHT for ~5 years: breast CA cases/100 women over 20 yr;"WH! 2020 however, have found no difference in risk. between
Pe 186. 1 1.4-2.0 breast CA cases/100 women over 20 yr, but observational data estimates 4* 0.5 breast CA cases/100 kg formulations.'>®
had no effect on breast CA mortality during this follow- women over 20 yr.®*3 Differences may be due to different E Cyclic P may have a small {, risk of
e, DL used, older age in WHI trials or 1~ mammaographic screening breast CA vs continuous P (RR 1.93
in observational studies.® vs 2.30).%3
Coronary CEE + MPA did not affect the incidence of CHD during the | CEE alone did not affect the incidence of CHD during the ™25 4 5.5 MP preferred over MPA in patients | Transdermal E may
Heart Disease intervention phase or cumulative 13 year follow-up.WH'2013 | intervention phase or cumulative 13 year follow-up.WH! 2013 events events with elevated CV risk, due to less theoretically J, CHD risk
(CHD= Non- per 1000 per 1000 negative effects on metabolic due to less negative
- 2oaee 2eaee - - women women parameters such as blood pressure effects on biomarkers of
fatal MI + CHD | A Cochrane review suggests MHT initiated within 10 years of menopause | risk of CHD: NNT=125, with no effect on ) s TR . .
L o . X . and triglycerides.1823 CV risk (e.g. lipids,
death) CHD when initiated >10 years after menopause.'® Due to data limitations, these findings are only hypothesis generating coagulation &
(i.e. help support the timing hypothesis). inflammatory
factors).82>26
Venous CEE + MPA 1 risk of DVT: NNH=147/5.2 yr and PE: CEE alone 1 risk of DVT during the intervention phase: DVT (PE): DVT (PE): Observational data suggests that Observational data
Thrombo- NNH=196/5.2 yr during the intervention phase; ~8 years NNH=196/6.8 yr, this risk did not persist ~6.5 years after 1T5(3) M 2.5(1.5) | oral estradiol may {, VTE risk vs CEE | suggests transdermal E
embolism after discontinuing CEE + MPA, DVT risk persisted but PE discontinuing CEE. events events (RR 0.83; 0.76-1.91);%%° and MP may| may |, VTE risk vs oral E
(VTE) risk did not persist,WH! 2013 CEE alone did not affect the incidence of PE.WH! 2013 per 1000 per 1000 be less thrombogenic vs other (RR 0.61; 0.53-0.71).
women women synthetic P (OR 0.7 vs 3.9).2>3° SCCCZLEENS 2228 22
A Cochrane review suggests MHT initiated within 10 years of menopause I risk of VTE: NNH=146, and MHT initiated
>10 years after menopause 1 risk of VTE: NNH=101.%° VTE risk appears highest in the first year of treatment.?®
Stroke CEE + MPA 1 risk of stroke during the intervention CEE alone 1 risk of stroke during the intervention phase: ™25 4 0.5 Insufficient evidence. Observational data
phase: NNH=192/5.2 yr; this risk did not persist ~8 years NNH=127/5.2 yr; this risk did not persist ~6.5 yr after events events suggests transdermal E
after discontinuing CEE + MPA WH! 2013 discontinuing CEE.WH! 2013 per 1000 per 1000 may | stroke risk vs
women women oral E (RR 0.81; 0.68-
A Cochrane review suggests MHT initiated within 10 years of menopause shows no effect on the incidence of stroke, 0.97).1:22531.33,35,35
and MHT initiated >10 years after menopause /" risk of stroke: NNH=102.%°
All-Cause CEE + MPA and CEE alone did not affect all-cause mortality over ~5-7 yr of use;WH!2013 this neutral effect remained after 45 4 5.5 Insufficient evidence. Insufficient evidence.
Mortality 18 years cumulative follow-up.WH! 217 A Cochrane review suggests MHT initiated within 10 years of menopause |, risk of | events events
all-cause mortality: NNT=167, with no effect on mortality when initiated >10 years after menopause.*® This subgroup per 1000 per 1000
analysis suggesting possible mortality benefit when MHT is initiated early is only hypothesis generating. women women
Fracture CEE + MPA { risk of hip fractures: NNT=322/5.2 yr, CEE alone  risk of hip fractures: NNT=217/6.8 yr, 412 48 No difference in { fracture risk Weak heterogeneity
vertebral fractures: NNT=333/5.2 yr, and all fractures: vertebral fractures: NNT=217/6.8 yr, and all fractures: events per | events per | between all MHT regimens, dose of | between formulations;
See RxFilesichart: NNT=40/5.2 yr,WH! 2013 NNT=26/6.8 yr.WH! 2013 1000 1000 E, type of E or P used or cyclic vs differences unlikely to be
Osteoporosis All types of systemic MHT, while using, offer protection against fractures. Fracture benefit disappears after stopping women women continuous dosing.Million Womens Study clinically significant.Million
Treatment pg 65. MHT;* incidence rates return to baseline within ~1 year of stopping use.Million Womens study 2004 2008 RiCii=nsSIac2008

**Extrapolation of WHI intervention phase data.WH!2013 Note: The WHI trials were not powered for age-related subset analyses, so the stated absolute risks are best estimates and are not statistically significant.

Limitations of Women’s Health Initiative (WHI) trials: The WHI trials were designed to address the benefits and harms of long-term hormone therapy for the prevention of chronic diseases in post-menopausal
women. Generalizability to younger women with distressing VMS is somewhat limited because 2/3 of enrollment was >60 yr old and many patients were not experiencing bothersome VMS.

