M anagement of Urogenital
Symptomsin Menopause
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Increase in Vaginal Dryness
With Menopause

a7
50 q

40 4
32
30 1

Percent

21
20 4

10 4

Pre- Early Late Post- Post- Post-

(n=172) (n = 148) (n = 106) 1 vear 2 Years 3 vears
(n=72) (n=54) (n=31)

Dryness increase d n and (P <.001)
enne

What Is Senile (Atrophic) Vaginitis?

e An inflammation or irritation of the vagina
caused by thinning and shrinking of the
tissue of the vagina and decreased
lubrication of the vaginal walls.

e This is due to estrogen deficiency.

Presenting Signs and Symptoms

e Genital

Dryness

Itching

Burning

Dyspareunia

Burning leukorrhea

Vulvar pruritus

Feeling of pressure

Y ellow malodorous discharge

Bacteriology (Vaginal Environment)

e Vaginal Mucosa Glycogen Diminish

e Intravaginal Lactobacilli Diminish

e pH Rise

e Various Contaminating Organisms Growth

e Streptococci, Staphlococci ( ),
Coliform ( ) Bacteria and Diphtheroids
( )

Atrophic Vaginitis

e Bacterial infection or tissue reaction to
bacterial metabolities

e Bacterial organisms

e Candidiasis ( )

e Trichomoniasis ( )

e Hemophilus ( ) Vaginalis (H.
Vaginalis)

e Streptococci ( ) (Beta Streptococci and
Streptococcus Faecalis)

Epidemiology
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Diagnosis

e Physical examination
Genital
e Pale, smooth or shiny vaginal epithelium
Loss of elasticity or turgor of skin
Sparsity of pubic hair
Dryness of labia
Fusion of labiaminora
Introital stenosis
Friable, unrugated epithelium
Pelvic organ prolapse
Rectocele
Vulvar dermatoses
Vulvar lesions
Vulvar patch erythema
Petechiae of epithelium
Urethral
e Urethral caruncle
Eversion of urethral mucosa
Cystocele
Urethral polyps
Ecchymoses
Minor lacerations at peri-introital and posterior fourchette

Postmenopausal Changes
in the Vaginal Epithelium
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Atrophy: The Clinical Picture
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Laboratory Diagnosis of Atrophic Vaginitis

Positive indication

Laboratory test




Vaginal Cell Maturation

Atrophic Vaginitis Under the Microscopea

Menopause

e Marked drop of ovarian steroid
hormones will lead to:
e loss of urogenital trophic support.
e atrophy of urogenital tract.
e atrophy of collagenous tissue of the
internal urethral sphincter leading to its
weakness

e atrophy of urothelium, this will increase the
chance of infection leading to more persistent,
recurrent or chronic infection

Menopause

Estrogen deficiency will
lead to drop in the levels of:
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eCollagen atrophy + mucosal
thinning in menopuase will lead
to :
e Frequency
e Nocturia
e Dysuria
e Urgency
e Cystitis
o SUI
e DI
e Mixed type of incontinence.

i

M anagement of urogenital problems
| Ilin menopause: therapeutic goals

|
e Relieve symptoms
e Reverse atrophic anatomic changes

NAMS position statement. Menopause 2007. Copyright 2007

Vaginal atrophy management:

: treatment options

i ] |
e Nonhormonal vaginal lubricants and
moisturizers are first-line therapy

e Prescription estrogen therapy (ET) may be
required for symptomatic vaginal atrophy that
does not respond to nonhormonal options

i
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Treatment of Senile Vaginitis

e Moisturizersand Lubricants
e Estrogen Replacement

e Vitamins: including E and D

e Sexual Activity

Treatment of Senile Vaginitis
—Estrogen Replacement—

* Systemic administration
10to 25 % failure rate by standard dosages
Up to 24 months of therapy may be necessary
to totally eradicate dryness.

* Local vagina administration
more potent in alleviating symptoms of atrophic
vaginitis than oral or transdermal preparation
Vaginal Cytology
e 0.3mg Premarin® Vagina Cream comparable to 1.25mg
Ora Form CEE

HT and Vaginal Atrophy

e When HT is considered solely for thisindication,
local (not systemic) vaginal ET isgeneraly
recommended

e Progestogen generally not indicated
with low-dose, local vaginal ET

i

NAMS position statement. Menopause 2007. Copyright 2007




Vaginal Estrogen Effects of
~ Various Doses
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Reference : J Clin Endocrinol Metab 57: 133-139, 1983

Improvement in Vaginal Histology
With Local Estrogen Therapy

Benefits of HT in Urinary Problems

° Urinary symptoms:
e Incontinence —Urethral abnormality, Detrussor
instability, Overflow Incontinence
e Frequency, Urgency, Dysuria
e Difficulty in voiding
e Estrogen may produce considerable
improvement in these symptoms by increasing

e Epithelial thickness, vascularity, closing pressure of
urethra

e Adrenergic receptor in bladder urethral muscle
e Collagen content of connective tissue

| Effect of Estragen Therapy

For recurrent bladder infections:

