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Program Ups Vaccination Rate in Pregnant Women

BY PATRICE WENDLING

Chicago Bureau

Kansas City, Mo. — A staff and
bilingual patient education program dra-
matically increased immunizations for preg-
nant women in Suffolk County, New York.

But progress in this massive county of
1.3 million residents could be thwarted by
state legislation banning the use of vac-
cines containing thimerosal, Mary Koslap-
Petraco said at the National Immunization

Conference sponsored by the Centers for
Disease Control and Prevention.

A staff education program was devel-
oped for obstetricians, nurse-practitioners,
and registered nurses at prenatal clinics in
all eight primary health centers and three
satellite offices run by the Suffolk County
Department of Health Services (DHS).
The nursing staff then developed a bilin-
gual teaching program in Spanish and Eng-
lish for the women attending the clinics.

The largest ethnic group in the county

is Hispanic, many of whom are immi-
grants, followed by African American,
white, Asian, and Native American. All of
the patients were enrolled in the Medicaid
prenatal assistance program.
Immunization status was checked for
each pregnant woman for three targeted
vaccines: tetanus and diphtheria (Td), he-
patitis A/B, and influenza. Each woman
was then offered an immunization, and
given vaccine-specific education. A written
immunization record was provided for

ACTIVELLA®

(estradiol/norethindrone acetate) tablets
1.0mg/0.5 mg

0.5mg/0.1 mg

Rx Only
(For full Prescribing Information and Patient Information, visit www.activella.com.)

CARDIOVASCULAR AND OTHER RISKS
Estrogens with or without progestins should not be used for the prevention of cardiovascular disease
Dfdememla (See CLINICAL STUDIES in prescribing information and WARNINGS, Cardiovascular
Dementia) The tin substudy of the Women's Heatth Initiative (WHI)
reported increased risks of myocardial infarction, stroke, invasive breast cancer, pulmonary emboli, and
deep vein thrombosis in postmenopausal women (50 to 79 years of age) during 5.6 years of treatment
with oral conjugated estrogens (CE 0.625 mg) combined with medroxyprogesterone acetate (MPA 2.5
mg) perday ve\anvetu placebo. (See CLINICAL STUDIES in prescribing information and WARNINGS,

estrogen plus progestin compared with p\anem \n the WHI ma\ |nvaswe breast cancers were larger
and diagnosed at a with the

uuanmy and quahly of breast milk. Detedab\e amounts of esmgens nave been \demmed in the milk of

placebo group. Metastatic disease was rare, with no apparem dlfference between lhe wo groups.
Other prognostic factors, such as histologic subtype, grade and hormone receptor status did not differ
between the groups.

In the estrogen-alone substudy of WHI, after an average of 7.1 years of follow-up, CE (0.625 mg daily)
was not associated with an increased risk of invasive breast cancer (RR 0.80, 95% nCl 0.62-1.04).

In a one-year trial among 1,176 women who received either unopposed 1 mg estradiol or a combination
of 1 mg estradiol plus one of three different doses of NETA (0.1, 0.25, and 0.5 mg), seven new cases of
breast cancer were diagnosed, two of which occurred among the group of 295 women treated with
Activella 1.0 mg/0.5 mg and two of which occurred among the group of 294 women treated with 1 mg
estradiol/0.1 mg NETA.

The use of estrogen alone and estrogen plus progestin has been reported to result in an increase

in abnormal mammograms requiring further evaluation. All women should receive yearly breast
examinations by a heanh care provider and perform monthly breast seff-examinations. In addition,

Malignant neoplasms, The estrog

based on patient age, risk factors, and prior
results.

of the WHI reported increased risks of stroke and deep vein V)i women
(50 o 79 years of age) during 6.8 years and 7.1 years, respectively, of treatment with oral conjugated
eﬁmgens (CE 0625 mg) per day, relative to placebo. (See CLINICAL STUDIES in prescribing information
and WARNING disorders.) Initiative Memory Study (WHIMS), a
subsmdy mme WHI study, reported increased risk of developing probable dementia in postmenopausal
women 65 years of age or older during 4 years of treatment with CE 0.625 mg combined with MPA

