
TOVIAZ™ (fesoterodine fumarate) extended release tablets

 only

BRIEF SUMMARY OF PRESCRIBING INFORMATION.
The following is a brief summary only; see full Prescribing Information for complete product information.

INDICATIONS AND USAGE
Toviaz is indicated for the treatment of overactive bladder with symptoms of urge urinary incontinence, urgency, 
and frequency.

CONTRAINDICATIONS
Toviaz is contraindicated in patients with urinary retention, gastric retention, or uncontrolled narrow-angle 
glaucoma. Toviaz is also contraindicated in patients with known hypersensitivity to the drug or its ingredients.

PRECAUTIONS
General
Bladder Outlet Obstruction: Toviaz should be administered with caution to patients with clinically signifi cant 
bladder outlet obstruction because of the risk of urinary retention (see CONTRAINDICATIONS).

Decreased Gastrointestinal Motility: Toviaz, like other antimuscarinic drugs, should be used with caution 
in patients with decreased gastrointestinal motility, such as those with severe constipation.

Controlled Narrow-Angle Glaucoma: Toviaz should be used with caution in patients being treated for narrow-
angle glaucoma, and only where the potential benefi ts outweigh the risks (see CONTRAINDICATIONS).

Reduced Hepatic Function: There are no dosing adjustments for patients with mild or moderate hepatic 
impairment. Toviaz has not been studied in patients with severe hepatic impairment and therefore is not 
recommended for use in this patient population (see CLINICAL PHARMACOLOGY, Pharmacokinetics in 
Special Populations in full prescribing information and DOSAGE AND ADMINISTRATION).

Myasthenia Gravis: Toviaz should be used with caution in patients with myasthenia gravis, a disease 
characterized by decreased cholinergic activity at the neuromuscular junction.

Reduced Renal Function: There are no dosing adjustments for patients with mild or moderate renal insuffi ciency. 
Doses of Toviaz greater than 4 mg are not recommended in patients with severe renal insuffi ciency (see CLINICAL 
PHARMACOLOGY, Pharmacokinetics in Special Populations in full prescribing information and DOSAGE AND 
ADMINISTRATION).

Concomitant Administration with CYP3A4 Inhibitors: Doses of Toviaz greater than 4 mg are not recom-
mended in patients taking a potent CYP3A4 inhibitor (e.g. ketoconazole, itraconazole, clarithromycin).

In patients taking weak or moderate CYP3A4 inhibitors (e.g. erythromycin), careful assessment of tolerability 
at the 4 mg daily dose is advised prior to increasing the daily dose to 8 mg. While this specifi c interaction 
potential was not examined by clinical study, some pharmacokinetic interaction is expected, albeit less than 
that observed with potent CYP3A4 inhibitors (see CLINICAL PHARMACOLOGY, Drug-Drug Interactions in full 
prescribing information and DOSAGE AND ADMINISTRATION).

Information for Patients
Patients should be informed that Toviaz, like other antimuscarinic agents, may produce clinically signifi cant 
adverse effects related to antimuscarinic pharmacological activity including constipation and urinary retention. 
Toviaz, like other antimuscarinics, may be associated with blurred vision, therefore, patients should be advised 
to exercise caution until the drug’s effects on the patient have been determined. Heat prostration (due to 
decreased sweating) can occur when Toviaz, like other antimuscarinic drugs, is used in a hot environment. 
Patients should also be informed that alcohol may enhance the drowsiness caused by Toviaz, like other 
anticholinergic agents. Patients should read the patient leafl et entitled “Patient Information TOVIAZ” before 
starting therapy with Toviaz.

Drug Interactions
Coadministration of Toviaz with other antimuscarinic agents that produce dry mouth, constipation, urinary 
retention, and other anticholinergic pharmacological effects may increase the frequency and/or severity of 
such effects. Anticholinergic agents may potentially alter the absorption of some concomitantly administered 
drugs due to anticholinergic effects on gastrointestinal motility. Also see PRECAUTIONS, Concomitant 
Administration with CYP3A4 Inhibitors.

Drug-Laboratory Test Interactions
Interactions between Toviaz and laboratory tests have not been studied.

