
Introduction 
 
Lunesta® (eszopiclone [es-zoe-PIK-lone]) is a 
hypnotic agent that is a pyrrolopyrazine derivita-
tive of the cyclopyrrolone class. Eszopiclone is a 
nonbenzodiazepine schedule IV controlled sub-
stance under the Controlled Substance Act. The 
Federal Drug Administration (FDA) granted 
eszopiclone approval on December 15, 2004 for 
the treatment of insomnia and transient insomnia. 
In clinical trials, eszopiclone decreased sleep la-
tency and improved sleep maintenance (duration 
of sleep).  
 
Therapeutic Recommendations 
 
Insomnia is a condition that causes 2.5% of 
the American population to take hypnotic 
medications on a nightly basis. Up to 23% of 
these insomniacs will take hypnotic medica-
tions every night for four months or longer. 
Benzodiazepines and non-benzodiazepine 
medications such as zaleplon and zolpidem 
are not indicated for use longer than 2-4 
weeks. Eszopiclone is the only medication that 
has been approved for long-term use in insom-
nia. Results from phase III trials demonstrate 
eszopiclone’s efficacy over placebo after six 
months of treatment.  Patients receiving 
eszopiclone had a higher median total sleep 
time (375 minutes) compared to 330 minutes in 
the placebo group (p<0.0001). The median 
sleep quality scores were higher in the eszopi-
clone group, 6.5 out of 10, compared to 5.5 out 
of 10 in the placebo group (p<0.0001). Overall, 

April 2006 

A Primary Care Physician’s Guide to Newly Released  Medications Page 1  

an improvement of 20-40% in sleep quality, 
next-day functioning, daytime alertness, and 
sense of physical well-being was seen in the 
eszopiclone group. The improvement in the 
placebo group was 5-25%. All the patients 
were evaluated using the DSM-IV guidelines 
for components of insomnia. 
 

Eszopiclone is the S isomer of the drug zopi-
clone, a medication that is readily available in 
Europe. While eszopiclone has not been com-
pared in head to head trials with other hypnot-
ics, zopiclone has been compared to zolpidem 
in a double-blinded study of 479 chronic pri-
mary insomniacs. Sixty-one point six percent 
of patients reported zopiclone  moderately im-
proved their insomnia compared to 67.9% of 
patients in the zolpidem group. Sleep onset 
latency improved in 77.5% of zopiclone pa-
tients compared to 85.8% of zolpidem patients. 
When the study concluded, the researchers 
stated that zolpidem was at least as effective 
as zopiclone. In this study zolpidem was better 
tolerated and demonstrated less rebound in-
somnia.  Eszopiclone is the only hypnotic 
agent that has data supporting its efficacy and 
safety during a six-month trial and is approved 
for long-term use. 
 
Dosing and Administration 
 
Eszopiclone is available as film-coated tablets that 
contain 1mg, 2 mg, or 3 mg of the active ingredi-
ent. The initial recommended dose to induce sleep 
in elderly patients is 1mg taken immediately prior 
to bedtime. In non-elderly patients the recom-
mended starting dose is 2 mg at bedtime. The 
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Cost Comparison 

Medication/Dose  Cost*  

 CVS Kroger Rite Aid 
Lunesta® (eszopiclone) 2 mg 118.00 123.59 98.99 

Sonata® (zaleplon) 10mg 101.99 91.55 85.27 

Ambien® (zolpidem) 10 mg 92.59 115.07 81.99 

*Cost information based on 30 tablets at the cost to patient. 

vere condition. In the case of the insomnia wors-
ening with the use of a hypnotic, the cause may 
be due to unrecognized psychiatric or physical 
disorders.  
 

Eszopiclone is a schedule IV narcotic. Abruptly 
stopping eszopiclone may produce signs of with-
drawal. Eszopiclone also has addictive properties. 
The lowest possible effective dose should always 
be used. Eszopiclone should not be used with al-
cohol of other medications that produce additive 
CNS-depressant effects. Examples of such medi-
cations are psychotropic medications, anticonvul-
sants, and antihistamines. Dosage reductions may 
be necessary if eszopiclone is administered with 
other CNS-depressant agents. 
 
Contraindications 
 

Eszopiclone is contraindicated in patients with a 
hypersensitivity to the drug or any component of 
the formulation.  
 
