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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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Review: Minimally Invasive Slings vs. Traditional
B Y  M A RY  A N N  M O O N

Minimally invasive synthetic sub-
urethral sling operations ap-
pear to be as effective as tradi-

tional suburethral slings for stress urinary
incontinence, while requiring shorter
operating time and producing less post-
surgical voiding dysfunction and fewer
de novo urgency symptoms, according to
a Cochrane review published online.

In a review of 62 randomized clinical
trials involving 7,101 women, minimal-
ly invasive synthetic slings were as effec-
tive as many other surgical treatments in
the short term and now can be consid-
ered first-line surgery for stress urinary
incontinence. However, there is little in-
formation about long-term efficacy and
adverse effects as yet, noted Dr. Joseph

Ogah of Leeds (England) University
Teaching Hospital and his associates.

Until recently, open retropubic col-
posuspension had been considered the
accepted standard of surgical treatment
for the disorder, but it is gradually be-
ing supplanted by minimally invasive
procedures in developed nations, they
noted (Cochrane Database Syst Rev.
2009 [doi:10.1002/14651858.CD006375.
pub2]). 

Dr. Ogah and his colleagues found
that the quality of evidence was only
moderate for most of the clinical trials
they reviewed. 

Short-term effectiveness was compa-
rable between open retropubic colpo-
suspension (82%) and minimally invasive
slings (79%), but there were fewer peri-
operative complications and less voiding
dysfunction with the latter, as well as
shorter operating times and hospital
stays. 

Quality-of-life scores were significantly
better after the minimally invasive surgery
than after open retropubic colposuspen-
sion. However, one complication—blad-
der perforation—was more common with
the minimally invasive procedure (6%)
than with the traditional procedure (1%). 

The evidence comparing minimally
invasive slings with laparoscopic colpo-
suspension was conflicting, favoring one
procedure in some cases and the other
procedure in other cases. “Women who
had minimally invasive synthetic subu-
rethral sling operations had significant-
ly less de novo urgency and urgency in-
continence, and shorter operating time,
hospital stay, and return to daily activi-
ties. Both procedures led to improve-
ment of quality of life after surgery, but
with no significant differences between
the groups,” Dr. Ogah and his associates
wrote. 

A retropubic bottom-to-top route was
found to be more effective than a top-to-
bottom route, with less voiding dys-
function, fewer bladder perforations, and
fewer tape erosions. 

The retropubic route (88% cure rate)
was more favorable than the obturator
route (84% cure rate). The retropubic
route also was associated with less voiding
dysfunction, blood loss, and bladder per-
foration. However, patients’ assessments

of the success of their surgery were no dif-
ferent between these two approaches. 

The investigators cautioned that a re-
view of this nature could not detect ma-
jor complications because such out-
comes are “uncommon and unlikely to
be picked up by small randomized
clinical trials.”

In this review, the number of adverse
events was generally low and they were
rarely serious. 

“It may be that rare but major com-
plications will still be identified” as the
use of the minimally invasive operations
increases, they added. 

Along with the “variable quality of
many trials,” the researchers wrote, a ma-
jor limitation of the findings is that long-
term follow-up data for the effectiveness
of many of these procedures are lacking. 

Dr. Ogah reported no financial
conflicts of interest. ■

Along with the ‘variable quality
of many trials,’ a major
limitation is that long-term
follow-up data for the
effectiveness of many of these
procedures are lacking.
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