Carcinogenesis, Mutagenesis, Impairment of Fertility
No evidence of drug-related carcinogenicity was found in 24-month studies with oral administration to mice 
and rats. The highest tolerated doses in mice (females 45 to 60 mg/kg/day, males 30 to 45 mg/kg/day) 
correspond to 11- to 19-fold (females) and 4- to 9-fold (males) the estimated human AUC values reached 
with fesoterodine 8 mg, which is the Maximum Recommended Human Dose (MRHD). In rats, the highest 
tolerated dose (45 to 60 mg/kg/day) corresponds to 3- to 8-fold (females) and 3- to 14-fold (males), the 
estimated human AUC at the MRHD.

Fesoterodine was not mutagenic or genotoxic in vitro (Ames tests, chromosome aberration tests) or in vivo 
(mouse micronucleus test).

Fesoterodine had no effect on reproductive function, fertility, or early embryonic development of the fetus 
at non-maternally toxic doses in mice. The maternal No-Observed-Effect Level (NOEL) and the NOEL for 
effects on reproduction and early embryonic development were both 15 mg/kg/day. Based on AUC, the 
systemic exposure was 0.6- to 1.5-fold higher in mice than in humans at the MRHD, whereas based on peak 
plasma concentrations, the exposure in mice was 5- to 9-fold higher. The Lowest-Observed-Effect Level 
(LOEL) for maternal toxicity was 45 mg/kg/day. 

Pregnancy
Pregnancy Category C
Reproduction studies have been performed in mice and rabbits. No dose-related teratogenicity was observed 
at oral doses up to 75 mg/kg/day in mice (6 to 27 times the expected exposure at the MRHD based on AUC 
and greater than 77 times the expected Cmax) and up to 27 mg/kg/day in rabbits (3- to 11-fold by AUC and 
19- to 62-fold by Cmax) or at subcutaneous doses up to 4.5 mg/kg/day in rabbits (9- to 11-fold by AUC and 
43- to 56-fold by Cmax). In mice treated orally with 75 mg/kg/day (6- to 27-times the expected exposure at 
the MRHD based on AUC and greater than 77-times the expected Cmax), increased resorptions and decreased live 
fetuses were observed. One fetus with cleft palate was observed at each dose (15, 45 and 75 mg/kg/day), at 
an incidence within the background historical range. In rabbits treated orally with 27 mg/kg/day (3- to 11-fold 
by AUC and 19- to 62-fold by Cmax),  incompletely ossifi ed sternebrae (retardation of bone development) were 
observed in fetuses. In rabbits treated by subcutaneous (sc) administration with 4.5 mg/kg/day (9- to 11-fold 
by AUC and 43- to 53-fold by Cmax), maternal toxicity and incompletely ossifi ed sternebrae were observed in 
fetuses (at an incidence within the background historical range). At 1.5 mg/kg/day s.c., (3-fold by AUC and 
11- to 13-fold by Cmax), decreased maternal food consumption in the absence of any fetal effects was observed. 
Oral administration of 30 mg/kg/day fesoterodine to mice in a pre- and post-natal development study resulted 
in decreased body weight of the dams and delayed ear opening of the pups. No effects were noted on mating 
and reproduction of the F1 dams or on the F2 offspring. 

There are no adequate and well-controlled studies using Toviaz in pregnant women. Therefore, Toviaz should 
be used during pregnancy only if the potential benefi t outweighs the potential risk to the fetus.

Nursing Mothers
It is not known whether fesoterodine is excreted in human milk. Toviaz should not be administered during 
nursing unless the potential benefi t outweighs the potential risk to the neonate.

Pediatric Use
The safety and effectiveness of Toviaz in pediatric patients have not been established.

Geriatric Use
Of 1567 patients who received Toviaz 4 mg/day or 8 mg/day in the Phase 2 and 3, placebo-controlled, effi cacy 
and safety studies, 515 (33%) were 65 years of age or older, and 140 (9%) were 75 years of age or older. 
No overall differences in safety or effectiveness were observed between patients younger than 65 years of 
age and those 65 years of age or older in these studies; however, the incidence of antimuscarinic adverse 
events, including dry mouth, constipation, dyspepsia, increase in residual urine, dizziness (at 8 mg only) 
and urinary tract infection, was higher in patients 75 years of age and older as compared to younger patients 
(see CLINICAL PHARMACOLOGY, Pharmacokinetics in Special Populations and CLINICAL STUDIES in full 
prescribing information and ADVERSE REACTIONS).