Special Populations 
 
Pediatric: Eszopiclone has not been studied in pa-
tients less than 18 years of age. 
 

Geriatric: The starting dose of eszopiclone, re-
gardless of the indication, should be 1 mg in the 
elderly. While the dose may be titrated upward, it 
should not exceed 2 mg. 
 

Gender: Eszopiclone can be taken in both men 
and women. The pharmacokinetics is similar in 
both genders. 
 

Renal Impairment: Less than ten percent of 
eszopiclone is excreted in the urine as parent 
drug. For this reason renal dosage adjustment is 
not required. 
 

Hepatic Impairment: Eszopiclone will undergo he-
patic elimination so patients with severe hepatic 
failure should not receive a dose greater than 
2mg. Due to the hepatic impairment, the patients 
will be exposed to higher levels of eszopiclone. 
Patients with mild to moderate hepatic impairment 
require no dosage adjustment. 
 

Pregnancy: Eszopiclone is a pregnancy category 
C medication without well-controlled studies pre-
formed in pregnant women. For this reason, 
eszopiclone should be used only if the benefit of 
giving the medication outweighs the potential 
harm to the fetus. 
 

Nursing Mothers: It is not known whether eszopi-
clone is excreted in breast milk. Caution should be 
used when eszopiclone is administered in nursing 

dose may be titrated upward if clinically neces-
sary. If the patient needs help with sleep mainte-
nance, the recommended dose is 2 mg at bed-
time. While renal dosage adjustment is not neces-
sary with eszopiclone, the dose should not exceed 
2 mg in patients that have severe hepatic impair-
ment. No dosage adjustment is necessary in mild 
to moderate hepatic impairment. Eszopiclone 
should not be taken with or immediately after eat-
ing a high-fat meal because the absorption will be 
decreased. 

Warnings/Precautions 
 
Sleep disturbances occur for a variety of reasons. 
Before eszopiclone is prescribed for the treatment 
of any sleep disorders, a careful evaluation of the 
patient should be undertaken. If eszopiclone is  
taken for seven to ten days and the insomnia fails 
to be alleviated, this may be a sign of a more se-
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mothers because many medications are excreted 
in human milk. 
 
Drug Interactions 
 

Eszopiclone is metabolized by CYP 450 2E1 and 
3A4 isoforms. Because eszopiclone is metabo-
lized by these isoforms, caution is advised when 
eszopiclone is given concurrently with other medi-
cations that are metabolized by the same iso-
forms. In clinical studies, eszopiclone levels were 
increased when ketoconazole was co adminis-
tered. Eszopiclone, when administered with 
lorazepam or paroxetine, showed no evidence of 
pharmacodynamic or pharmacokinetic interac-
tions. The study drug did not affect warfarin and 
digoxin levels. Exposure to CYP 450 3A4 inducers 
such as rifampicin caused a decrease of zopiclone 
by 80%. It is reasonable to expect the eszopiclone 
to be affected in a similar fashion. Ethanol pro-
duced an increased effect of eszopiclone when 
the two were administered together. Eszopiclone 
and olanzapine produced a pharmacodynamic 
interaction that showed a decrease in DSST 
scores. 
 
Adverse Effects 
 

Eszopiclone acts to depress the central nervous 
system in patients. For this reason, patients taking 
eszopiclone should avoid situations that require 
motor coordination or alertness after taking the 
medication. It is also possible that patient perform-
ance may be impaired the day after taking the 
medication as well. Eszopiclone has a rapid onset 
of action so the medication should only be taken 
immediately prior to bedtime.  
 

The adverse events reported have been sepa-
rated into two groups: nonelderly and elderly. The 
most frequently reported adverse events in 
nonelderly patients who took eszopiclone 2 mg or 
3 mg were headache (21% and 17%), unpleasant 
taste (17% and 34%), and somnolence (10% and 
8%). In the elderly, the most frequent reported ad-
verse event was headache (15% and 13%).  
 
Pharmacology 
 

Mechanism of Action: The exact mechanism of 
action of eszopiclone is not known. The effect as a 
hypnotic is thought to be a result of an interaction 
with GABA-receptor complexes at binding do-
mains located close to or allosterically coupled to 
benzodiazepine receptors. The chemical structure 
of eszopiclone is unrelated to other drugs with 
known hypnotic properties. 
 