In addition, oral CEE + MPA are the only hormonal treatments for which clinical trials have been designed and sufficiently powered to examine CV events, VTE, and breast cancer risk. Evidence for the safety and
effectiveness of other MHT doses, formulations, regimens, and delivery methods is limited, thus guidelines often recommend using the lowest effective dose and reviewing annually.
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Sleep

40-60% of women experience
major sleep difficulties during the
menopause transition.?

Safety of Systemic MHT: Other Outcomes to Consider. For available products see [VisiReIfl:ReelnlsEIselsResEIa; sce online extras

Taisa Trischuk PHARMD, Jessica Visentin PHARMD © www.RxFiles.ca/menopause July 2025
Harm

Benefit Possible Benefit No difference/Neutral Possible Harm No evidence/unknown

for expanded evidence summary.
CBTi is the most effective treatment for insomnia during perimenopause and post-menopause.® See CBTi resource: U of S Sleep Clinic: MAC. MHT / sleep quality / satisfaction in @ with bothersome

VIMS.NAMS 2022839 | imited evidence suggests MHT may also improve sleep independent of VMS.NAMS 20223940 F 3lone is less effective at improving sleep vs E + P regimens.** One small RCT (n=8) suggests
MP (300mg QHS) may improve sleep quality in post-menopause without VMS,* but further research is needed. Canada-wide, 3 mo RCT Phase 3, n=189 perimenopausal ¢ 5y ggasts MP (300mg QHS) may < night
sweats and improve sleep quality.®! MP may improve sleep more than MPA 8394143 Transdermal estradiol may improve sleep more than oral estradiol.®394! See RxFiles Chart: Sleep Disorders pg 207.

Cognition and Dementia
Natural decline initially, but often
improves after the menopause
transition.®

E + P in perimenopause and early post-menopause appears to have neutral effects on long-term cognitive function.WHIMSY. KEEPS-Cog, NAMS 2022,45,46.47 E alone appears to have neutral effects on cognitive
function, irrespective of age at initiation. WHIMSY.NAMS 202247 There is no evidence to suggest benefit of early MHT initiation (within 6 years of LMP) to prevent cognitive decline.*®

E + P may 1 risk of dementia when initiated in post-menopausal women 265 yr (HR 2.05; 1.21-3.48, NNH=114/4 years).WHMS Qbservational data suggests small 1" risk of Alzheimer’s Disease in long
duration users for >10 yr (OR 1.19; 1.06-1.33).%° Another observational trial demonstrated a significant association between dementia and use of MHT in patients aged 50-60 years (HR 1.24; 1.17-1.33),
although further investigation is needed to confirm causation.*® See RxFiles Chart: Dementia pg 159.

Mood

Perimenopause has a 3 fold 1 risk
of depressive events regardless of
history>® & recurrences in those
with a history of depression.>!

Data on combination E + P for the treatment of depression are sparse and inconclusive.NAMS 202251

Perimenopause and early post-menopause: Several small RCTs have demonstrated E2 alone (oral and transdermal) is effective for depressive disorders; effects were similar to classic antidepressants,
irrespective of the presence of VIMS.S06C 2021, NAMS 2022,8,47,51-55 Qne |arge RCT suggests women without depression or with mild to moderate depressive symptoms at baseline may benefit from oral MHT.#
Early evidence suggests transdermal E2 + cyclical MP may prevent depressive symptoms in euthymic perimenopausal women, but further research is needed to confirm these findings.5%-5¢

Late post-menopause: Small RCTs suggest estrogen therapy is ineffective in treating depressive disorders.S06C 2021, NAMS 2022,8,47,51,57,58 See RxFiles Chart: Antidepressants pg 189.

Sexual Drive
Online sexual desire patient
resource: www.esense.health.

Largely neutral effect. Ina Cochrane review, MHT was found to reduce sexual pain but not directly augment sexual desire.®® In another Cochrane review, estrogen alone slightly improved sexual
function score (lubrication, pain and satisfaction) vs placebo, while E + P had uncertain effect.c~¢2 Transdermal products may be preferred for women with low libido given that oral estrogen increases
sex hormone binding globulin & reduces bioavailability of testosterone.NAMS22 Transdermal testosterone (~1/10 & dose) is off label for hypoactive sexual desire. See RxFiles Chart: Testosterone pg 63.

Type 2 Diabetes Mellitus

CEE + MPA (NNT=134/5.2 yr) and CEE alone (NNT=80/6.8 yr) \, self-reported T2DM during the intervention phases of the WHI trials; this effect was attenuated after cumulative 13 yr follow-up when
the active intervention was discontinued.WH! 2013 A meta-analysis (N=107 RCTs, n=33,315 women) also suggests |, risk of T2DM with MHT use, although type of estrogen or progesterone studied not
specified. This meta-analysis was not designed to determine if the |, risk of T2DM translates into clinical CV outcome benefits.®* MHT should not be initiated solely for management of T2DM.

Weight

Oral and transdermal MHT have not been shown to affect weight in menopausal women, but they have been shown to { visceral fat and 1* lean body mass.®645> (+/-GLP1a may be an option8425).

