
CONTRAINDICATIONS

CUVPOSA is contraindicated in:

• Patients with medical conditions that preclude anticholinergic therapy (e.g., glaucoma, paralytic 

ileus, unstable cardiovascular status in acute hemorrhage, severe ulcerative colitis, toxic megacolon 

complicating ulcerative colitis, myasthenia gravis).

• Patients taking solid oral dosage forms of potassium chloride. The passage of potassium chloride 

tablets through the gastrointestinal (GI) tract may be arrested or delayed with coadministration of 

CUVPOSA.

WARNINGS AND PRECAUTIONS

Constipation or Intestinal Pseudo-obstruction 

Constipation is a common dose-limiting adverse reaction which sometimes leads to glycopyrrolate 

discontinuation [see Adverse Reactions (6.1)]. Assess patients for constipation, particularly within 4-5 days of 

initial dosing or after a dose increase. Intestinal pseudo-obstruction has been reported and may present as 

abdominal distention, pain, nausea or vomiting.

Incomplete Mechanical Intestinal Obstruction 

Diarrhea may be an early symptom of incomplete mechanical intestinal obstruction, especially in patients with 

ileostomy or colostomy. If incomplete mechanical intestinal obstruction is suspected, discontinue treatment 

with CUVPOSA and evaluate for intestinal obstruction.

High Ambient Temperatures 

In the presence of high ambient temperature, heat prostration (fever and heat stroke due to decreased 

sweating) can occur with use of anticholinergic drugs such as CUVPOSA. Advise parents/caregivers to avoid 

exposure of the patient to hot or very warm environmental temperatures.

Operating Machinery or an Automobile 

CUVPOSA may produce drowsiness or blurred vision. As appropriate for a given age, warn the patient not 

to engage in activities requiring mental alertness such as operating a motor vehicle or other machinery, or 

performing hazardous work while taking CUVPOSA.

Anticholinergic Drug Effects 

Use CUVPOSA with caution in patients with conditions that are exacerbated by anticholinergic drug effects 

including:

•  Autonomic neuropathy

• Renal disease

•  Ulcerative colitis – Large doses may suppress intestinal motility to the point of producing a paralytic 

ileus and for this reason may precipitate or aggravate “toxic megacolon,” a serious complication of 

the disease.

• Hyperthyroidism

• Coronary heart disease, congestive heart failure, cardiac tachyarrhythmias, tachycardia, and 

hypertension

• Hiatal hernia associated with reflux esophagitis, since anticholinergic drugs may aggravate this 

condition

ADVERSE REACTIONS 

The following serious adverse reactions are described elsewhere in the labeling:

• Constipation or intestinal pseudo-obstruction [see Warnings and Precautions (5.1)]

• Incomplete mechanical intestinal obstruction [see Warnings and Precautions (5.2)]

The most common adverse reactions reported with CUVPOSA are dry mouth, vomiting, constipation, flushing, 

and nasal congestion.

Clinical Trials Experience 

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the 

clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not 

reflect the rates observed in practice.

The data described below reflect exposure to CUVPOSA in 151 subjects, including 20 subjects who 

participated in a 8-week placebo-controlled study (Study 1) and 137 subjects who participated in a 24-week 

open-label study (six subjects who received CUVPOSA in the placebo-controlled study and 131 new subjects).

Table 2 presents adverse reactions reported by ≥ 15% of CUVPOSA-treated subjects from the placebo-

controlled clinical trial.

CUVPOSA

(N=20)  n (%)

Placebo

(N=18) n (%)

Dry Mouth 8 (40%) 2 (11%)

Vomiting 8 (40%) 2 (11%)

Constipation 7 (35%) 4 (22%)

Flushing 6 (30%) 3 (17%)

Nasal Congestion 6 (30%) 2 (11%)

Headache 3 (15%) 1 (6%)

Sinusitis 3 (15%) 1 (6%)

Upper Respiratory Tract Infection 3 (15%) 0

Urinary Retention 3 (15%) 0

Table 2: Adverse Reactions Occurring in ≥ 15% of CUVPOSA-Treated 

Subjects and at a Greater Frequency than Placebo in Study 1

The following adverse reactions occurred at a rate of <2% of patients receiving CUVPOSA in the open-label 

study.

