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WHAT IS MENOPAUSE?

Jatural - ovarian estrogen production decreases
usually begins in a woman'’s late 40’s/early 50’s

> Irregular menstrual cycles (shorter or longer cycles,
heavier or lighter bleeding, more missed periods)

- hot flashes, night sweats (may disrupt sleep)

- vaginal dryness (may cause itching, painful intercourse
increased bladder infections)

urgical - removal of both ovaries at any age
Hysterectomy, removal of uterus, i.e. does not cause menopaus



NATURAL MENOPAUSAL TRANSITION

Perimenopausal phase (mid-late 40’s, early 50’s):
> irregular menstrual cycles, may go on for years
> ? - hot flashes, night sweats, vaginal dryness
> accelerated bone loss, transitory
Menopause - defined as having had no uterine
(menstrual) bleeding for 12 months; average age:
Postmenopausal

> ?7? - hot flashes, night sweats, vaginal dryness
» gradual bone loss, ongoing



A Brief History of Hormone Therapy

Observational Studies suggest Benefits > Risl

E associated with fewer fractures; higher BMD
OCs associated with E associated with lower CHD
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VHI Hormone Trials: Specific Aims




WHI: Data Safety Monitoring Board Outcomes




WHI HT Study: Baseline Hypotheses

nticipated Risk Expected Benef
Coronary Artery Disease
(Heart Attacks)
S ——— ;
— Threshold Level Threshold Leve| <=
Early STOPPING Early STOPPING
for HARM for BENEFIT

Additional Ben
* Bone (Hip) Fr:

* Overall Morta

Plan to follow to 2005

(average 8.5 years)



WHI| Hormone Program Design

YES (N=10,739)
Estrogen
Only Trial

Estrogen +
Progestin Trial

rent HT required 3-month wash-out before baseline testinJ



NHI Hormone Sample Size, Outcomes, Follow- L
Women, aged 50-79  Total HT trials = 27,347

E-only
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WHI HT: Baseline Age Distribution
Meanz sb: HystX-E only = 63.6+7.3; Uterus-E+P = 63.3+7.

Goal: 50-54 = 10%; 55-59=20%; 60-69=45%; 70-79=25%
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NHI HT: Minority Distribution (% of Cohort)
HystX: 2511/10,739 (23.3%) Uterus: N = 2531/16,608 (14.6%)

20.0 Total Numbers of Minority Women in HT Trials
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14.0
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ay 2002: NIH accepted DSMB recommendation
to stop WHI Estrogen plus Progestin Trial




HI CEE+MPA Trial Findings, July 2002 (aver. 5.2 yr

l
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WHI E+P Trnal: Annualized Event Rates
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Adapted from: Writing Group for the Women'’s Health Initiative. JAMA. 2002;288:321-333



Hl E+P Trial: Updated Attributable Risk Summa




Total Prescriptions Dispensed for Combination Estrogen/Progestin
Products, 1995 - July 2003
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IMS Health, National Prescription Audit Plus™, 1995 — July 2003,
extracted August 2003.




WHI Memory Study (WHIMS) - an ancillary stud
Women, aged 65-79 at baseline Total = 7479

E-Alone

Average
CEE 5.2 years
2947

Average

Follow-ug

4.1 years




WHIMS CEE+MPA: Rates per 10,000 women per year for
'robable Dementia and Mild Cognitive Impairment Diagnosis

* Average 4.1 years of follow-up CEE Placeba
9 N=2229 N =230.
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bruary 2004: NIH stopped the WHI E-Alone Tria




| E-Alone (CEE) Trial: Absolute (annualized) Risk (6.8
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HI E-Alone Trial: Attributable Risk Summary




WHIMS CEE: Rates per 10,000 women per year for
robable Dementia and Mild Cognitive Impairment Diagnosis

* Average 5.2 years of follow-up CEE Placebc
N=1464 N = 148.
9 PD (N)* 28 19
80 Rate per 37 25
70 - 10,000
60 person-years
E on 50 PD: Hazard Ratio (95%
) 1.49 (0.83-2.66
S 40 ( )
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10
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ABOUT
HORMONES

Hormone-replacement therapy
is riskier than advertised.
What's a woman to do?