Quality of Life

CEE + MPA was associated with a small but statistically significant benefit for several measures of QoL (physical functioning, role physical, bodily pain, and general health), and neutral results for other
measures at 1 year.WH 2013

Gallbladder Disease

CEE + MPA (NNH=43/5.2 yr) and CEE alone (NNH=34/6.8 yr) 1" self-reported gallbladder disease during the intervention phase of the WHI trials.WH' 2013 CEE may slightly 1 risk of gallbladder disease vs
oral estradiol.®® Observational studies show a lower risk of gallstones with transdermal estrogens (RR 0.79; 0.74-0.84) vs oral estrogen.® In the event of gallstone disease, oral E may be switched to a
non-oral route, although no RCT data is available to support this.NAMS2022

Colorectal Cancer

CEE + MPA | risk of colorectal cancer during the intervention phase of the WHI trial: NNT=294/5.2 yr, this effect was attenuated after ~8 years of follow-up when the active intervention was
discontinued.WH! 2013 CEE alone did not affect the incidence of colorectal cancer during the intervention phase or cumulative 13 year follow-up of the WHI trial WH! 2013

Urinary Incontinence

CEE + MPA (NNH=24/5.2 yr) and CEE alone (NNH=19/6.8 yr) 1 self-reported urinary incontinence (at least once/week) during the intervention phase of the WHI trials. This effect was decreased, but
still statistically significant after 13 year follow-up when the active intervention was discontinued.WH' 2013 See RxFiles Chart: Treatment of Urinary Incontinence pg 83.

Efficacy and Safety of VAGINAL ESTROGEN (cream, tablet and ring): For available products see MHT drug comparison chart pg 183.

Note: Before initiating vaginal estrogen therapy, genitourinary syndrome of menopause (GSM) should be confirmed via physical exam to rule out other causes and/or vaginal/endometrial risk factors.expert opinion

Treatment of moderate to severe GSM, with preference for low-dose vaginal estrogen therapy. 1st line management includes vaginal lubricants and moisturizers, especially if vaginal dryness or dyspareunia.S06¢ 2021, NAMS 2020
Treatment of GSM: All intravaginal estrogens are equally effective, improving GSM by ~60-80%.%” Adequate vaginal estrogen therapy restores the normal vaginal acidic pH and microflora, thickens the epithelium, increases
vaginal secretions, and decreases vaginal dryness and dyspareunia.®’
e A Cochrane review (N=30 RCTs) reported vaginal estrogen as 12x more likely to improve vaginal symptoms (OR=12) vs placebo.% Beneficial effects can be seen within 2-4 weeks, with full effect after 3 months.exert opinion
e With initial administration of a low-dose vaginal estrogen, there may be some systemic absorption of estrogen due to the thin, atrophied vaginal lining more readily absorbing estradiol. As a result, vaginal estrogen
treatment may decrease VMS initially, as well as M AE (e.g. breast tenderness, vaginal bleeding).NAMS 2020 With continued use of vaginal estrogen, the vaginal wall undergoes “estrogenization” and thickening, resulting in
less systemic absorption over time.5°
Overall, systemic absorption with low-dose vaginal preparations generally remains within the normal post-menopausal range.NAS2020 See Menopause FAQ, for information on systemic absorption of vaginal products.
Vaginal estrogen may reduce the risk of recurrent UTls vs placebo in post-menopausal women; RR=0.42 (0.30-0.59), NNT=7 over 6-12 months.”® Oral estrogen was not effective at reducing recurrent UTIs vs placebo.”>”
There are no long-term RCTs evaluating the safety of vaginal estrogen, however, observational data has not shown any increased risk of breast or endometrial cancer, CHD, stroke or VTE: NAMS2020,13,73

e Along-term (18 year), prospective cohort study (n=54,000) of post-menopausal women using vaginal estrogen in the Nurses’ Health Study, showed no increased risk of CVD (M, stroke and VTE), hip fracture or

cancer (invasive, breast, endometrial, ovarian and colorectal).NAVS 202074

e WHI Observational Study, prospective cohort study (n=45,000, median 7.2 yr), examined the risks of post-menopausal $ who used vaginal estrogen, did not show an increased risk of breast cancer, VTE or CV risk.”®

e Low-dose vaginal estrogen does not require a progestogen for endometrial protection and adverse events are uncommon. A 2016 Cochrane review (N=30 RCTs) and 2020 systematic review (N=15) of randomized and
non-randomized trials did not show any increase in endometrial hyperplasia or endometrial cancer after 1 year of therapy.5®7®

e Counsel patients to report any vaginal bleeding; including spotting, even after sex.®¢*Vaginal estrogens are contraindicated if unexplained vaginal bleeding occurs, and this should be investigated.NAMS 2020
« Low-dose vaginal estrogen can be offered to women with a history of breast cancer, if non-hormonal treatments ineffective.505¢'21 ACOG21,83 Consult oncology if patient is taking an aromatase inhibitor. See Menopause FAQ.
Note: Despite overwhelming safety data, vaginal estrogen products currently have the same FDA boxed warnings as systemic MHT. Inform patients to avoid unnecessary concern if reading the product monograph.exert opinion

AE=adverse events BP=blood pressure CA=cancer CBTi=cognitive behavioral therapy for insomnia CEE=conjugated equine estrogen CHD=coronary heart disease CIMT=carotid artery intima-media thickness CRC=colorectal cancer CV=cardiovascular CVD=cardiovascular disease DVT=deep vein thrombosis E=estrogen E2=estradiol-178 GSM=genitourinary syndrome of menopause
droxypro, acetate NETA=norethisterone acetate NNH=number needed to harm NNT=number needed to treat OR=odds ratio P=progestogen PE=pulmonary embolism po=oral QoL=quality of life
RCT=randomized controlled trial RH=relative hazard RR=relative risk SE=summary estimate SR=systematic review TG=triglycerides TIA=transient ischemic attack UTI=urinary tract infection VMS=vasomotor symptoms VTE=venous thromboembolism WHI=Women’s Health Initiative

Efficacy

Safety |°

HR=hazard ratio LMP=last menstrual period MA=meta-analysis MHT=menopause hormone therapy Mi=myocardial infarction MP=micronized prog one
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The Menopause Transition & Post-Menopause FAQs

Vaginal Estrogen for the Treatment of Genitourinary Syndrome of Menopause (GSM)

Despite overwhelming safety data, low-dose vaginal estrogen products (e.g. VAGIFEM 10mcg, ESTRING Ring 2mg, PREMARIN Cream
or ESTRAGYN Cream <1g/d) currently have the same FDA mandated black box warning as systemic estrogen products. The product
monograph for vaginal estrogen notes risks associated with systemic hormone therapy (i.e. oral CEE + MPA),WH2013 jncluding
CHD, stroke, VTE, breast cancer and endometrial cancer.FPA 2003, NAMS 2020 Loy ever, these risks are negligible when using low-dose
vaginal estrogen due to minimal systemic absorption and reassuring findings from clinical trials and observational studies.NAMS2020
Clinicians can proactively inform patients about the warning's inapplicability when prescribing vaginal estrogen to avoid
unnecessary alarm.