ADVERSE REACTIONS
The safety of Toviaz was evaluated in Phase 2 and 3 controlled trials in a total of 2859 patients with overactive 
bladder of which 2288 were treated with fesoterodine. Of this total, 782 received Toviaz 4 mg/day, and 785 
received Toviaz 8 mg/day in Phase 2 or 3 studies with treatment periods of 8 or 12 weeks. Approximately 
80% of these patients had >10 weeks exposure to Toviaz in these trials. 
A total of 1964 patients participated in two 12-week, Phase 3 effi cacy and safety studies and subsequent 
open-label extension studies.  In these 2 studies combined, 554 patients received Toviaz 4 mg/day and 566 
patients received Toviaz 8 mg/day.
In Phase 2 and 3 placebo-controlled trials combined, the incidences of serious adverse events in patients 
receiving placebo, Toviaz 4 mg, and Toviaz 8 mg were 1.9%, 3.5%, and 2.9%, respectively. All serious adverse 
events were judged to be not related or unlikely to be related to study medication by the investigator, except 
for four patients receiving Toviaz who reported one serious adverse event each: angina, chest pain, gastroen-
teritis, and QT prolongation on ECG. 
The most commonly reported adverse event in patients treated with Toviaz was dry mouth. The incidence of 
dry mouth was higher in those taking 8 mg/day (35%) and in those taking 4 mg/day (19%), as compared to 
placebo (7%).  Dry mouth led to discontinuation in 0.4%, 0.4%, and 0.8% of patients receiving placebo, Toviaz 
4 mg, and Toviaz 8 mg, respectively. For those patients who reported dry mouth, most had their fi rst occurrence 
of the event within the fi rst month of treatment. 
The second most commonly reported adverse event was constipation. The incidence of constipation was 2% in 
those taking placebo, 4% in those taking 4 mg/day, and 6% in those taking 8 mg. 
Table 3 lists adverse events, regardless of causality, that were reported in the combined Phase 3, randomized, 
placebo-controlled trials at an incidence greater than placebo and in 1% or more of patients treated with Toviaz 
4 mg or 8 mg once daily for up to 12 weeks. 

Table 3. Adverse events with an incidence exceeding the placebo rate and reported by ≥1% of patients 
from double-blind, placebo-controlled Phase 3 trials of 12 weeks’ treatment duration

System 
organ class Preferred term

Placebo
N=554

%

Toviaz 
 4 mg/ day 

N=554
%

Toviaz 
8 mg/ day

N=566
%

Gastrointestinal
disorders

Dry mouth 7.0 18.8 34.6

Constipation 2.0 4.2 6.0

Dyspepsia 0.5 1.6 2.3

Nausea 1.3 0.7 1.9

Abdominal pain upper 0.5 1.1 0.5 

Infections Urinary tract infection 3.1 3.2 4.2

Upper respiratory tract infection 2.2 2.5 1.8

Eye disorders Dry eyes 0 1.4 3.7

Renal and urinary
disorders

Dysuria 0.7 1.3 1.6

Urinary retention 0.2 1.1 1.4

Respiratory
disorders

Cough 0.5 1.6 0.9 

Dry throat 0.4 0.9 2.3

General disorders Edema peripheral 0.7 0.7 1.2

Musculoskeletal 
disorders Back pain 0.4 2.0 0.9 

Psychiatric disorders Insomnia 0.5 1.3 0.4

Investigations ALT increased 0.9 0.5 1.2

GGT increased 0.4 0.4 1.2

Skin disorders Rash 0.5 0.7 1.1

ALT=alanine aminotransferase, GGT=gamma glutamyltransferase

Patients also received Toviaz for up to three years in open-label extension phases of one Phase 2 and two 
Phase 3 controlled trials. In all open-label trials combined, 857, 701, 529, and 105 patients received Toviaz 
for at least 6 months, 1 year, 2 years, and 3 years respectively. The adverse events observed during long-
term, open-label studies were similar to those observed in the 12-week, placebo-controlled studies, and 
included dry mouth, constipation, dry eyes, dyspepsia and abdominal pain. Similar to the controlled studies, 
most adverse events of dry mouth and constipation were mild to moderate in intensity. Serious adverse 
events, judged to be at least possibly related to study medication by the investigator, and reported more than 
once during the open-label treatment period of up to 3 years included urinary retention (3 cases), diverticu-
litis (3 cases), constipation (2 cases), irritable bowel syndrome (2 cases), and electrocardiogram QT cor-
rected interval prolongation (2 cases).

OVERDOSAGE
Overdosage with Toviaz can result in severe anticholinergic effects. Treatment should be symptomatic and 
supportive. In the event of overdosage, ECG monitoring is recommended.