Absorption/ Distribution: Eszopiclone is rapidly 
absorbed, with a time to peak concentration (tmax) 
of approximately 1 hour. Eszopiclone is weakly 
bound to plasma protein (52-59%), which sug-
gests that drug-drug interactions caused by pro-
tein binding should not be a factor. There should 
also be no selective uptake by red blood cells due 
to a blood to plasma ratio of less than one.  
 

Metabolism/ Excretion 
Eszopiclone is metabolized in the liver by oxida-
tion and demethylation. There are two primary 
metabolites attributed to eszopiclone. One binds 
with a lower potency than eszopiclone to GABA 
receptors. The other metabolite does not bind to 
GABA receptors. The CYP 450 isoforms 3A4 and 
2E1 are involved in the metabolism of eszopiclone 
in vitro. The terminal phase elimination half-life is 
approximately six hours. The racemic zopiclone is 
excreted in the urine primarily as metabolites. A 
similar result should be expected with eszopi-
clone.  
 
Patient Information 
 
1. This medication is to help you sleep and get a 

full nights rest.   
2. Take this medication when you are ready to go 

to sleep and can devote eight hours to sleep. 
3. The effect of this medication may be reduced if 

you take it with or directly after high fat meals. 
4. Take only the amount of medication that is 

recommended by your physician. 
5. Common side effects occurring with this medi-

cation are headache, unpleasant taste, som-
nolence , and dizziness. 

6. Do not take this medication with another sleep 
medication unless you are instructed to do so 
by your physician. 

7. Do not crush or break the tablet. 
8. If the medication does not start working for you 

after seven to ten days, contact your physi-
cian. 
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Campral® (acamprosate calcium)  

Introduction 
 
Campral® [acamprosate calcium, (ah-CAM-pro-
sate)] is a synthetic agent that is similar structur-
ally to homotaurine, an amino acid found in the 
body, and gamma aminobutyric acid (GABA).  It 
was approved by the Food and Drug Administra-
tion on July 9, 2004 and is indicated for alcoholic 
dependent patients seeking aid in becoming alco-
hol free.  Through a mechanism that is not entirely 
understood, acamprosate decreases alcohol crav-
ings to help prevent relapse, and is most effective 
when combined with psychotherapy and social 
support.   
 
Therapeutic Recommendation 
 
Acamprosate may not be effective in treating 
patients that are drinking at the start of treat-
ment and in those who abuse other sub-
stances. Acamprosate does not treat with-
drawal symptoms and should not be used 
acutely for that purpose.  To prevent relapse, 
acamprosate is similar in efficacy to naltrex-
one.  About 57% of patients remain abstinent 
at 12 weeks after initiation of treatment of ei-
ther drug. In one controlled clinical trial com-
paring placebo to acamprosate, naltrexone, 
and a combination of both medications, nonre-
lapse rates were significantly higher than pla-
cebo in all active treatment groups.  When 
acamprosate and naltrexone were combined, 
the relapse rates were significantly lower than 
placebo and acamprosate, but not naltrexone.  
Therefore, this particular trial found the combi-
nation of acamprosate and naltrexone was 
most effective in treating those with alcohol 
dependency.  Seventy-five percent of patients 
receiving both acamprosate and naltrexone 
remain abstinent at 12 weeks after treatment 
begins.  Another controlled trial evaluated the 
effectiveness of acamprosate with a voluntary 
addition of disulfiram.  The group of acam-

prosate-treated patients that asked to receive 
disulfiram had the highest rates of abstinence 
while the acamprosate-treated patients that 
did not receive disulfiram achieved abstinence 
rates comparable to those patients who re-
ceived disulfiram only.  These findings sug-
gest that acamprosate is similar in efficacy to 
disulfiram but the two drugs used together are 
even more efficacious. The suggested length 
of therapy is at least one year in a detoxified 
patient, regardless of relapse.  In conclusion, 
acamprosate’s role in therapy for alcohol-
dependent patients is as an adjunct to current 
pharmacological and non-pharmacological 
therapy.  
 