2.5 mg and during 5.2 years of treatment with CE 0,625 mg alone, relative to placebo. It is unknown
whether this finding applies to younger postmenopausal women. (See CLINICAL STUDIES in prescribing
information, WARNINGS, Dementia and PRECAUTIONS, Geriatric Use.) Other doses of oral conjugated
estrogens with , and other inati dosage forms of estrogens
and progestins were not studied in the WHI c\ln;ca\ frials and, in the absence of comparable data, these

Id be assumed to be similar. Because of these trials, estrogens with or without progestins
should be prescribed at the lowest effective doses and for the shortest duration consistent with
treatment goals and risks for the individual woman.

INDICATIONS AND USAGE Activella 1.0 mg/0.5 mg and 0.5 mg/0.1 mg are indicated in women who
have a uterus for the:

1.Treatment of moderate to severe vasomotor symptoms associated with menopause.

2. Prevention of postmenopausal osteoporosis. When prescribing solely for the prevention of
postmenopausal osteoporosis, therapy should only be considered for women at significant risk of
‘osteoporosis and non-estrogen medications should be carefully considered.

The mainstays for decreasing the risk of postmenopausal osteoporosis are weight bearing exercise,
‘adequate calcium and vitamin D intake, and when indicated, pharmacologic therapy. Puslmempausa\
‘women require an average of 1500 mg/day of elemental calcium. Therefore, when not

b. ial cancer The use of in women with intact uteri has been associated
with an increased risk of endometrial cancer. The reported endometrial cancer risk among unopposed
estrogen users is about 2 to 12 fold greater than in nonusers, and appears dependent on duration of
treatment and on estrogen dose. Most studi no significant increased risk iated with use of
estrogens for less than one year. The greatest risk appears associated with prolonged use, with an
increased risk of 15- to 24-fold for five to ten years or more. This risk has been shown to persist for at
least 8 to 15 years after estrogen therapy is msoonnnued

Clinical il f all women taking is important. Adequate
diagnostic measures, including endometrial sampling when indicated, should be undertaken to rule out
‘malignancy i all cases of undiagnosed persistent or recurring abnormal vaginal bleeding. There is no
evidence that the use of natural estrogens results in a different endometrial risk profile than synthetic
estrogens of equivalent estrogen dose. Adding a progestin to estrogen therapy has been shown to
reduce the risk of endometrial hyperplasia, which may be a precursor to endometrial cancer.
Endometrial hyperplasia (a possible precursor of endometrial cancer) has been reported to occur in
approximately 1% or less with Activella in one large clinical ma\

3.Dementia In the estre Pl Women's Health Initi y Study (WHIMS), a
substudy of WHI, a pnpu\amn of 4! 532 postmenopausal women ageﬁ 65t079 yearswas randomized to
CE/MPA (0.625 mg/2.5 mg daily) or placebo. In the estrogen-alone WHIMS substudy, a population of
2,947 hysterectomized women, aged 65 to 79 years, was randomized to CE (0.625 mg daily) or placebo.
In the estrogen-plus-progestin substudy, after an average follow-up of four years, 40 women in the
estrogen-plus-progestin group and 21 women in the placebo group were diagnosed with probable
dementia. The re\anve nsk uf pmbab\e demerma for estrogen plus progestin vs. placebo was 2.05 (95%

calcium supplementation may be helpful for women with suboptimal dietary intake. Vitamin D
supplementation of 400-800 IU/day may also be required to ensure adequate daily intake in
postmenopausal women.

Activella 1.0 mg/0.5 mg is also indicated in women who have a uterus for the:

3.Treatment of moderate to severe symptoms of vulvar and vaginal atrophy associated with menopause.
When used solely for the treatment of symptoms of vulvar and vaginal atrophy, topical vaginal products
should be considered.

