Omeprazole: Administration of omeprazole 20 mg once daily for four days followed by ZELNORM 6 mg twice daily on day four increased the mean tegaserod AUC and Cmax
by 15% and 17%, respectively, compared to ZELNORM administered alone. This increase in exposure is not considered clinically relevant.
Effect of Tegaserod on Other Drugs
No clinically significant effects of tegaserod on the pharmacokinetics of the following drugs were observed when used concomitantly with a single dose of ZELNORM 6 mg:
theophylline (CYP1A2 substrate), dextromethorphan (CYP2D6 substrate), digoxin (P-gp substrate), warfarin (CYP2C9 substrate), or oral contraceptives (ethynyl estradiol
and levonorgestrel).
Digoxin: Administration of a single dose of digoxin following ZELNORM 6 mg twice daily for 4 days reduced the mean Cmax and AUC of digoxin by approximately 15%. This
reduction in digoxin exposure is not considered clinically relevant.
Warfarin: Coadministration of ZELNORM 6 mg twice daily with warfarin for seven days did not significantly alter the pharmacokinetics of either R- or S-warfarin or change
the prothrombin time in healthy subjects.
Oral Contraceptives: Coadministration of ZELNORM 6 mg twice daily with 0.3 mg of ethinyl estradiol and 0.125 mg of levonorgestrel once daily did not affect the steady-state
(Day 21) pharmacokinetics of ethinyl estradiol but reduced both the Cmax and AUC of levonorgestrel by 8%. This change in exposure is not considered clinically relevant.
In Vitro Studies Where the Drug Interaction Potential Was Not Further Evaluated Clinically
CYP enzymes
Tegaserod does not inhibit CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2E1, and CYP3A4, and it does not induce CYP3A4 and CYP2B6.
Limited induction of CYP1A2 was observed at tegaserod concentrations in excess of 100 times the clinically relevant range.
M29 does not inhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 and CYP3A4, and it does not induce CYP1A2, CYP2B6, or CYP3A4.
Transporters
Tegaserod is a substrate for BCRP and P-gp, but not a substrate of OAT1, OAT3, OCT1, OCT2, OATP1B1, OATP1B3, MATE1, MATE2-K or BSEP. Drug transporter data
indicated a potential inhibition of MATE1, MATE2-K, and BCRP by tegaserod at high concentrations. However, at the clinical dose of ZELNORM, a significant in vivo drug
interaction via inhibition of these transporters is unlikely.
M29 is a substrate of BCRP, P-gp, OAT3 and BSEP transporters, but not a substrate of OAT1, OCT1, OCT2, OATP1B1, OATP1B3, MATE1, and MATE2-K. M29 does not
inhibit the following transporters: OAT1, OAT3, OCT1, OCT2, OATP1B1, OATP1B3, MATE1, MATE2-K, BCRP, P-gp, and BSEP.
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Tegaserod was not carcinogenic in rats given oral dietary doses up to 180 mg/kg/day (approximately 93 to 111 times the recommended dose based on AUC) for 110 to 124 weeks.
In mice, dietary administration of tegaserod for 104 weeks produced mucosal hyperplasia and adenocarcinoma of the small intestine at 600 mg/kg/day (approximately
83 to 110 times the recommended dose based on AUC). There was no evidence of carcinogenicity at lower doses (3 to 35 times the recommended dose based on AUC).
Tegaserod was not genotoxic in the in vitro Chinese hamster lung fibroblast (CHL/V79) cell chromosomal aberration and forward mutation test, the in vitro rat hepatocyte
unscheduled DNA synthesis (UDS) test or the in vivo mouse micronucleus test. The results of the Ames test for mutagenicity were equivocal.
Tegaserod at oral (dietary) doses up to 240 mg/kg/day (approximately 57 times the recommended dose based on AUC) in male rats and 150 mg/kg/day (approximately 42
times the recommended dose based on AUC) in female rats was found to have no effect on fertility and reproductive performance.