Dosing and Administration 
 
Acamprosate is available as 333 mg enteric-
coated tablets and the recommended dose is 666 
mg orally three times a day.  However, a lower 
dose may prove to be efficacious in some pa-
tients, and patients with a creatinine clearance 
between 30 and 50 mL/min should receive this 
dose.  It has also been suggested that patients 
weighing ≤ 60 kg receive 666 mg in the morning, 
and 333 mg for the remaining two doses. Acam-
prosate can be given without regard to food, but 
patients may be more compliant if they take acam-
prosate with their daily meals. 
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Cost Comparison 

Medication/Dose  Cost*  

 CVS Target Rite Aid 
Campral® (acamprosate calcium) 
333 mg tablets 2 TID  

138.99 129.49 140.00 

RevVia® (naltrexone) 50mg tablets  
once daily  

136.99 117.49 114.00 

Antabuse® (disulfiram) 250 mg 
tablets once daily  

49.69 39.99 46.00 

*Cost information based on one month supply. 

Precautions 
 
Acamprosate does not alleviate withdrawal symp-
toms. Acamprosate should not be used in patients 
with severe renal impairment (creatinine clearance 
≤ 30 mL/min) and should be reduced in patients 
with moderate renal impairment (creatinine clear-
ance between 30 and 50 mL/min).  Suicide at-
tempts, successful suicides, and thoughts of sui-
cide were infrequent adverse events in trials of 
acamprosate, but occurred more often than in pla-
cebo groups. 
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The dose of acamprosate should be reduced with 
renal impairment, which is common among geriat-
ric patients. 
 

Pediatrics: Acamprosate has not been evaluated 
in the pediatric population (patients < 18 years). 
 

Gender: There are no significant differences in 
acamprosate pharmacokinetics among male and 
female patients. 
 

Pregnancy and Lactation: Acamprosate is preg-
nancy category C. The decision to use acam-
prosate in pregnancy should be weighed against 
known development abnormalities associated with 
alcohol ingestion during pregnancy.  It is unknown 
whether acamprosate is excreted in human milk. 
 
Pharmacology 
 
Mechanism of Action: The mechanism by which 
acamprosate aids in maintaining alcohol absti-
nence is not entirely known.  It has been sug-
gested that acamprosate acts upon glutamate and 
GABA to restore a balance between excitatory 
and inhibitory neurotransmitters that is upset by 
chronic exposure to alcohol.  Acamprosate does 
not cause disulfiram-like reactions upon alcohol 
ingestion. 
 

Absorption: The absolute bioavailability of an oral 
dose is approximately 11%.  Steady-state concen-
trations are achieved within 5 days and peak 
plasma levels occur within 3 to 8 hours after oral 
dose. 
 

Distribution: The volume of distribution is approxi-
mately 1 L/kg and protein binding is insignificant. 
 

Metabolism/Excretion: Acamprosate is excreted 
by the kidneys unchanged.  The terminal half-life 
is between 20 and 33 hours. 
 
Patient Information 
 
1. Acamprosate is a psychoactive medication.  

Patients should use caution while driving and 
operating heavy machinery until they know 
how acamprosate affects them.  

2. Patients should notify their physician if they 
are pregnant, plan on becoming pregnant, or 
breastfeeding before starting or during therapy 
with acamprosate. 

3. Acamprosate should always be taken as di-
rected by a physician, even if relapse occurs.  
Patients should notify their physician in case of 
a relapse.   

Contraindications 
 
Acamprosate is contraindicated in severe renal 
impairment, which is defined as a creatinine clear-
ance ≤ 30 mL/min, and in patients with a known 
hypersensitivity to acamprosate or any of its com-
ponents. 
 
Drug Interactions 
 
Acamprosate does not induce the cytochrome 
CYP1A2 and 3A4 systems and does not inhibit in 
vivo metabolism of cytochrome CYP1A2, 2C9, 
2C19, 2D6, 2E1 and 3A4. Acamprosate’s pharma-
cokinetics are unaffected by concomitant use of 
alcohol, disulfiram and diazepam.  Acamprosate 
does not affect the pharmacokinetics of ethanol, 
desipramine, diazepam, imipramine, naltrexone 
and nordiazepam.  Concomitant use of acam-
prosate and naltrexone has been shown to cause 
a 25% increase in the AUC and a 33% increase in 
Cmax of acamprosate, but no dose adjustment is 
recommended.  Weight loss and weight gain were 
frequently reported in clinical trials when acam-
prosate was administered concomitantly with anx-
iolytics, hypnotics, sedatives or nonopioid analge-
sics. 
 