CCONTRAINDICATIONS Activella should not be used in women with any of the following conditions:

1. Undiagnosed abnormal genital bleeding.

2. Known, suspected, or history of cancer of the breast.

3. Known or suspected estrogen-dependent neoplasia.

4. Active deep vein thrombosis, pulmonary embolism, or history of these conditions.

5. Active or recent (e.g., within the past year) arterial thromboembolic disease (e.g., stroke, myocardial
infarction).

6. Liver dysfunction or disease.

7. Known hypersensitivity to the ingredients of Activella 1.0 mg/0.5 mg or Activella 0.5 mg/0.1 mg.

8. Known or suspected pregnancy. There is no indication for Activella in pregnancy. There appears to

be little or no increased risk of birth defects in children bor to women who have used

C11.21-3.48). Thy ntia for CE/MPA vs. placebo was 45 vs. 22 cases per
10,000 women-years.
In the estrogen-alone subsludy after an average IoHow -up of 5 2 years 28 women in the estrogen-alone
group and 19 women in the placebx with tia. The relative risk of
probable dementia for CE a\unevs u\acebnwas 1.49(95% CI 0 BS«Z 6). The absolute risk of probable
dementia for CE alone vs. placebo was 37 vs. 25 cases per 10,000 women-years.
When data from the two populations were pooled as planned in the WHIMS protocol, the reported overall
relative risk of probable dementia was 1.76 (95% Cl 1.19-2.60). Since both substudies were conducted
inwomen ages 65 to 79, itis unknown whether these ﬂndmgs apply to younger postmenopausal
women, (See BOXED WARNINGS and PRECAUTIONS, Geri )
4. Gallbladder disease A two-to four fold i mcrease inthe nsk of gallbladder disease requiring surgery in
women feCeIVI"Q

5. Hypercalcemia Estrogen administration may lead to severe hypercalcemia in patients with breast
cancer and bone metastases. If hypercalcemia occurs, use of the drug should be stopped and
appmpnate measures taken to reduce the serum calcium level.

vascular is has been reported in patients receiving estrogens.
Dlscommue medication pending examination if there is a sudden partial or complete loss of vision, or a
sudden onset of proptosis, diplopia, or migraine. If examination reveals papilledema or retinal vascular

progestins from oral contraceptives inadvertently during early pregnancy. (See PRECAUTIONS.)

WARNINGS
See BOXED WARNINGS.

disorders Estrogen-plus-progestin therapy has been associated with an increased
nsk of myocardial infarction as Jas stk , Vnous: ry embolism.
Estrogen-alone therapy has been associated wnh an increased risk of stroke and deep vein thrombosis
(DVT). Should any of these events occur or be suspected, estrogens should be discontinued immediately.
Risk factors for arterial vascu\ar disease (e.g., hypertension, diabetes mellitus, tobacco use,

d obesity venous .g., personal history or family

history of VTE, obesity, [ id be managed

lesions, be permanently di

PRECAUTIONS

A. General

1. Addition of a progestin when a woman has not had a hysterectomy Studies of the addtion of a
progestin for 10 or more days of a cycle of estrogen administration, or daily with estrogen ina
continuous regimen, have reported a lowered incidence of endometrial hyperplasia than would be
induced by estrogen treatment alone. Endometrial hyperplasia may be a precursor to endometrial cancer.
‘There are, however, possible risks that may be associated with the use of progestins with estrogens:
compared to estrogen-alone treatment. These include a possible increased risk of breast cancer.
2.Elevated blood pressure In a small number of case reports, substantial increases in blood pressure

a. Stroke In the estrogen plus pmgeshn substudy of the Women's Health Initiative (WHI), a statistically
significant increased risk of stroke was reported in women receiving CE/MPA 0.625mg/2.5mg daily
compared to women receiving placebo (31 vs. 24 per 10,000 women-years). The increase in risk was
demonstrated after the first year and persisted. (See CLINICAL STUDIES in prescribing information.)

have o idiosyncratic reactions to estrogens. In a large, randomized, placebo-controlled
clinical trial, a generalized effect of estrogens on blood pressure was not seen. Blood pressure should be
‘monitored at regular intervals with estrogen use.

