
and a one-year study of once weekly FOSAMAX® (alendronate sodium) 70 mg) the rates of discontinuation of
therapy due to any clinical adverse experience were 2.7% for FOSAMAX 10 mg/day vs. 10.5% for placebo, and
6.4% for once weekly FOSAMAX 70 mg vs. 8.6% for placebo. The adverse experiences considered by the 
investigators as possibly, probably, or definitely drug related in *2% of patients treated with either FOSAMAX or
placebo are presented in the following table.

Prevention of osteoporosis in postmenopausal women 
The safety of FOSAMAX tablets 5 mg/day in postmenopausal women 40-60 years of age has been evaluated

in three double-blind, placebo-controlled studies involving over 1,400 patients randomized to receive FOSAMAX
for either two or three years. In these studies the overall safety profiles of FOSAMAX 5 mg/day and placebo were
similar. Discontinuation of therapy due to any clinical adverse experience occurred in 7.5% of 642 patients treated
with FOSAMAX 5 mg/day and 5.7% of 648 patients treated with placebo. 

In a one-year, double-blind, multicenter study, the overall safety and tolerability profiles of once weekly 
FOSAMAX35 mg and FOSAMAX 5 mg daily were similar. 

The adverse experiences from these studies considered by the investigators as possibly, probably, or 
definitely drug related in *1% of patients treated with either once weekly FOSAMAX 35 mg, FOSAMAX 5 mg/day
or placebo are presented in the following table.

Concomitant use with estrogen/hormone replacement therapy 
In two studies (of one and two years’ duration) of postmenopausal osteoporotic women (total: n=853), the

safety and tolerability profile of combined treatment with FOSAMAX 10 mg once daily and estrogen + progestin
(n=354) was consistent with those of the individual treatments.
Treatment of glucocorticoid-induced osteoporosis

In two, one-year, placebo-controlled, double-blind, multicenter studies in patients receiving glucocorticoid
treatment, the overall safety and tolerability profiles of FOSAMAX 5 and 10 mg/day were generally similar to that
of placebo. The adverse experiences considered by the investigators as possibly, probably, or definitely drug
related in *1% of patients treated with either FOSAMAX 10 mg/day (n=157), FOSAMAX 5 mg/day (n=161), or
placebo (n=159), respectively, were: Gastrointestinal: abdominal pain (3.2%; 1.9%; 0.0%), acid regurgitation
(2.5%; 1.9%; 1.3%), constipation (1.3%; 0.6%; 0.0%), melena (1.3%; 0.0%; 0.0%), nausea (0.6%; 1.2%; 
0.6%), diarrhea (0.0%; 0.0%; 1.3%); Nervous System/Psychiatric: headache (0.6%; 0.0%; 1.3%).

The overall safety and tolerability profile in the glucocorticoid-induced osteoporosis population that
continued therapy for the second year of the studies (FOSAMAX: n=147) was consistent with that observed in 
the first year.
Paget’s disease of bone

In clinical studies (osteoporosis and Paget’s disease), adverse experiences reported in 175 patients taking 
FOSAMAX 40 mg/day for 3-12 months were similar to those in postmenopausal women treated with FOSAMAX 
10 mg/day. However, there was an apparent increased incidence of upper gastrointestinal adverse experiences in
patients taking FOSAMAX 40 mg/day (17.7% FOSAMAX vs. 10.2% placebo). One case of esophagitis and two
cases of gastritis resulted in discontinuation of treatment. 

Additionally, musculoskeletal (bone, muscle or joint) pain, which has been described in patients with 
Paget’s disease treated with other bisphosphonates, was considered by the investigators as possibly, probably, 
or definitely drug related in approximately 6% of patients treated with FOSAMAX 40 mg/day versus 
approximately 1% of patients treated with placebo, but rarely resulted in discontinuation of therapy.
Discontinuation of therapy due to any clinical adverse experience occurred in 6.4% of patients with Paget’s
disease treated with FOSAMAX 40 mg/day and 2.4% of patients treated with placebo.
Laboratory Test Findings

In double-blind, multicenter, controlled studies, asymptomatic, mild, and transient decreases in serum 
calcium and phosphate were observed in approximately 18% and 10%, respectively, of patients taking 
FOSAMAX versus approximately 12% and 3% of those taking placebo. However, the incidences of decreases in
serum calcium to <8.0 mg/dL (2.0 mM) and serum phosphate to )2.0 mg/dL (0.65 mM) were similar in both
treatment groups.
Post-Marketing Experience

The following adverse reactions have been reported in post-marketing use: 
Body as a Whole: hypersensitivity reactions including urticaria and rarely angioedema. Transient symptoms

of myalgia, malaise and rarely, fever have been reported with FOSAMAX, typically in association with initiation 
of treatment. Rarely, symptomatic hypocalcemia has occurred, generally in association with predisposing
conditions.

Gastrointestinal: esophagitis, esophageal erosions, esophageal ulcers, rarely esophageal stricture or
perforation, and oropharyngeal ulceration. Gastric or duodenal ulcers, some severe and with complications have
also been reported (see WARNINGS, PRECAUTIONS, Information for Patients, and DOSAGE AND
ADMINISTRATION).

Skin: rash (occasionally with photosensitivity), pruritus, rarely severe skin reactions, including        
Stevens-Johnson syndrome and toxic epidermal necrolysis. 

Special Senses: rarely uveitis, rarely scleritis.

For more detailed information, please read the complete Prescribing Information.
FOSAMAX is a registered trademark of Merck & Co., Inc.