Common Adverse Effects 
 
Diarrhea was the most commonly reported ad-
verse event experienced in clinical trials.  In addi-
tion, the following adverse effects seem to be re-
lated to treatment with acamprosate: abdominal 
pain, nausea, vomiting, pruritus, rash, dizziness, 
drowsiness and headache. 
 
Special Populations 
 
Renal Impairment: A dose reduction (333 mg 
three times daily) is required in moderate renal 
impairment (creatinine clearance between 30 and 
50 mL/min). Acamprosate is contraindicated in 
severe renal impairment (creatinine clearance ≤ 
30 mL/min).   
 

Hepatic Impairment: Acamprosate is not metabo-
lized in the liver and no dose adjustment is neces-
sary. 
 

Geriatrics: Acamprosate has not been evaluated 
in the geriatric population (patients ≥ 65 years).  
Forty-one of 4,234 patients in one controlled trial 
were ≥ 65 years but < 75 years.  This population 
was too small to make recommendations about 
the use of acamprosate in the geriatric population. 
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VESIcare® (solifenacin succinate) 

4. Patients should receive continued counseling 
and support as part of an alcohol treatment 
program while taking acamprosate.   

nent episodes per 24 hours was also reduced 
using solifenacin.  Solifenacin 5 mg reduced 
incontinent episodes by 1.4 per 24 hours and 
solifenacin 10 mg reduced incontinent epi-
sodes by 1.5 per 24 hours as compared to a 
0.8 reduction in 24 hours with placebo.  At 
baseline the average number of incontinent 
episodes was 2.65 per 24 hours.  
 

In a clinical study comparing solifenacin 5 and 
10 mg to tolterodine (Detrol®) 2 mg twice daily 
and placebo, solifenacin 5 and 10 mg was 
equally effective in treating OAB with fre-
quency, and diminished volume.  The mean 
number of voids per 24 hours was significantly 
lower in tolterodine (-15%, P=0.0145) and 
solifenacin 5 mg (-17%, P<0.001) and 10 mg (-
20%, P<0.001) as compared to placebo (-8.1%).  
Volume voided was significantly higher in 
tolterodine (24.4 mL) and solifenacin 5 mg 
(32.9 mL) and 10 mg (39.2, all P<0.001) com-
pared to placebo (7.4 mL).  In patients with in-
continent episodes there was a statistically 
insignificant (P=0.1122) decrease in the num-
ber of episodes with tolterodine, but a statisti-
cally significant decrease in incontinent epi-
sodes using solifenacin 5 and 10 mg, P=0.008 
and P=0.0038 respectively.  Solifenacin 5 and 
10 mg also significantly decreased urgency (-
51.9% and - 54.7%, respectively) compared to 
tolterodine (-37.9%) and placebo (-32.7%).  Ur-
gency is the key symptom in treating OAB with 
solifenacin over other antimuscarinic agents.  
 
Dosing and Administration 
 
Solifenacin is available in 5 and 10 mg tablets.  
The recommended daily dosing of solifenacin is 5 
mg daily.  If the initial dose of 5 mg is not clinically 
effective and there is not evidence of adverse ef-
fects, then the dose may be increased to 10 mg 
daily.  Solifenacin should be taken with fluids and 
swallowed whole, and can be taken with or with-
out food.   
 
Contraindications 
 
Solifenacin is contraindicated in patients with uri-
nary retention, gastric retention, uncontrolled nar-
row-angle glaucoma, urgency, and hypersensitiv-
ity to solifenacin or any other component of the 
compound.  
 
Precautions  
 
Bladder outflow obstruction:  Solifenacin should 

References 
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Introduction 
 
VESIcare® [solifenacin succinate (sol-i-FEN-a-
sin)], a muscarinic receptor antagonist, was ap-
proved for the treatment of overactive bladder 
(OAB) with symptoms of urge urinary inconti-
nence, urgency, and urinary frequency in Novem-
ber of 2004.  Solifenacin has been shown to sig-
nificantly decrease the number of voids, and in-
crease the volume of each micturition in patients 
with OAB.   
 