3. Hypertriglyceridemia In patients with preexisting hypertriglyceridemia, estrogen therapy may be
assoclabad wnh e\evanons of plasma triglycerides leading to pancreatitis and other complications.

In the estrogen-alone substudy of the WHI, a statistically significant increased risk of stroke W

in women receiving CE 0.625 mg daily compared to women receiving placebo (44 vs. 32 per 10,000
women-years). The increase in risk was demonstrated in year one and persisted.

b. Coronary heart disease In the estrogen-plus progestin sub-study of WHI, ignificant

past history of cholestatic jaundice Estrogens may be poorly
mmabohzed in patients with impaired liver function. For patients with a history of cholestatic jaundice
associated with past estrogen use or with pregnancy, caution should be exercised, and in the case of
recurrence, Id be discontinued.

increase in CHD events (defined as non-fatal, MI, silent MI, or death, due to CHD) was reported in women
receiving CE/MPA compared to women receiving placebo (39 vs. 33 per 10,000 women-years). An
increase in relative risk was demonstrated in year one, and a trend toward decreasing relative risk was
reported in years 2 through 5. (See CLINICAL STUDIES in prescribing information.)

In the estrogen-alone substudy of WHI, no overall effect on coronary disease (CHD) events was reported
in women receiving estrogen alone compared to placebo. (See CLINICAL STUDIES in prescribing
information.)

women di 2,763, average age 66.7 years), a
controlled clinical trial of secondary prevention of cardiovascular disease (Heart and Es1mgen/Proges1m

5. Hypothyroidism Estrogen administration leads to increased thyroid-binding globulin (TBG) levels.
Patients with normal myrmd function can compensate for the |nofeased I TBG by making more thyroid
hormone, thus mair free T,and T, the normal range. Palwems dependent
on thyroid hormone replacement therapy who ar iving estrogen may require ir

of their thyroid replacement therapy. These patients should have: me\rmymm function monitored to
‘maintain their free thyroid hormone levels in an acceptable range.

6. Fluid retention Estrogens may cause some degree of fluid retention. Because of this, patients who
have conditions that might be influenced by this factor, such as a cardiac or renal dysfunction, warrant
careful obwvatmn when estrogens are prescribed.

Replacement Study (HERS)) treatment with CE/MPA (0.625mg/2.5mg per day)
cardiovascular benefit. During an average follow-up of 4.1 years, treatment with CE/MPA did nm reduce
the overall rate of CHD events in postmenopausal women with established coronary heart disease.
There were more CHD events in the CE/MPA-treated group than in the placebo group in year 1, but not
during the subsequent years. Participation in an open-label extension of the original HERS trial (HERS

1)) was agreed to by 2,321 women. Average follow-up in HERS Il was an additional 2.7 years, for a total
of 6.8 years overall. Rates of CHD events were cnmparab\e among women in the CEAMPA gmup and

7. Es be used with caution in individuals with severe hypocalcemia.

8. Ovari: ‘The estrogen-plt of WHI reported that after an average
follow-up of 5.6 years, the re\anve risk for ovarian cancer for estrogen plus progestin vs. placebo was
1.58 (95% Cl 0.77 - 3.24), but was not statistically significant. The absﬂ\me nsk Iur estmgen plus
progestin vs. placebo was 4.2 vs. 2.7 cases per 10, In som
the use of estrogen-only products, in particular for 10 or more years has heen assoclaled with an

this drug. Caution should toa nursing

muthen

H. Pediatric Use Activella is not indicated in children.

1. Geriatric Use Clinical studies of Activella did not include sufficient number of subjects aged 65 and
over to determine if they responded differently from younger subjects.

Of the total number of subjects in the estrogen-plus-progestin substudy of the Women's Health Initiative
(WHI study, 44% (n=7,320) were 65-74 years of age, while 6.6% (n=1,095) were 75 years and over.
‘There was a higher relative risk (CE/MPA vs. placebo) of non-fatal stroke and invasive breast cancer
inwomen 75 and over compared to women less than 75 years of age. In women greater than 75, the
increased risk of non-fatal stroke and invasive breast cancer observed in the estrogen-plus-progestin
combination group compared to the placebo group was 75 vs. 24 per 10,000 women-years and

52 vs. 12 per 10,000 women-years, respectively.