Gastrointestinal: Abdominal distention, abdominal pain, stomach discomfort, chapped lips, flatulence, 

retching, dry tongue

General Disorders: Irritability, pain

Infections: Pneumonia, sinusitis, tracheostomy infection, upper respiratory tract infection, urinary tract 

infection

Investigations: Heart rate increased
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Simple Screen IDs Medication Overuse Headache
B Y  D A M I A N  M C N A M A R A

FROM THE INTERNATIONAL HEADACHE

CONGRESS

BERLIN – “Do you take an attack treat-
ment more than 10 days per month?” “Is
this intake on a regular basis?”

With these two questions, clinicians at
a headache treatment center in France
quickly screened and identified patients
with medication overuse headache, ac-

cording to a validation study of the
screening questions. 

The traditional approach to diagnosis
of medication overuse headache involv-
ing the revised International Classifica-
tion of Headache Disorders (ICHD-II)
criteria requires a face-to-face interview
that takes considerable clinician time
and expertise, Dr. Virginie Dousset said
at the congress, which was sponsored by
the International Headache Society and

the American Headache Society.
Dr. Dousset and her colleagues trans-

formed the second edition ICHD-II cri-
teria into four simplified questions for a
patient self-administered screening tool.
To determine its sensitivity and speci-
ficity, they recruited 79 consecutive pa-
tients between September 2009 and Feb-
ruary 2010. All participants presented for
their first evaluation at the Bordeaux
Headache Centre at the University of

Bordeaux, where Dr. Dousset is director. 
After 2 participants withdrew, 42 pa-

tients with medication overuse headache
and 35 migraine sufferers without med-
ication overuse were assessed further. In-
vestigators compared their responses to
the questions with diagnoses made by
headache specialists using the formal
ICHD-II criteria. 

The initial screen featured four ques-
tions. But when the two questions re-
garding attack treatment frequency and
regular use of medications were com-
bined, they had the best sensitivity (95%)
and specificity (80%) for identification of
medication overuse headache. 

The question, “Do you have headache
on 15 days or more per month?” had 81%
sensitivity and 85% specificity. A fourth
question that asked about headache du-
ration exceeding 3 months had 98% sen-
sitivity but a specificity of only 18%.
Therefore, this item was dropped for in-
sufficient discrimination between med-
ication overuse and other types of
headache, Dr. Dousset said.

Participants included both men and
women aged 18 years or older with a
normal clinical examination. They had
no primary headache type other than mi-
graine. Mean age was significantly high-
er in the medication overuse headache
cohort at 47 years, compared with a
mean of 37 years in the migraine cohort.
Both groups consisted mostly of
women: 81% with medication overuse
headache and 63% with migraine. 

The self-questionnaire and neurologic
diagnosis were performed independent-
ly on the same day. A nurse unaware of
the neurologic diagnosis supervised pa-
tients but offered no help on the ques-
tionnaire. The neurologist was blinded
to the results of the patient question-
naire.

“We have to ask the question about
applicability [of the screening ques-
tionnaire] outside headache centers,”
Dr. Dousset said. Although that is the
focus of future research, she said she be-
lieves asking these two questions will
prove an effective screening method for
patients seen in a primary care setting
as well. ■

A video interview
with Dr. Dousset can
be viewed by using
the QR code, or by
visiting www.clinical
neurologynews.com.

Major Finding: Asking patients if
they take attack treatments for
headache more than 10 days per
month and if this practice is reg-
ular identifies medication overuse
headache with 95% sensitivity
and 80% specificity.

Data Source: Validation study of
77 headache patients treated at a
headache treatment center.

Disclosures: Dr. Dousset said that
she had no relevant financial dis-
closures. 
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