Therapeutic Recommendation 
 
Solifenacin has demonstrated efficacy over 
placebo in decreasing the number of micturi-
tions in 24 hours.  One study showed 
solifenacin 5mg and solifenacin 10mg signifi-
cantly decreased the number of micturitions 
by 2.3 and 2.6, respectively, in 24 hours as 
compared to 1.2 with placebo.  The average 
urinary frequency at baseline was 12.2 micturi-
tions per 24 hours.  In a second study 
solifenacin was shown to drastically increase 
the voided volume over placebo.  Solifenacin 5 
mg and 10 mg significantly increased voided 
volume by 32.9 mL and 39.2 mL, respectively, 
over placebo (7.4 mL).  The number of inconti-
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Medication/Dose  Cost  

 CVS  Kroger Rite Aid 
VESIcare® (solifenacin) 5 mg QD 132.99 122.99 116.99 

VESIcare® (solifenacin) 10 mg 
QD 

132.99 122.99 116.99 

Detrol® (tolterodine) 2 mg BID 138.99 139.79 124.99 

Detrol LA® 4 mg QD  
(tolterodine extended release) 

111.99 121.39 115.99 

Ditropan® (oxybutynin) 5 mg BID 88.99 82.09 105.99 

Ditropan XL®  5 mg QD
(oxybutynin extended reslease) 

117.99 121.99 140.99 

Price represents 30 days of therapy at cost to the patient 
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Pregnancy and lactation:  Solifenacin is preg-
nancy category C.  There are no adequate or well-
controlled studies of solifenacin in this patient 
population.  If solifenacin should be administered 
to pregnant patients the potential benefits must 
significantly outweigh the potential risks.  It is not 
known if solifenacin is excreted in breast milk; 
therefore, a decision of continuing treatment or 
breast-feeding must be made.   
 
Drug interactions 
 
Solifenacin is a substrate of the CYP 3A4 isoen-
zyme; therefore, potent CYP 3A4 inhibitors will 
allow the solifenacin concentration to increase.  
Doses of 10 mg are not recommended while treat-
ing with CYP 3A4 inhibitors.  Accumulation of 
solifenacin above the therapeutic concentration 
can result in QT wave prolongation.  Therefore, 
doses of 5 mg are given with CYP 3A4 inhibitors.  
There are no other significant drug interactions 
between solifenacin and other medications that 
have been identified.  Solifenacin can be safely 
used with warfarin, digoxin, and oral contracep-
tives.   
 
Adverse effects 
 
The most common adverse effects reported were 
anticholinergic effects.  Dry mouth was the most 
common adverse effect reported in 10.9% of pa-
tients receiving 5 mg and 27.6% receiving 10 mg 
compared to 4.2% receiving placebo.  Constipa-
tion (5 mg = 5.4%, 10 mg = 13.4%, placebo = 
2.9%), blurred vision (5 mg = 3.8%, 10 mg = 
4.8%, placebo = 1.8%), and UTIs (5 mg = 2.8%, 
10 mg = 4.8%, placebo = 2.8%) were also com-
mon adverse effects.  Some of the less common 
adverse effects were nausea (5 mg = 1.7%, 10 mg 
= 3.3%, placebo = 2.0%), dyspepsia (5 mg = 
1.4%, 10 mg = 3.9%, placebo = 1.0%), dizziness 
(5 mg = 1.9%, 10 mg = 1.8%, placebo = 1.8%), 
fatigue (5 mg = 1.0%, 10 mg = 2.1%, placebo = 
1.1%), lower limb edema (5 mg = 0.3%, 10 mg = 
1.1%, placebo = 0.7%), and upper abdominal pain 
(5 mg = 1.9%, 10 mg = 1.2%, placebo = 1.0%).   
 
Pharmacology 
 
Mechanism of action:  Muscarinic receptors play a 
major role in cholinergic mediated functions, in-
cluding bladder smooth muscle contraction 
(muscarinic-3 receptors (M3) in particular).  
Solifenacin is a selective M3 antagonist that re-
sults in decreased bladder constriction, increased 
residual urine volume, and decreased detrusor 

Special populations 
 
Renal impairment:  Solifenacin should be used 
cautiously in patients with renal impairment (CrCl 
> 30 mL/min).  Patients with severe renal impair-
ment (CrCl < 30 mL/min) should not receive doses 
greater than 5 mg. 
 