In the estrogen-plus-progestin Women's Health Initiative Memory Study (WHIMS), a subsmdy UVWH\

a population of 4,532 women, aged 65 to 79 years,

(0.625 mg/2.5 mg daily) or placebo. In the estrogen-plus-progestin group, after an average faHuw -Up
of four years, the relative risk (CE/MPA vs. placebo) of probable dementia was 2.05 (95% Cl 1.21-3.48).
The absolute risk of developing probable dementia with CE/MPA was 45 vs. 22 cases per 10,000
women-years with placebo.

Of the total number of subjects in the estrogen-alone substudy of WHI, 46% (n=4,943) were 65 years
and over, while 7.1% (n=767) were 75 years and over. There was a higher relative risk (CE vs. placebo)
of stroke in women less than 75 years of age compared to women 75 years and over. In the
estrogen-alone WHIMS substudy, a population of 2,947 hysterectomized women, aged 65 to 79 years,
was randomized to CE (0.625 mg daily) or placebo. After an average follow-up of 5.2 years, the relative.
isk (CE vs. placebo) of probable dementia was 1.49 (95% Cl 0.83-2.66). The absolute risk of developing
probable dementia with estrogen alone was 37 vs. 25 cases per 10,000 women-years with placebo.
Seventy-nine percent of the cases of probable dementia occurred in women that were older than 70 for
the CE-alone group, and 82 percent of the cases of probable dementia occurred in women who were
older than 70 in the CE/MPA group. The most common classification of probable dementia

in both the treatment groups and placebo groups was Alzheimer's disease.

When data from the two populations were pooled as planned in the WHIMS protocol, the reported overall
relative risk for probable dementia was 1.76 (35% Cl 1.19-2.60). Since both substudies were conducted
inwomen aged 65 to 79 years, it is unknown whether these findings apply to younger postmenopausal
women. (See BOXED WARNINGS and WARNINGS, Dementia.)

ADVERSE REACTIONS

See BOXED WARNINGS, WARNINGS and PRECAUTIONS.

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed
inthe clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug
and may not reflect the rates observed in practice. The adverse reaction information from clinical trials
does, however, provide a basis for identifying the adverse events that appear to be related to drug use
and for approximating rates.

Adverse events reported with Activella 1.0 mg/0.5 mg by investigators in the Phase 3 studies regardiess
of causality assessment are shown in Table 6.

‘TABLE 6: ALL TREATMENT-EMERGENT ADVERSE EVENTS REGARDLESS OF RELATIONSHIP
REPORTED AT A FREQUENCY OF > 5% WITH ACTIVELLA 1.0 MG/0.5 MG

Endometrial Vasomotor Osteoporosis
Hyperplasia Study Symptoms Study Study
(12-Months) (3-Months) (2 Years)
Activela  TmgE2  Activela  Placebo  Activella  Placebo
10mg/05mg 1.0mg/0.5 mg 1.0mg/0.5 mg
(0=295) (1=296) (n=29)  (n=34) (n=47)  (n=48)
Body as a Whoie
Back Pain 6% 5% 3% 3% 6% 4%
Headache 16% 16% 17% 18% 1% 6%
Digestive System
Nausea 3% 5% 10% 0% 1% 0%
Gastroenteritis 2% 2% 0% 0% 6% 4%
Nervous System
Insomnia 6% 4% 3% 3% 0% 8%
Emotional Lability 1% 1% 0% 0% 6% 0%
Respiratory System
Upper Respiratory Tract
Infection 18% 15% 10% 6% 15% 19%
Sinusitis % 1% h 0% 15% 10%
Weight Increase 0% 0% 0% 0% 9% 6%
Breast Pain 24% 10% 21% 0% 17% 8%
Post-Menopausal Bleeding 5% 15% 10% 3% 1% 0%
Uterine Fibroid 5% 4% 0% 0% 4% 8%
Ovarian Cyst 3% 2% Th 0% 0% 8%
Resistance mechanism
Infection Viral 4% 6% 0% 3% 6% 6%
Moniliasis Genital 4% T 0% 0% 6% 0%
Terms
Injury Accidental 4% 3% 3% 0% 17%* 4%
Other Events 2% 3% 3% 0% 6% 4%

*including one upper extremity fracture in each group
Adverse events reported with Activella 0.5 mg/0.1 mg by investigators during the Phase 3 study
regardless of causality assessment are shown in Table 7.

