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North American Menopause Society guidelines recommend that the lowest 
effective dose of estrogen consistent with treatment goals, benefits, and risks 
for the individual woman should be the therapeutic goal1

ACTIVELLA® 0.5 mg/0.1 mg —
The lowest 17 -estradiol and norethindrone acetate oral combination commercially available

ACTIVELLA® 0.5 mg/0.1 mg is indicated in women who have a uterus for the treatment 
of moderate to severe vasomotor symptoms associated with menopause and the 
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.

You can provide what her body is missing with what you want for her in a hormone therapy.
An estrogen chemically identical to the one her body once made2,3

Significant reduction in the frequency and severity of moderate to severe vasomotor symptoms as early as 4 weeks2,4,5

Similar bleeding profile when compared with placebo2,4,5

— 88% of women were amenorrheic after 6 months2

— Only 1% of participants discontinued because of bleeding5

Favorable tolerability and safety2,4,5

Only 3% of patients reported breast pain, tenderness, or discomfort with ACTIVELLA® 0.5 mg/0.1 mg in a pivotal study4

Important safety information
Estrogens with or without progestins should not be used for the prevention of cardiovascular disease or dementia. (See 
CLINICAL STUDIES and WARNINGS, Cardiovascular disorders and Dementia in the Prescribing Information)

The estrogen plus progestin substudy of the Women’s Health 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) per day, relative to placebo. (See CLINICAL STUDIES and WARNINGS, Cardiovascular disorders and Malignant 
neoplasms, Breast cancer in the Prescribing Information)

The estrogen-alone substudy of the WHI reported increased risks of stroke and deep vein thrombosis (DVT) in postmenopausal 
women (50 to 79 years of age) during 6.8 years and 7.1 years, respectively, of treatment with oral conjugated estrogens (CE 
0.625 mg) per day, relative to placebo. (See CLINICAL STUDIES and WARNINGS, Cardiovascular disorders in the Prescribing 
Information)

The Women’s Health Initiative Memory Study (WHIMS), a substudy of the 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, WARNINGS, Dementia and 
PRECAUTIONS, Geriatric Use in the Prescribing Information)

Other doses of oral conjugated estrogens with medroxyprogesterone acetate and other combinations and dosage forms of 
estrogens and progestins were not studied in the WHI clinical trials and, in the absence of comparable data, these risks should 
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

Activella® should not be used in women with any of the following conditions: undiagnosed abnormal genital bleeding; known, suspected, 
or history of cancer of the breast; known or suspected estrogen-dependent neoplasia; active deep vein thrombosis, pulmonary embolism, or 
history of these conditions; active or recent (e.g., within the past year) arterial thromboembolic disease (e.g., stroke, myocardial infarction); 
liver dysfunction or disease; known hypersensitivity to the ingredients of Activella® 0.5 mg/0.1 mg; known or suspected pregnancy

Other warnings include: gallbladder disease, hypercalcemia, and visual abnormalities

In a clinical trial, the most commonly reported adverse events (reported at a frequency of ≥5%) were back pain, headache, pain in extremity, 
nausea, diarrhea, nasopharyngitis, endometrial thickening, and vaginal hemorrhage

Please see brief summary of Prescribing Information on next page.
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Synthetic HPV Vaccine May Prevent VIN
B Y  M A RY  A N N  M O O N

Avaccine containing peptides tar-
geting HPV-16 oncoproteins E6
and E7 was effective against

high-grade, HPV-16–positive vulvar in-
traepithelial neoplasia, according to
small phase II study results. 

“This clinical efficacy is probably
related to a vaccine-induced HPV-16 T-
cell response,” said Dr. Gemma G.
Kenter and her associates at Leiden
(the Netherlands) University Medical
Center.

In the blood of patients with high-
grade vulvar intraepithelial neoplasia
(VIN), researchers have noted low or
undetectable numbers of T cells direct-
ed against the HPV-16 oncoproteins E6
and E7. 

Reasoning that “vaccination might
overcome this inertia of the immune

system,” Dr. Kenter and her colleagues
developed a vaccine containing syn-
thetic long peptides “that represent 
the entire length” of these two onco-
proteins. 

They tested the vaccine in 20 women
in a single-center observational study in
2004-2007. 

The study was sponsored by the Dutch
Cancer Society, the European Union,
and ISA Pharmaceuticals B.V. 

These subjects were slated to receive
three to four vaccinations at 3-week in-
tervals and were followed for 24
months.

After 3 months, blood samples showed
that 17 subjects had an HPV-16–specific
immunologic response and enhanced
production of interferon, Dr. Kenter and
her associates said. 

Eleven patients reported symptom
relief. Five patients showed a complete
histologic and clinical response, and
seven showed partial responses. 

After 1 year, the number of women
showing a complete response increased
to nine, and six continued to show a par-
tial response. 

Twelve women reported symptom
relief. 

All nine women who showed a
complete response were still free of
disease at 2-year follow-up. 

Tumor microinvasion was found in
one woman who had shown a partial
response, and carcinoma developed in
two other patients 2.5 and 3.5 years af-
ter vaccination (N. Engl. J. Med.
2009;361:1838-47).

In an editorial comment accompany-
ing this report, Olivera J. Finn, Ph.D., and
Dr. Robert P. Edwards, both of the
University of Pittsburgh, noted that this

report was the latest in a series from the
same group of investigators “who over
the past several years have tested this
vaccine in preclinical settings for its tu-
mor-rejection potential and for its safety
and immunogenicity in end-stage
cervical cancer.”

The findings from this small study sug-
gest that “more effective immune re-
sponses can be generated against precur-
sor lesions than against late-stage disease. 

“Many cancer vaccines based on non-
viral tumor–associated antigens have
been judged to be suboptimal because
of their lack of efficacy in advanced dis-
ease, yet they might perform very dif-
ferently if used in patients with pre-
malignant disease,” the investigators
wrote (N. Engl. J. Med. 2009;361:1899-
901). 

If the vaccine approach is developed
further, it may offer a less invasive and

more durable treatment than is currently
available for VIN, Dr. Finn and Dr.
Edwards said. 

Leiden University Medical Center
holds a patent on the use of synthetic
long peptides as vaccine. 

Dr. Kenter reported serving as an un-
paid member of the strategy team of ISA
Pharmaceuticals. Dr. Edwards reported re-
ceiving consulting fees from Fresenius SE
and grant support from Sanofi-Aventis. ■

The findings from this small
study suggest that ‘more
effective immune responses 
can be generated against
precursor lesions than against
late-stage [vulvar] disease.’