The safety of vaginal estrogen is supported by the following data and guideline recommendations:

e Clinical guidelines no longer recommend using high-dose, cyclic vaginal estrogen regimens. In women with a uterus,
progestogens are not indicated for endometrial protection when using low-dose vaginal estrogen products, as clinically
significant hormone absorption does not occur.5°¢¢ 2021

0 A 2016 Cochrane review (N=30 RCTs, n=6,235) and 2020 systematic review (N=15) of randomized and non-randomized
trials did not show any increase in endometrial hyperplasia or endometrial cancer after 1 year of therapy.**>*

e There are no long-term RCTs evaluating the safety of vaginal estrogen, however, observational data has not shown any
increased risk of breast or endometrial cancer, coronary heart disease, stroke or VTE: NAMS 2020,56,57

0 Along-term (18 year), prospective cohort study (n=54,000) of post-menopausal women using vaginal estrogen in the

Nurses’ Health Study, showed no increased risk of CVD (M, stroke and VTE), hip fracture or cancer (invasive, breast,
endometrial, ovarian and colorectal).NAMS 2020,58

0 The WHI Observational Study, a prospective cohort study (n=45,000 pts, median follow-up 7.2 yrs) examining the risks
of post-menopausal women using vaginal estrogen, did not show an increased risk of breast cancer, VTE or CVD risk.®’

Available data suggests that vaginal estrogen tablets / softgels and rings, as well as prasterone (vaginal DHEA ovule), all have
comparably low serum estradiol absorption; vaginal estrogen creams may have a higher potential for increasing serum estradiol.
Overall, systemic absorption with any low-dose vaginal preparation (e.g. VAGIFEM 10mcg, IMVEXXY 4mcg, ESTRING Ring 2mg,
PREMARIN Cream or ESTRAGYN Cream < 1g/d) is minimal, and generally remains within the normal post-menopausal range
(e.g. <50pg/mL).NAVS2260 yse of a low-dose vaginal estrogen does not require a progestogen for endometrial protection.

e When starting vaginal estrogen therapy, there may be an initial increase in serum absorption depending on the degree of

vaginal atrophy. As healing and thickening of the vaginal lining occur with continued local therapy, systemic absorption
tends to decrease over time.%

e Comparing the systemic absorption of different vaginal estrogen dosage forms is challenging due to the heterogeneity of
studies in terms of doses used, treatment timeframe, hormone measurement assays used, and units of measurement, 5626365

e A note on vaginal estrogen creams: most data evaluating systemic absorption includes use of high-dose estrogen cream,
where historically the aim was to achieve systemic absorption for management of VMS. This is no longer recommended
practice, and serum absorption data for low-dose vaginal estrogen to treat genitourinary symptoms is limited.

Observational data shows no increased risk of breast cancer recurrence or mortality with use of low-dose vaginal estrogen in
individuals with a history of breast cancer. Non-hormonal options (i.e. vaginal moisturizers and lubricants) should be offered
first-line, however guidelines suggest low-dose vaginal estrogen can be offered to women with a history of breast cancer, if non-
hormonal treatments are ineffective.506¢21, ACOG'21, NICE'24,BMS'20, 73, AUA'25 pacisions for those taking aromatase inhibitors should
involve multi-disciplinary care team shared decision-making (e.g. consultation with medical oncologist).506C21 NAMS'20, 75, KSM'20, 44
e Observational trials investigating the use of vaginal estrogens in patients with a history of breast cancer have shown no
increased risk of breast cancer recurrence.®®’° These results appear consistent for patients who are receiving tamoxifen.*%4
0 Ina 2024 systematic review / meta-analysis of observational studies of breast cancer survivors with GSM, users of
vaginal estrogen had no increased risk of breast cancer recurrence (OR: 0.48, 95% Cl 0.23-0.98; n=24,060 patients),
as well as no increased risk of overall mortality (OR: 0.46, 95% Cl 0.42-0.49; n=59,724 patients).”?

0 Utilization of vaginal tablets, softgels, or ring may be preferred in this population, as vaginal estrogen creams can
have the potential for higher systemic absorption versus the other intravaginal dosage forms.&Pert opinion, AUA'25

e Clinical trials are currently ongoing to assess the safety of vaginal estrogen products in those taking aromatase inhibitors.%®7
e There is a lack of long-term safety data for vaginal estrogen use in patients with a history of breast cancer. A shared

decision-making approach should be used; considering patient preferences, symptom severity and the effect on a patient’s
quality of life.*
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Systemic Menopause Hormone Therapy (MHT) for the Treatment of Vasomotor Symptoms (VMS)