Hepatic impairment:  Doses greater than 5 mg are 
not recommended in patients with moderate he-
patic impairment.  For patients with severe hepatic 
impairment solifenacin should not be given. 
 

Pediatric patients:  Safety and efficacy data has 
not been collected in this patient population.   
 

Geriatric patients:  There are no special concerns 
when dosing solifenacin in this age group.  Dos-
age adjustments for renal or hepatic insufficien-
cies are not based on age.    
 

be administered cautiously to patients with blad-
der outflow obstruction because of increased uri-
nary retention.   
 

Gastrointestinal obstructive disorders and de-
creased GI motility:  Solifenacin can exhibit anti-
cholinergic effects and should be administered 
with caution to patients that have decreased gas-
tric function.  This could lead to the enhancement 
of GI obstruction that can present as severe con-
stipation, nausea, vomiting, and/or dyspepsia. 
 

QT Prolongation:  QT prolongation does occur 
with solifenacin dosing.  Solifenacin 10 mg in-
creased the QT interval my 2 msec, and 
solifenacin 30 mg (three times the recommended 
therapeutic dose) increased the QT interval by 8 
msec.  Patients receiving solifenacin 10 mg 
should be counseled on not taking more than the 
recommended dose, and patients with an elevated 
QT interval should be closely monitored for ad-
verse effects. 
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muscle pressure.   
 

Absorption/Distribution:  After oral administration 
of solifenacin peak plasma levels are reached 
within 3 to 8 hours.  The absolute bioavailability is 
90%, and food has no effect on solifenacin.  
Solifenacin is 98% protein bound to α1-acid glyco-
protein.  Solifenacin has a mean steady-state vol-
ume of distribution of 600L, and is highly distrib-
uted to non-CNS tissues.   
 

Metabolism/Excretion:  Solifenacin is extensively 
metabolized by the liver, and has one active me-
tabolite and three inactive metabolites.  The active 
metabolite is thought to have such little activity 
that it has no clinical effect.  The primary meta-
bolic pathway is through CYP 3A4 oxidation and 
hydroxylation.  Approximately 70% is excreted in 
the urine, and roughly 23% is excreted in the fe-
ces.  The elimination half-life of solifenacin is 45-
68 hours.   
 
Patient information 
 
1. Solifenacin maybe taken with or without food. 
2. The most common side effects of this medica-
tion are dry mouth, and constipation. 
3. Inform your physician or healthcare provider if 
you have urinary retention, gastric retention, un-

References 
1. VESIcare® (solifenacin succinate) prescribing information.  

Yamanouchi Pharma America, Inc.  Norman, OK.  November 
2004.   

2. Brunton S, Kuritzky L.  Recent developments in the manage-
ment of overactive bladder:  focus on the efficacy and tolerabil-
ity of once daily solifenacin succinate 5mg.  Curr Med Res 
Opin.  2005. 21(1):71-80. 

3. Cardozo L, Lisec M, Millard R, et al.  Randomized, double-blind 
placebo controlled trial of the once daily antimuscarinic agent 
solifenacin succinate inpatients with overactive bladder.  J Urol. 
2004. 172(5 Pt 1): 1919-24. 

4. Kelleher CJ, Cardozo L, Chapple CR, et. al. Improved quality of 
life in patients with overactive bladder symptoms treated with 
solifenacin. BJU Int. 2005.  95(1):81-5. 

5. Hashim H, Abrams P. Drug treatment of overactive bladder: 
efficacy, cost and quality-of-life considerations. Drugs. 2004;64
(15):1643-56.  

6. Chapple C.R., Rechberger T, Al-Shukri S, et al. Randomized, 
double-blind placebo-and tolterodine-controlled trial of the once-
daily antimuscarinic agent solifenacin in patients with sympto-
matic overactive bladder.  BJU Int.  2004.  93(3): 303-10.   

controlled narrow-angle glaucoma, urgency, or 
hypersensitivity to solifenacin. 
4. Inform your physician or healthcare provider of 
any medication that is currently being used.  This 
includes other prescription medications, any over-
the-counter (OTC) medications, and herbal or nu-
tritional supplements. 
5. Excessive alcohol use should be avoided due 
to increased risk of liver damage.  