‘TABLE 7: ALL TREATMENT-EMERGENT ADVERSE EVENTS REGARDLESS OF RELATIONSHIP
REPORTED AT A FREQUENCY OF = 5% WITH ACTIVELLA 0.5 MG/0.1 MG

increased risk of ovarian cancer Other have not found

the placebo group in HERS, HERS I, and overall. Larg estrogen (5 mg

per day), comparable to those used to treat cancer of the prostate and breast, have been shown i na
large prospective clinical trial in men to increase the risk of nonfatal myocardial infarction, pulmonary
embolism, and mmmbuph\ebms

¢. Venous the estrogen-pl of the Women's Health
Initiative (WHI), a statistically significant 2-fold greamr rate of VTE (DVT and pulmonary embolism

[PEI), was reported in women receiving CE/MPA compared to women receiving placebo (35 vs. 17 per
10,000 women-years). Statistically significant increases in risk for both DVT (26 vs. 13 per 10,000
women-years) and PE (18 vs. 8 per 10,000 women-years) were also demonstrated. The increase in
VTE risk was demonstrated during the first year and persisted. (See CLINICAL STUDIES in prescribing
information,) i In the estrogen-alone substudy of WHI, the risk of VTE was reported to be increased for
women estrogens (30 vs. 22 per 10, Ithough only the increased
risk of DVT reached statistical significance (23 vs. 15 per 10,000 women- years) The increase in VTE
risk was demonstrated during the first two years. If feasible, estrogens should be discontinued at least 4
10 6 weeks before surgery of the type associated with an increased risk of thromboembolism, or during
periods of prolonged immobilization.

2. Malignant neoplasms

a. Breast cancerin some studies, the use of estrogens and progestins by postmenopausal

women has been reported to increase the risk of breast cancer. The most important randomized clinical
trial providing information about this issue is the CE/MPA substudy of the WHI study (see CLINICAL

9. iosis may be exacerbated with admir i ufestmgens‘
Malignant transformation of residual endometrial implants has been reported in women treated post-
hysterectomy with estrogen-alone therapy. For patients known to have residual endometriosis post-
hysterectomy, the addition of progestin should be considered.

10. Exacerbation of other conditions Estrogens may cause an exacerbation of asmma diabetes
‘melitus, epilepsy, migraine or porphyria, systemic lup and

should be used with caution in women with these conditions.

B. Patient advised to discuss the contents of the Patient Information leaflet
with patients for whom they prescribe Activella 1.0 mg/0.5 mg or Activella 0.5 mg/0.1 mg.

C. Laboratory Tests Estrogen administration should be initiated at the lowest dose approved for the
indication and then guided by clinical response, rather than by serum hormone levels (e.g., estradiol,

D. Drug/Laboratory Test Interactions

1. Accelerated prothrombin time, partial thromboplastin time, and platelet aggregation time;

increased platelet count; increased factors Il, Vil antigen, VIl coagulant activity, IX, X, XII, VIl-X complex,
and beta-thromboglobulin; decreased levels of anti-factor Xa and antithrombin lll, decreased
antithrombin lll activity, increased levels of fibrinogen and fibrinogen activity; increased plasminogen
antigen and activity.

2.Increased mym\drbmmng g\mu\m (TBG) levels leading to increased cucu\anng Ima\ thyroid hormone

STUDIES in prescribing information). The results f studies are g ll with
those of the WHI clinical tral.