DOSAGE AND ADMINISTRATION
The recommended starting dose of Toviaz is 4 mg once daily. Based upon individual response and tolerability, 
the dose may be increased to 8 mg once daily.

The daily dose of Toviaz should not exceed 4 mg in the following populations:
• Patients with severe renal insuffi ciency (CLCR <30 mL/min).
•  Patients taking potent CYP3A4 inhibitors, such as ketoconazole, itraconazole, and clarithromycin.

Toviaz is not recommended for use in patients with severe hepatic impairment (see CLINICAL PHARMACOL-
OGY, Pharmacokinetics in Special Populations in full prescribing information and PRECAUTIONS).

Toviaz should be taken with liquid and swallowed whole. Toviaz can be administered with or without food, and 
should not be chewed, divided, or crushed.

Manufactured by: 

SCHWARZ PHARMA PRODUKTIONS-GmbH, 08056 Zwickau, Germany

Distributed by: Pfi zer Labs, Division of Pfi zer Inc, NY, NY 10017
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New Embryo Transfer Guidelines Expected Soon
B Y  K AT E  J O H N S O N

A M S T E R D A M —  New embryo transfer
guidelines are expected soon from the
American Society for Reproductive
Medicine, prompted in part by the birth
of the California octuplets earlier this
year, according to Dr. David Adamson,
immediate past president of the society.

The guidelines will “unquestionably
lower the number of embryos trans-

ferred or modify how choices are made,”
with the goal of further reducing the risk
of multiple births, he said in an interview. 

Despite considerable pressure to tight-
en the guidelines in the wake of the oc-
tuplets’ delivery, the ASRM must care-
fully protect its vision of individualized
patient treatment, Dr. Adamson said at
the annual meeting of the European
Society of Human Reproduction and
Embryology.

“There certainly has been some per-
spective in the media and elsewhere that,
because this occurred, there should be
more regulation on the number of em-
bryos transferred, but my perspective is
that this was an extreme outlier and you
don’t want to make regulation based on
extreme exceptions to the rule,” said Dr.
Adamson, who is in private practice in
Palo Alto, Calif. “It’s impossible for any
regulation, no matter how rigorous, to

prevent sociopathic, psychopathic, illegal,
or just plain crazy behavior.”

Nevertheless, the new guidelines,
expected less than a year since the last
ones were issued, reflect the ASRM’s
awareness of the need to tackle the prob-
lem of multiple births more aggressively.

While European experts released fig-
ures at the meeting showing that in 2006
twin deliveries resulting from assisted re-
productive technologies in Europe
dipped below 20% for the first time, the
latest U.S. figures (2007) show the rate of
IVF twin pregnancies at 33% in women
under age 35, 28% in the 35- to 37-year-
old age group, 22% in women aged 38-
40, and 15% in the over 40 age group.

In the United States, elective single em-
bryo transfer (SET) was performed in

just 4.5% of cycles in women under age
35, dropping to 2.6% in women aged 35-
37, 1% in those aged 38-40, and 0.3% in
those over the age of 40.

In contrast, SET comprised 67% of all
transfers in Sweden, where the practice
is mandatory in women under age 40,
said Dr. Adamson. 

“But the average Swedish patient is 30
years old, and treatment is covered by the
state,” he commented. “In the U.S. pa-
tients are 5 or 6 years older, they’ve had
infertility for much longer, and they have
to pay.”

Compared to laws and guidelines in
many European countries, the current
ASRM guidelines are more vague and
less ambitious. For example, the ASRM
guidelines simply state that “considera-
tion should be given” to SET in women
who are under the age of 35 and have a
good chance of getting pregnant. But
there is more emphasis placed on double
embryo transfer, and the door is left
open for the transfer of even more em-
bryos, depending on the age of the pa-
tient and the prognosis.

While he said that the U.S. twin preg-
nancy rate following IVF needs to come
down, Dr. Adamson added that this
should not be at the cost of removing
the ASRM’s individualized approach to
care. 

“The risks are higher for twins and
for their mothers, but they are not so
high that twins are necessarily always a
bad outcome. Clearly, the objective is a
healthy singleton baby, but we have to
make sure we don’t reduce the overall
quality of care by trying to make the
twin rate 0% because that won’t hap-
pen unless no one becomes pregnant,”
he said.

Dr. Adamson receives research fund-
ing from Institut Biochimique SA and
EMD Serono Inc. ■

The guidelines will
‘unquestionably lower the
number of embryos transferred
or modify how choices are
made,’ to further reduce the 
risk of multiple births.