TRUTH |

MARTHA'S HARD TIME = KERRY'S
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MENDAPiA\USI

WHAT WOMEN NEED TO KNOW N
NEW RISKS AND REWARDS OF TR
HOW MEN ARE AFFECTED




Currant Laosling for most widsly orescrioed
rlormone Tneraopy: Indicatlons and Usagse




Management of Menopausal Symptoms
Hot Flashes and Night Sweats: Lifestyle




Management of Menopausal Symptoms
Hot Flashes and Night Sweats: Medications




Managing Menopausal Hot Flashes & Night Sweats
Complementary and Alternative Therapies

None of the following have been shown to decrease
vasomotor symptoms significantly better than placebo

¢ Phytoestrogens (Plant-based estrogens)
Best single dietary source is soy.

FDA has approved a statement that soy protein at a dose of 25 gm/day,
combined with a low-fat diet, may reduce CVD risk, based on modest
reduction in total cholesterol.

¢Dong quai
¢Black Cohash

¢ Evening primrose oil (gamma-linoleic acid)



Management of Menopausal Symptoms

ot Flashes & Night Sweats: Medications (cont)




Managing Menopausal Urogential Symptoms

Oral and transdermal estrogen and a estradiol-releasing
silicone vaginal ring improve urogenital symptoms.

Vaginal Dryness and Dyspareunia can be treated with a
topical estrogen cream, tablet, or vaginal ring, or with non-
hormone moisturizing or lubrication products.

Topical estrogen preparations provide more effective relief
of vaginal dryness than oral or transdermal estrogen,
avoid high levels of estrogen in blood stream.

Incontinence- Not reduced by systemic estrogen alone or
with a progestin. In HERS trial, was increased by estrogen
plus progestin vs placebo; also in WHI.



Current Labeling: Indications and Usage
’REMARIN [PREMPRO or PREMPHASE in women who have a uterus]

3. Prevention® of postmenopausal osteoporosis

(*not FDA-approved for treatment)

When prescribing solely for the prevention of postmenopausal osteoporo
therapy should only be considered for women at significant risk of

osteoporosis after non-estrogen medications have been carefully conside
Start at 0.3 mg [+1.5 mg MPA]

Other Indications for Premarin (not listed for Prempro):

= treatment of hypoestrogenism due to hypogonadism, castration or
primary ovarian failure;

= treatment of breast cancer (for palliation only) in appropriately selected
women and men with metastatic disease;

» treatment of advanced androgen-dependent carcinoma or the prostate
(for palliation only)



Managing Menopausal Osteoporosis

Lifestyle: stop smoking; avoid extreme weight loss;
add weight-bearing, muscle-building, and balance
exercises; avoid sedatives; avoid excess alcohol;
correct visual impairment; fall-proof the home

Diet: correct calcium deficiency; first, increase calcium-
rich foods: (Each dairy portion contains approximately
300 mg; for women with lactose intolerance, calcium-
supplemented orange juice or mineral water rich In
calcium are useful). The combined diet and
supplement intake should be 1200 mg/day of calciumr



JA-approved medications to prevent osteoporos
- based on Bone Mineral Density (BMD) cut-points

Estrogens (+ progestin) - wide range

Raloxifene (Evista®)
- Selective Estrogen Receptor Modulator (SERM)

Bisphosphonates:
Alendronate (Fosomax®); Risedronate (Actonel®)

Calcitonin, as a nasal spray (Miacalcin®)



FDA approved medications to prevent
osteoporotic fractures (CT evidence)

Estrogens are not FDA approved to prevent fracture
despite WHI E+P and E-only trial evidence that
these hormones prevent hip and other fractures.

Raloxifene (Evista®)
has been shown to reduce spine fracture risk

Bisphosponates: Alendronate (Fosomax®);
Risedronate (Actonel®), rapid acting bone-spec
effects, shown to reduce spine & non-spine fractu

Parathyroid hormone (Fortao®) by daily injection
effective in women with very severe osteoporosis
who need to gain substantial bone