Observational studies have also reported an increased risk of breast cancer for estrogen-plus-progestin
combination therapy, and a smaller increased risk for estrogen-alone therapy, after several years of use.
For both findings, the excess risk increased with duration of use, and appeared to return to baseline over
about five years after stopping treatment (only the observational studies have substantial data on risk
after stopping). In these studies, the risk of breast cancer was greater, and became apparent earlier, with
estrogen-plus- progesm combination therapy as compared to estrogen-alone therapy. However, these:

levels as measured by protein-bound iodine (PBI), T levels (by column or by 3
levels by T, resin uptake is decreased, reflecting the elevated TBG. Free T, and free
T, concentrations are unaltered. Patients on thyroid replacement therapy may require higher doses of
thyroid hormone.

3. Other binding proteins may be elevated in serum (i.e., corticosteroid binding globulin (CBG), SHBG)
leading to increased total circulating corticosteroids and sex steroids, mspemwe\y Free hormone

Activella Placebo
05mg/0.1 mg
(=194 (n=200)
Body as a Whoie
Back Pain 10% 4%
Headache 2% 19%
Pain in extremity 5% 4%
Nausea 5% 4%
Diarrhea 6% 6%
Respiratory System
Nasopharyngitis 2% 18%
Endometrial thickening 10% 4%
Vaginal hemorrhage 26% 12%

‘The following adverse reactions have been reported with estrogen and/or progestin therapy:

1. Genitourinary system Changes in vaginal bleeding pattem and abnormal withdrawal bleeding

or flow; breakthrough bleeding; spotting; dysmenorthea, increase in size of uterine leiomyomata;

vagmms including vagma\ candidiasis; change m amounl of cervical secretion; changes in cervical
ciropion; itis- ik > endometrial hyperplasia;

endumema\ cancer.

2.Breasts Tendemess, enlargement, pain, nipple discharge, galactorrhea; fibrocystic breast changes;

breast cancer.

3. Cardiovascular Deep and superficial venous thrombosis; pulmonary embolism; thrombophlebitis;

myocardial infarction, stroke; increase in blood pressure.

4. Gastrointestinal Nausea, vomiting; changes in appetite; cholestatic jaundice; abdominal pain/cramps,

flatulence, bloating; increased incidence of gallbladder disease; pancreatitis; enlargement of hepatic

hemangiomas.

5. Skin Chloasma or melasma that may persist when drug is discontinued; erythema multiforme;

erymema nodosum; hemorrhagic eruption; loss of scalp hair; seborrhea; hirsutism; itching; skin rash;

G Eyes Relma\ vascular thrombosis, intolerance to contact lenses.
Headache; migraine; dizziness; mental depression; chorea; insomnia;

concentrations may be decreased. Other plasma proteins may be ir
substrate, alpha-1 antitrypsin, ceruloplasmin).
4. Increased plasma HDL and HDL, cholesterol subfraction concentration, reduced LDL cholesterol

studies nave not variation in the risk of breast cancer 1 estrogens or
among -plus-progestin i doses, or routes of admi
In the estrogen-plus-progestin substudy, after a mean follow-up of 5.6 years, the WHI substudy reported
anincreased risk of breast cancer. In this substudy, prior use of estrogen alone or estrogen-plus-
progestin combination hormone therapy was reported by 26% of the women. The relative risk of invasive
breast cancer was 1.24 (95% nCl 1.01-1.54), and the absolute risk was 41 vs. 33 cases per 10,000

, for estrogen plus d with placebo, respectively. Among women who
reported prior use of hormone therapy, the relative risk of invasive breast cancer was 1.86, and the
absolute risk was 46 vs. 25 cases per 10,000 women-years, for estrogen plus progestin compared
with placebo. Among women who reported no prior use of hormone therapy, the relative risk of invasive
breast cancer was 1.09, and the absolute risk was 40 vs. 36 cases per 10,000 women-years of

increased triglyceride levels.