« Estrogen therapy is more effective than
daily antibiotics,

« Topical vaginal estrogen application
appears more effective than estrogan
by mouth
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Evidence Based Medicine

e Topic—

e “Treatment of atrophic vaginitis with topical
conjugated equine estrogens in postmenopausal
Asian women”

e Objective —

e Effects of topical estrogens on atrophic vaginitis

and gynecological health in Asian women

Reference: Climacteric 2004; 7: 312-318




Evidence Based M edicine

e Primary outcome — Changes in the vaginal
maturation index (VM)

e Physiologica changes assessed by the Genital
Health Clinical Examination (GHCE)

e Vaginal pH, fluid secretion, epithelial mucosa,
moisture, rugosity and mucosal color

Evidence Based M edicine

e Multi-center, open-label, 150 postmenopausal
women age < 70 years with atrophic vaginitis

e Taiwan, Hong Kong, Malaysia, Philippines,
Singapore and China

e Vagina atrophy defined: 0-10% superficial cellsor
GHCE scored </=15

e 1 G CEE vaginal cream QD at bedtime, on
days 1-21 of two 28-day cycles

Evidence Based Medicine
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Evidence Based Medicine

e Result -

e VMI improved at 15t month, and maintained at
2 months

e Conclusion -

e Vaginal treatment with CEE cream resulted in
beneficial changes in the vaginal tissues and
induced an overall genital health pattern more
characteristic of the pre-menopausal state.

HT & Self-Reported Urmary Incontinence
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Efficacy of Low-dose v aginal Estmiol cn Urogenital
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Atrophic Vaginitis
Treatment Options
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Safety of Low-Dose Vaginal
Estrogen Preparations

AL L
1 e

voauEsl ran il

Vaginal discharge (leukarrhea) is commen, and is

an expected side effect;

those fallo

Efficacy of Low-Dose Vaginal
Estrogen Preparations

Vaginal effects are comparable or better than

g Sy stemic HT/ET;

Long-term effects are better than placebo ar

trof&n reatmeEnts;

| Choosing vaginal ET

[
approved for treating vaginal atrophy include:

=
Low-dose, local, prescription vaginal ET products FDA-

= estradiol vaginal cream (Estrace Vaginal Cream)
= CE vaginal cream (Premarin Vaginal Cream)

= estradiol vaginal ring (Estring)

= estradiol hemihydrate vaginal tablet (Vagifem)
All are equally effective at doses recommended

in labeling
Choice depends on clinical experience
and patient preference

Y
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Need for endometrial
surveillance

|

_—

e There are insufficient data to recommend annual
endometrial surveillance in asymptomatic women
using low-dose, local vaginal ET

e Closer surveillance may be required if a

woman is:
« at high risk for endometrial cancer

e Using a greater dose of vaginal ET
« having symptoms such as spotting,
breakthrough bleeding

Y

NAMS position statement. Menopause 2007. Copyright 2007




Possible Systemic Effects of Vaginal ET

e Systemic Markers (Such as LH ,FSH and
SHBG)
e 2.5mg Premarin® Vaginal Cream comparable
to % ~ 1/16 Oral Form CEE
e Vaginal Cytology

e 0.3mg Premarin® Vaginal Cream comparable
to 1.25mg Oral Form CEE

Competitor Comparison

Premarin® Ovestin
Vaginal Cream | Vaginal Suppository

Wyeth Organon
Conjugated Estriol
Estrogens
Vaginal

Vaginal Cream Suppository

e Risk of Endometrial Stimulation in long- 0.625mg
term treatment ? Conjugated 0.5mg/Supp
Estrogens / GM
o . s i
P | |
- [ , I n mar 1
: :- i - 1 m L |
N . whpll
- FE - i |l
{1
1 F—f——— R | N |
ke i [ 1 ey - N
+ o = g 5 Segrs plriowa rapbs |~ and PRE, | b amd TES spmulgiml FEL rebssear juph 1] mibebila
. - Ay prd Frraae | ' il parHan
P | Mol i bl 0 L g s Dl @ & i el Pl i
sl pae
:.,lm'\-:.all;.‘..........-\.u. FEH el L = s e g el Fromea | 1
! e ol 0 Wl
+ + + +
fEgeicend dlbperry (Pad0R |
Fip B Moon plaiess SHBG cipaciry 41809 @ Dr=arin 4o an gl P | i il J

Fig 5. Mean WY {a51F) i Chemtin {a—a)and Prameagis - =) bicaled paikaniy




Possible Systemic Effects of Vaginal ET

e Preparation containing E1 and/or E2 give
rise to unphysiologically high circulating
estrogen levels after intravaginal
application.

e It possibly leads to unwanted general
effects, of which excessive endometrial
stimulation is potentially the most
dangerous.

Long-term Use of Low-Dose Vaginal ET:
Endometrial Protection
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evaluation of endomeatrial chang

# Meticulous endometrial evaluation should be
undertaken e with:

Endometrial Risk Assessment:
Long-Term Low=-Dose VWaginal ET

¢« Emdometrial proliferative changes ar an
tin may develop

pical hyperplasia ar endometrial
cancer have baen reported:

« The astrogan affeact on utering bload flow varies
by the vaginal application sibe:

e wvlioan esdradiol wmas ajapl el e e

e Thee PeliiEjen wan

| L ength of Therapy

e Vaginal ET should be continued as
long as distressful symptoms remain

NAMS position statement. Menopause 2007. Copyright 2007

Conclusions

e Postmenopausal dysfunction of the urogenital
organs is unavoidable for all women, although
the severity varies among individuals.

e HT combined with pelvic floor physiotherapy
and/or surgery is considered useful for
improving quality of life in postmenopausal
women.