4. What is meant by the term "bioidentical hormone therapy" (BHT)?

Bioidentical refers to a hormone with the same molecular structure as a hormone that is endogenously produced or “body
identical” (see Table 1).506¢ 2021, NAMS 2022 The term “bioidentical hormone therapy” in popular culture, is often used to describe
custom-compounded formulations created by specialized pharmacies. These custom-compounded therapies may contain
untested combinations of hormones (e.g. estradiol, estrone, progestogen, testosterone and DHEA),® may be administered via

unstandardized routes such as subdermal implants, pellets or troches,NVS20223nd are not reviewed / regulated by Health

Canada for purity, quality, safety, or efficacy. There is no acceptable evidence that bioidentical hormones are more effective or
safer than synthetic hormone options (see Table 1).”*

e Compounded BHT is often promoted as plant-derived or “natural”> when in reality these products undergo the same process
of chemical extraction and stabilization as government regulated hormone formulations.°¢¢ 202! |nitiation of BHT compounds
and dosage adjustments are often based on serial hormone monitoring, which uses unreliable salivary and urine hormone
testing. NAMS 20226 Hormone testing is not recommended during menopause to confirm diagnosis or to make dosage
adjustments to hormone therapy.506C 2021, NAMS 2022

Table 1: Regulated hormone products

e Non-regulated, BHT compounds are not recommended due to lack of Synthetic Hormones Bioidentical Hormones
quality control (e.g. chance of overdosing/underdosing, presence of Estrogens: i i
impurities), and lack of evidence to support their safety and efficacy.>® > g;)tr;Jougg:ﬁgEeEo;ume > Egifﬁégl-;?sﬁi)n%.gr' g
Shared decision-making is important, but patient preference alone PREMARIN » Estrone ESTRAGYN
should not be used to justify the use of compounded bioidentical Progestogens: : :
hormone preparations, particularly when government regulated > gﬂcee?arsgy(/&rgsesterone > mgrzgtifgne (MP)
bioidentical hormone preparations are available NAMS 2022 PROVERA, g PROMETRIUM, g

5. Can MIRENA IUD (levonorgestrel) be used off-label for endometrial protection in women with an intact uterus who are on

systemic estrogen for VMS?

MIRENA has been shown to provide endometrial protection for women on any dose of systemic estrogen. Although data
supports the extended use of MIRENA up to 8 years for contraception,’® data only supports the use of MIRENA up to 5 years for
endometrial protection in women on estrogen therapy.

e MIRENA markedly decreases menorrhagia commonly seen in perimenopause, often leading to complete amenorrhea.

e MIRENA is often the preferred contraceptive (vs combined hormonal contraceptives) in perimenopausal women to
mitigate estrogen-related cardiovascular risks that increase with age, such as stroke and VTE.

e Many prospective cohort studies demonstrate no endometrial thickening or abnormal endometrial histology after 5 years
of MIRENA IUD + continuous systemic estrogen use. Endometrial protection has been consistently reported across studies
with high estrogen doses (e.g. estradiol 2mg po daily) and various routes of administration (e.g. oral, transdermal patch/gel).
~90% of perimenopausal women on MIRENA + systemic estrogen achieve amenorrhea at 5 years.2%-22

e What about other progestogen-only contraceptives?

0 KYLEENA IUD is not suitable for perimenopausal women experiencing menorrhagia and does not provide adequate
endometrial protection for women on systemic estrogen.>1#

0 DMPA injections (DEPO-PROVERA) have been shown to provide endometrial protection in women using systemic estrogen
for VMS; 2 however, DMPA is not routinely recommended in perimenopausal women as it has been associated with bone loss
and may exacerbate the natural decline in bone mineral density, which is greatest in menopause.?

O The etonogestrel implant (NEXPLANON) and progestin-only pills (e.g. MICRONOR) lack evidence to support their use as
progestogen options for endometrial protection in women on systemic estrogen for VMS.%®

6. Is there a risk of dementia associated with menopause hormone therapy (MHT)?

There appears to be no increased risk of dementia or cognitive decline associated with MHT in patients under the age of 65
years who receive MHT.WHIMSY |nh phost-menopausal women >65 years, there may be an increased risk of dementia associated
with continued use of estrogen plus progestogen MHT (HR: 2.05, 95% Cl 1.21-3.48; NNH=114 over 4 years).WHMs
e Arecent nested case-cohort study reported an association between MHT and dementia in patients aged 50-60 years
(HR: 1.24, 95% Cl 1.17-1.33); although further evidence is needed to support a causative relationship in this population.
e Post-hoc RCTs have consistently found no long-term increased risk of dementia or cognitive decline in patients <65 years

receiving MHT when compared to placebo, and have not shown improvement or preservation cognitive function following
several years Of MHT WHIMSY, KEEPS-Cog, ELITE-Cog, KEEPS Continuation

e There is no evidence to suggest benefit of early MHT initiation (within 6 years of LMP) to prevent cognitive decline.'®
¢ In the absence of more definitive findings, menopause hormone therapy is not recommended at any age to prevent or treat
a decline in cognitive function or dementia.NAM*2022 See RxFiles Chart: Dementia.


https://www.rxfiles.ca/RxFiles/uploads/documents/members/Cht-Psyc-Alzheimers.pdf

7. Can MHT be used in patients who experience migraines?

Limited evidence suggests that MHT appears to be safe for use in patients who experience migraines with or without aura,
despite hormonal contraception being contraindicated in patients who experience migraines with aura. The doses used for MHT
are 3-6 times lower than those used for contraception and appear to pose no increased risk of stroke.”
e Currently, available data investigating MHT use in patients with migraines comes from small observational studies or sub-
analyses of larger RCTs where MHT use with migraines was not a pre-specified target of the study:

0 Estrogen: One small observational study (n=50 patients), reported a small but statistically significant increase in the
frequency of migraine attacks in patients on oral estrogen therapy compared to transdermal estrogen.*> Additionally, a RCT
subgroup analysis has shown no statistically significant increase in the risk of stroke or TIA compared to placebo.'® Although
data is limited, using transdermal formulations at the lowest effective dose may mitigate risks in this patient population.’