5. Impaired glucose tolerance.

6. Reduced response to metyrapone test.

E. Carcinogenesis, Mutagenesis, Impairment of Fertility Long-term continuous administration of
estrogen, with or without progestin, in women with or without a uterus, has shown an increased risk
of endometrial cancer, breast cancer, and ovarian cancer. (See BOXED WARNINGS, WARNINGS, and
PRECAUTIONS)

of natural ic estr in certain animal species
|naeases the frequency of carcinomas of the breast, uterus, cervix, vagina, testis, and liver.
F. Pregnancy Activella should not be used during pregnancy. (See CONTRAINDICATIONS.)
G. Nursing Mothers Estrogen administration to nursing mothers has been shown to decrease the

nervousness; mood disturbances; irritability; exacerbation of epilepsy; probable dementia.

8. Miscellaneous Increase or decrease in weight; aggravation of porphyria; edema; \eg cramps;
changes in libido; fatigue; reduced tolerance;

hypocalcemia; exacerbation of asthma; increased triglycerides; back pain; arthralgia; myalgia.
(OVERDOSAGE

Serious ill effects have not been reported following acute ingestion of large doses of
estrogen-containing drug products by young children. Overdosage of estrogen may cause
nausea and vomiting, and withdrawal bleeding may occur in females.

ACTIVELLA is  registered trademark of Novo Nordisk FemCare AG.

Manufactured by Novo Nordisk A/S, 2880 Bagsvaerd, Denmark:
o Revised December 2006; Version 7
novo nordisk - ©2007, Novo Nordisk Inc, Princeton, NJ 08540 132223
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each patient to take home, noting when
her next vaccination was due.

“When we started this program, we re-
ally didn’t vaccinate pregnant women with
much more than flu shots, if we even did
that,” said Ms. Koslap-Petraco, a certified
pediatric nurse-practitioner, and coordi-
nator of child health for Suffolk County,
Hauppauge, N.Y.

In 2005, 954 flu shots and no Td or he-
patitis vaccines were administered. In 2006,
those numbers jumped to 1,381 influenza,
505 Td, and 1,307 hepatitis A/B vaccines.

Vaccination of pregnant women remains
unsupported among many health care pro-
fessionals, and the current legislative cli-
mate provides yet another reason not to
vaccinate. In 2006, New York, Missouri, and
Washington joined California, Delaware,
Mlinois, and Iowa in enacting legislation that
would restrict the use of thimerosal-con-
taining vaccines. The law is not effective in
New York until July 1, 2008.

But Suffolk County passed its own local
ordinance in 2006 prohibiting thimerosal-
containing vaccines for children up to age
4 years and pregnant women who attend
county health centers. The local law
caused many nurses to stop immunizing
pregnant women for influenza once the
supply of thimerosal-free vaccine ran out,
Ms. Koslap-Petraco said. [

Go Slow on Lab

Tests for Tick
Bite, Erythema

Las VEGAas — Patients who present
with localized erythema near the site of a
tick bite should not necessarily be referred
for laboratory tests, Dr. Jana Hercogova
said at a dermatology seminar sponsored
by Skin Disease Education Foundation.

In fact, a tick bite followed by a local
skin reaction should simply be examined
in 1 week and, if the redness persists,
treated with antibiotics, said Dr. Herco-
gova of Charles University, Prague.

Dr. Hercogova said that physicians treat-
ing pregnant women should consider the
gestational age when choosing treatment.
In the first trimester, she advised using
penicillin G 20 million U/day for 2 days,
with oral antibiotics as an option for the
following 2 weeks. If infection is suspect-
ed to have begun in the second or third
trimester, she said she uses only oral an-
tibiotics—mainly penicillin derivatives.

Physicians should also be familiar with
macular and annular erythema migrans, she
noted, adding that patients with morphea
should also be tested for Borrelia infection.
However, she cautioned, “we should treat
the patient without [serologic] evidence if
we see a clinically clear case.”

If tests are done and come back positive
for Lyme disease, she recommended treat-
ing the patient with doxycycline or peni-
cillin, depending on whether Ehrtlichia
coinfection is present.

SDEF and this news organization are
wholly owned subsidiaries of Elsevier.

—John R. Bell