© 2004 Merck & Co., Inc., Whitehouse Station, NJ 08889, USA  All rights reserved.
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New Drug for Overactive Bladder

Lacks Cognitive Side Effects
B Y  B R U C E  J A N C I N

Denver Bureaus

O R L A N D O,  F L A .  —  Darifenacin, a se-
lective muscarinic M3 receptor antagonist
approved last month for the treatment of
overactive bladder, doesn’t affect cognition
in the elderly at clinically effective doses,
Richard B. Lipton, M.D., reported at Won-
ca 2004, the conference of the World Or-
ganization of Family Doctors.

Darifenacin (Enablex) thus stands in
marked contrast to traditional antimus-
carinic agents, which are effective for over-
active bladder but have a high rate of lim-
iting cognitive side effects due to their
broad spectrum of action. Older an-
timuscarinic drugs lack selectivity for the
M3 receptor, which regulates detrusor
muscle function, and often cause collateral
blockade of central muscarinic M1 recep-
tors, with resultant cognitive impairment
and sleepiness, explained Dr. Lipton, pro-
fessor and vice chair of neurology and pro-
fessor of psychiatry at Albert Einstein Col-
lege of Medicine, New York.

The Food and Drug Administration ap-
proved darifenacin extended-release tablets
at once daily doses of 7.5 mg and 15 mg
last month The drug, which is being mar-
keted by Novartis, is indicated for the
treatment of overactive bladder with
symptoms of urge urinary incontinence,
urgency, and frequency.

At the meeting Dr. Lipton presented a
Novartis-sponsored randomized con-
trolled trial of darifenacin that focused on
the drug’s cognitive impact rather than on
clinical efficacy, which has already been es-
tablished in numerous clinical trials total-
ing more than 10,000 subjects. 

He reported on 129 subjects aged 65-84
years who participated in a randomized,
double-blind, placebo-controlled cross-
over study in which they received 2-week
courses of three of four regimens: dar-
ifenacin at 3.75, 7.5, or 15 mg once daily,
or placebo.

The primary study end points consist-
ed of scores on a battery of cognitive
function tests assessing memory scanning
sensitivity, speed-of-choice reaction time,
and delayed word recognition sensitivity. 

There was no change from baseline in
mean scores on any of the cognitive tests
over the course of 14 days of darifenacin
at any of the studied dosages. Nor were
test scores while on darifenacin signifi-
cantly different than with placebo.

The most common darifenacin-related
adverse events were mild to moderate
non–treatment-limiting constipation and
dry mouth, each of which was reported
in 4%-12% of patients on various
dosages. 

There were no ECG abnormalities,
which can occur with blockade of the
muscarinic M2 receptor. ■

EMG Reveals Subtle Postpartum Nerve Injury
B Y  M I C H E L E  G. S U L L I VA N

Mid-Atlantic  Bureau

S AVA N N A H ,  G A .  — Even women who
have no symptoms of postpartum fecal in-
continence can show subtle signs of pu-
dendal nerve injury, Thomas Gregory,
M.D., reported in a poster at the annual
meeting of the American Association of
Electrodiagnostic Medicine.

“There can be detectable evidence of
nerve injury in asymptomatic women af-

ter a vaginal delivery, and there is evidence
of even more injury in women who do
have some bowel incontinence post par-
tum,” commented Dr. Gregory of Oregon
Health and Science University, Portland.

Because symptoms of fecal inconti-
nence may not manifest for years, the in-
fluence of nerve injury sustained in child-
birth has been debated, he said. Most
previous studies have relied on pudendal
nerve terminal motor latency, but this
test is abnormal only when the largest,

most heavily myelinated nerves are dam-
aged; it does not detect subtle injury.

Needle electromyography (EMG) is a
better way to assess this, but the test is dif-
ficult to perform on anal sphincter mus-
cles, because these muscles are always
contracted to maintain continence. How-
ever, a computer program using multi-mo-
tor unit action potential analysis can mea-
sure important
quantitative para-
meters in these
constantly con-
tracted muscles.

Dr. Gregory ob-
tained readings on
71 women (of
whom 28 were nul-
liparous and 43
were primiparous).
Of the primiparous women, 23 were
asymptomatic at 12 weeks post partum,
and 20 reported some level of fecal in-
continence by 26-40 weeks post partum.

All primiparous subjects had vaginally
delivered a single cephalic fetus with a
mean birth weight of 3.495 kg; the mean
length of second-stage labor was 75 min-
utes. There was one operative vaginal de-
livery in the asymptomatic group, and
there were three in the symptomatic
group. 

Documented at birth were two anal
sphincter lacerations in the asymptomatic
group and four in the symptomatic group.

All women underwent an ultrasound

examination of the anal sphincter. Pu-
dendal nerve terminal motor latency
(PNTML) was also assessed. Then, each
woman underwent concentric needle
EMG of the external anal sphincter.
PNTML was not different among the
three groups. 

Three of the symptomatic women
showed evidence of either persistent (not-

ed originally at
birth) or occult (not
seen originally at
birth) sphincter dis-
ruption on ultra-
sound. None of
these women were
incontinent to solid
stool.

However, signifi-
cant differences

were seen between the primiparous and
the nulliparous subjects in the motor unit
action potentials recorded by EMG. 

Both primiparous groups showed in-
creased duration, amplitude, turns, and
phases compared to the nulliparous group.
These are signs of denervation/reinner-
vation and indicative of nerve injury. The
injuries were probably caused by the com-
pression and stretching of the pudendal
nerve during childbirth, Dr. Gregory said.

The symptomatic women showed
higher readings in all parameters than
the asymptomatic women, indicating
that they had experienced a more severe
injury. ■

‘There can be
detectable
evidence
of nerve injury 
in asymptomatic
women.’

DR. GREGORY