0 Progestogen: Continuous dosing regimens are preferred over cyclical, if migraines are triggered by hormonal fluctuations.?”
Theoretically, this may lead to fewer occurrences of progestogen-associated migraine attacks. One small observational trial
(n=38 patients), appears to support this theory, although no other data is currently available studying the effect of
progestogen use in MHT on migraines.'*

o0 Tibolone: One small observational study (n=40 patients), has reported a significant reduction in the duration of migraine
symptoms when compared to EPT. No other data is currently available on tibolone and its use in patients with migraines.*®

8. Does MHT help with depressive symptoms during the menopause transition or in post-menopausal women?

Limited evidence suggests estrogen therapy may be effective in the management of depressive disorders (e.g. MDD, sub-clinical
depression, dysthymia) during perimenopause. Estrogen therapy is ineffective in treating depressive disorders in post-
menopausal women. Data on estrogen plus progestogen MHT are sparse and inconclusive. Proven therapeutic options for
depression (e.g. antidepressants, psychotherapy) remain first-line treatments for perimenopausal and post-menopausal
depression. 323861 See RxFiles Chart: Antidepressants.

e Two small RCTs demonstrated estradiol alone may improve mood in perimenopausal women with a depressive disorder;
effects were similar to classic antidepressants and were observed irrespective of the presence of VMS.3%3! Limitations
include short trial duration and small sample sizes.

0 Schmidt et al. (2001): n=36 perimenopausal women with a depressive disorder; transdermal estradiol 50mcg/d vs placebo
x6wks. Full or partial response occurred in 80% receiving estradiol vs 22% receiving placebo.3!

0 Soares et al. (2001): n=50 perimenopausal women with a depressive disorder; transdermal estradiol 100mcg/d vs placebo x
12wks. Remission occurred in 68% receiving estradiol vs 20% receiving placebo.3®

e One large RCT suggests peri- and early post-menopausal women without depression or with mild to moderate depressive

symptoms at baseline may benefit from oral MHT.?

0 Gleason et al. (2015): n=693 peri- and early post-menopausal women (within 36 months of LMP) without depression (~10%)
or with mild-moderate depressive symptoms (~90%) at baseline; 0 oral CEE 0.45mg/d with oral micronized progesterone
200mg/d x12d every month vs e transdermal estradiol 50mcg/d with oral micronized progesterone 200mg/d x12d every
month vs e placebo x4yrs.® Women receiving oral CEE with micronized progesterone had lower depression and anxiety
scores than those receiving either transdermal estradiol with micronized progesterone or placebo. The reason for the
discrepancy in results for transdermal estrogen in this trial vs the two trials above is unclear.

e Early evidence suggests MHT (transdermal estradiol 100mcg/d with oral micronized progesterone 200mg/d x12d) may prevent

the onset of depressive symptoms in euthymic perimenopausal women.?* Further research is needed to confirm these findings.

9. Does MHT help improve sexual desire?

Systemic MHT generally does not improve sexual desire. Transdermal estrogen (e.g. gel or patch) is preferred over oral estrogen
when treating VMS in women with libido concerns. Therapeutic options for sexual dysfunction (e.g. psychotherapy, transdermal
testosterone off-label for hypoactive sexual desire disorder) remain first-line treatments. See RxFiles Chart: Sexual Dysfunction and
online sexual desire patient resource: www.esense.health.
e Available evidence suggests MHT has a largely neutral effect on sexual desire.
¢ In women with vaginal atrophy, MHT may lead to reduced sexual pain which may indirectly improve sexual interest (note:
low-dose vaginal estrogen is preferred over systemic MHT if vaginal atrophy is the only menopausal symptom present);
likewise, in women with significant VMS, MHT may improve overall quality of life, which may indirectly benefit
relationships with romantic partners and sexual desire.
e Transdermal products may be preferred for women with low libido given that oral estrogen could reduce bioavailability of
testosterone (by increasing sex hormone binding globulin).NAMS 2022

27-29

Abbreviations:

BHT=bioidentical hormone therapy CA=cancer CEE=conjugated equine estrogen CHD=coronary heart disease Cl=confidence interval CV=cardiovascular CVD=cardiovascular disease DHEA=dehydroepiandrosterone
DMPA=depot medroxyprogestereone acetate E2=estradiol-17p EPT=estrogen plus progestogen therapy FDA=Food and Drug Administration GSM=genitourinary syndrome of menopause HR=hazard ratio
IUD=intrauterine device LMP=last menstrual period MDD=major depressive disorder MHT=menopause hormone therapy Ml=myocardial infarction mos=months MP=micronized progesterone
MPA=medroxyprogesterone acetate N=number of trials n=number of patients NNH=number needed to harm NNT=number needed to treat pg/mL=picograms per millilitre po=oral pt=patient RCT=randomized
controlled trial TIA=transient ischemic attack VMS=vasomotor symptoms VTE=venous thromboembolism WHI=Women'’s Health Initiative
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MQ6 Treatment Algorithm®©

Adapted from and reproduced with permissions: updated February 2025
Goldstein, S. An efficient tool for the primary care management of menopause
Can Fam Physician. 2017 Apr; 63(4):295-298

MQ6 Treatment Algorithm reproduced with permissions: www.MQ6.ca

Menopause Assessment Tool

MQ6 Menopause Assessment Tool

1. Changes to periods?
2. Any hot flashes?
3. Any vaginal dryness,

pain, sexual concerns?

4. Any bladder issues,
incontinence?

5. How's your sleep?

6. How's your mood?

Is MHT indicated?

VMS, GSM, Bone protection, POI _m_.

+ Personal history of Estrogen
dependent Cancers (eg.
Breast, Endometrial, Ovarian)

+ Unexplained vaginal bleeding

+ Pregnancy

+ Coronary heart disease

+ Active or previous history of

» Acute liver disease
» Personal history or

inherited high risk of
thromboembolic disease
(eg. Thrombophilia)

* Porphyria
* Migraine with aura? —

NON-HORMONAL MEDICATIONS**

l VMS GSM SLEEP MOOD
NKB Receptor
GSM TREATMENTS Is GSM the only Antagonists '
Vaginal ET indication for MHT?
Vaginal DHEA Gabapentin® +4(1) ++4(1) +/(3)
Ospemifene Antidepressants* - o S
ie. SSRI, SNRI )
Are there CONTRAINDICATIONS to MHT?
Oxybutinin* +4 +2)

1. Gabapentin can be sedating at higher doses and has shown
potential benefits for night sweats

2. Oxybutynin is indicated for symptoms of overactive bladder

3. There is some evidence for benefits of gabapentinoid
treatments for mood and anxiety disorders

*indicates off-label use for vasomotor symptoms
** based on low-level evidence/consensus opinion

not a contraindication but
consider neuro consult?

stroke or VTE

Are there COMORBIDITIES?

* Diabetes mellitus » Elevated risk for VTE
Any estrogen + Metabolic syndrome * Smoking Wies T8 Transdermal estrogen
(oral or transdermal) -t S ey preferred
+ Hyperlipidemia » Migraine
+ High triglycerides » Malabsorption
» Elevated CVS risk » (Gallstones

EPT, TSEC, STEAR ET (Estrogen only)

CONTINUOUS
regimen

Symptoms of GSM?

If YES, and using less than standard doses of MHT
(e.g. CEE 0.625 mg po, Estradiol 1.0 mg po or Td Estradiol 50 ug)
consider additional vaginal ET at onset of therapy

CYCLIC
regimen

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

VMS =Vasomotor symptoms

TSEC =Tissue Selective Estrogen Complex, STEAR=Selective Tissue Estrogenic Activity Regulator
*Cyclic regimen = a daily estrogen with a progestogen added 12-14 days of the month

NKBE Receptor Antagonist = Neurokinin B Receptor Antagonist

MHT = Menopausal Hormone Therapy, EPT=Estrogen + Progestogen therapy. ET=Estrogen therapy
Td =Transdermal, POI=Premature Ovarian Insufficiency
GSM = Genitourinary Syndrome of Menopause
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Gender Terminology:

Our resources are most relevant for people born with ovaries. To remain consistent with the research we reference, we will use the term “women;” however, we acknowledge
that this term does not capture all those people who experience menopause. More research is needed to explore how diverse genders experience menopause, and we hope
that the information contained in our materials will help any person experiencing this life transition.

Disclaimer:

RxFiles Academic Detailing is part of the College of Pharmacy and Nutrition at the University of Saskatchewan. The content of this work represents the research, experience, and
opinions of the authors and not those of the University of Saskatchewan. Neither the authors nor the University of Saskatchewan nor any other party who has been involved in
the preparation or publication of this work warrants or represents that the information contained herein is accurate or complete, and they are not responsible for any errors or
omissions or for the result obtained from the use of such information. Any use of the materials will imply acknowledgement of this disclaimer and release any responsibility of
the University of Saskatchewan, its employees, servants, or agents. Readers are encouraged to confirm the information contained herein with other sources.

Symbols and Abbreviations:

X =non-formulary in SK @=Exception drug status in SK ®=not covered by NIHB @=prior approval required by NIHB W=covered by NIHB $= retail Cost to Consumer based on acquisition cost, markup &
dispensing fee in SK (lowest generic price used) c=tablet is scored g=generic available 2=biological female J, /1 =decrease/increase 2= check our website for online extras (www.RxFiles.ca) ®” =dose |,
may be required for liver dysfunction d=dose | may be required for renal dysfunction AE=adverse events AUB= abnormal uterine bleeding BHT=bioidentical hormone therapy BID=twice daily BP=blood
pressure CA=cancer CBT=cognitive behavioural therapy CBTi=cognitive behavioral therapy for insomnia CEE=conjugated equine estrogen CHC=combined hormonal contraceptive CHD=coronary heart
disease Cl=confidence interval CIMT=carotid artery intima-media thickness CRC=colorectal cancer CT=computed tomography CV=cardiovascular CVD=cardiovascular disease D/C=discontinue
DHEA=dehydroepiandrosterone DI=drug interaction DM=diabetes mellitus DMPA=depot medroxyprogesterone acetate DVT=deep vein thrombosis E=zestrogen E2=estradiol-178 EPT=estrogen plus
progestogen therapy FDA=Food and Drug Administration FSH=follicle stimulating hormone Gl=gastrointestinal GSM=genitourinary syndrome of menopause HA=headache hCG=human chorionic
gonadotropin HR=hazard ratio HS=bedtime HTN=hypertension IUD=intrauterine device LH=luteinizing hormone LMP=last menstrual period LT4= levothyroxine MA=meta-analysis MDD=major depressive
disorder MHT=menopause hormone therapy Ml=myocardial infarction mos=months MP=micronized progesterone MPA=medroxyprogesterone acetate NAMS=North American Menopause Society
NETA=norethisterone acetate NNH=number needed to harm NNT= number needed to treat N/V= nausea/vomiting OAB=overactive bladder OP=osteoporosis OR=odds ratio OSA=obstructive sleep apnea
OTC=over the counter P=progestogen PAD=peripheral artery disease PDESi=phosphodiesterase inhibitor pg/mL=picograms per milliliter PE=pulmonary embolism pt=patient po=oral PRN=as needed
Qol=quality of life RCT=randomized controlled trial RH=relative hazard RR=relative risk SE=summary estimate SERM=selective estrogen receptor modulator SHBG=sex hormone binding globulin
SNRI=serotonin norepinephrine reuptake inhibitor SOGC=Society of Obs & Gyn of Canada SR=systematic review SSRI=selective serotonin reuptake inhibitor sx=symptoms TG= triglycerides TIA=transient
ischemic attack TSH=thyroid stimulating hormone tx=treatment UTl=urinary tract infection VMS=vasomotor symptoms VTE=venous thromboembolism WHI=Women’s Health Initiative
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If < 60 years old:

Systemic Menopause Hormone Therapy:

e Around 800 out of 1000 women will have their hot flashes improve by >50%.'>3%12 This can mean hot flashes are less frequent and / or less bothersome.
v Patients with the most severe symptoms tend to receive the largest benefit. Some patients may also report improved mood or sleep.
e Below are evidence-based absolute risk estimates of how potential benefits and harms of hormones change depending on the individual:” WH! 2013

Women WITH a uterus (progestogen required)

For women without contraindications

(e.g. have not experienced a heart attack, stroke, or breast cancer)

July 2025

If > 60 years old:

If < 60 years old:

Women WITHOUT a uterus \

If > 60 years old:

Estrogen + Progestogen

Around 11 in 1000 (NNH=91)

women will have a major harm
(such as a stroke, a blood clot, or breast

cancer) after 5 years.
Around 7 in 1000 (NNT=143)

women will receive a major

benefit (such as preventing a hip
fracture or preventing colorectal cancer)

after 5 years.

Estrogen + Progestogen

Around 16 in 1000 (NNH=63)

women will have a major harm

(such as a stroke, a blood clot, or breast

Estrogen

Around 3 in 1000 (NNH=333)
women will have a major harm
(such as a blood clot) after 5 years.

cancer) after 5 years.

Around 7 in 1000 (NNT=143)
women will receive a major
benefit (such as preventing a hip

fracture or preventing colorectal cancer)

after 5 years.

Around 15 in 1000 (NNT=64)
women will receive a major

cancer) after 5 years.

benefit (such as preventing colorectal

Estrogen

Around 13 in 1000 (NNH=80)
women will have a major harm
(such as a blood clot or stroke)
after 5 years.

Around 10 in 1000 (NNT=95)

women will receive a major benefit

(such as preventing a hip fracture or
preventing colorectal cancer)

after 5 years.

The above risk estimates are the best available, but do have some uncertainty.

cancer (see graph to the right).13¢

For example, the estrogen studied was CEE (PREMARIN) 0.625mg/day for 5 years;
a lower dose, duration, formulation, or delivery method may result in lower risk.
In general, women at lowest risk are those under the age of 60 or within 10 years of
their last menstrual period.®° Some patients may find it helpful to see how the
breast cancer risk of hormones compares to other common risk factors for breast

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 (+2 extra cases per 1000 women)
10 years of hormone therapy m (+6 extra cases per 1000 women)
Alcohol (2 drinks per day) (+27 extra cases per 1000 women)

Did you know?

e Doses of hormones used in systemic menopause hormone therapy are 1/3 to 1/6
lower than doses used for birth control.

e The cost of systemic menopause hormone therapy is usually between $20-70 per
month (depending on the product & dose).

Lack of regular exercise (+27 extra cases per 1000 women)
Weight gain (20 kg) [ e (+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.”

Non-Hormonal DJEVI-EH (such as paroxetine, venlafaxine, gabapentin, or others)

e Around 600 out of 1000 women will have their hot flashes improve by >50%.28:32.137.138 e Our resources are most relevant for people born with ovaries. To remain consistent with

This can mean hot flashes are less frequent and / or less bothersome.
e Non-hormonal drugs can also help with mood and / or sleep problems.
e Side effects such as drowsiness, nausea, or appetite changes can lead to discontinuation. e Medications for menopause symptoms can take up to a month to show full benefit; dose
e The cost of these medications is usually $20-30 per month (depending on the product & dose).
e FezolinetantVE9%*H s approved in Canada for J, VMS; use may be limited by cost (~$210/30 days). | e Regardless of medication chosen, once per year an effort may be made to lower the

Notes
the research we reference, we use the term “women;” however, we acknowledge that

this term does not capture all those people who experience menopause.
e Not all mediation choices are listed. See RxFiles: Menopause pg 184-185 for CAN products.

titration may also be needed.

(L] B DIV I-MI=EY {0101 8 (such as cognitive behavioural therapy or lifestyle measures)
e Cognitive behavioural therapy (CBT) can help hot flashes feel less bothersome, but does NOT * The placebo response rate in menopause clinical trials is around 20-50%.%*

reduce their frequency. Cost and availability vary depending on jurisdiction.
e Link to patient info sheet, CBT for Menopause Symptoms (2022): tinyurl.com/BMS-menopause

dose to see if treatment is still needed. Mild rebound symptoms can occur during the
first few weeks after stopping therapy.

o Herbal options are popular but not recommended by guidelines due to a lack of
evidence for efficacy.® Compounded hormone therapies are also not recommended due

to a lack of evidence, regulation, & quality control.



https://tinyurl.com/BMS-menopause
https://www.rxfiles.ca/RxFiles/uploads/documents/members/CHT-Postmenopausal-RxandHerbal.pdf
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RxandHerbal.pdf
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References for The Menopause Transition & Post-Menopause Frequently Asked Questions

(page 7-9): See RxFiles Q&A

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