13.2 Animal Toxicology and/or Pharmacology
Inhibition of the hERG (human Ether-a-go-go-Related Gene) channel was evident only in the micromolar concentration range with an IC50 of 13 micromolar (approximately
1300 times the Cmax in humans at the recommended dose). In in vitro studies, tegaserod had no effects on impulse conduction in isolated guinea pig papillary muscle at up
to 100 times the Cmax in humans, Langendorff-perfused isolated rabbit heart (QT interval) at up to 1000 times the Cmax in humans, or human atrial myocytes at multiples
up to 10 times the Cmax in humans. The major metabolite, M29, had no effect on QT in the Langendorff-perfused isolated rabbit heart at multiples up to 323 times the Cmax
in humans.
In anesthetized and conscious dogs, tegaserod at doses up to 92 to 134 times the recommended dose based on Cmax did not alter heart rate, QRS interval duration, QTc
or other ECG parameters. In chronic toxicology studies in rats and dogs, there were no treatment-related changes in cardiac morphology after tegaserod administration at
doses up to 660 times the recommended dose based on AUC.
Although tegaserod is expected to bind to 5 HT2B receptors in humans at the recommended dose, there does not appear to be any potential for heart valve injury based on
functional evidence of 5 HT2B receptor antagonism.
Studies with isolated coronary and mesenteric blood vessels from non-human primates and humans showed no vasoconstrictor effect at concentrations approximately 100
times the human Cmax. Tegaserod exhibited antagonism of 5 HT-mediated vasoconstriction via 5 HT1B receptors. In rat thoracic aortic rings that were pre-constricted with
phenylephrine or norepinephrine, tegaserod produced vasorelaxation, with IC50 values 6 and 64 times the Cmax plasma concentrations in humans, respectively. No effects
were observed in the basal tone of aortic rings at concentrations up to 1000 times the human Cmax.
In studies with an anesthetized rat model for measuring macro- and micro-circulation of the colon, intraduodenal dosing with tegaserod (approximately 7 times the
recommended dose based on Cmax) produced no clinically relevant effect on blood pressure, heart rate, or vascular conductance.
14 CLINICAL STUDIES
Results in Women
ZELNORM is not recommended in females 65 years of age and older with IBS-C [see Indications and Dosage (1)].
In three multicenter, double-blind, placebo-controlled trials, 2,470 women (mean age 43 years [range 17 to 89 years]; 86% Caucasian, 10% African American) with at least
a 3-month history of IBS-C symptoms prior to the baseline period that included abdominal pain, bloating and constipation received either ZELNORM 6 mg twice daily or
placebo. In all patients, constipation was characterized by at least two of the following three symptoms each occurring >25% of the time over a 3-month period: <3 bowel
movements/week, hard or lumpy stools, or straining with a bowel movement.
The design for the three trials consisted of a 4-week placebo-free baseline period followed by a 12-week double-blind treatment period. Studies 1 and 2 evaluated a fixed
dose regimen of tegaserod 6 mg twice daily while Study 3 utilized a dose-titration design.
Each week of the 4-week placebo-free baseline period and the 12-week double-blind treatment period, patients were asked the question, “Please consider how you felt this
past week in regard to your IBS, in particular your overall well-being, and symptoms of abdominal discomfort, pain and altered bowel habit. Compared to the way you usually
felt before entering the trial, how would you rate your relief of symptoms during the past week?” The response variable consisted of the following five categories: completely
relieved, considerably relieved, somewhat relieved, unchanged, or worse. Patients were classified as responders within a month if they were considerably or completely
relieved for at least two of the four weeks, or if they were at least somewhat relieved for each of the four weeks.
Calculated response rates during month 1 and during month 3, as described above, are shown in Table 3. The differences in response rates vs. placebo were greater at
month 1 than month 3.
Table 3. Efficacy Responder* Rates in the Three Placebo-Controlled IBS-C Trials
Month 1
Month 3**
Study

Proportion of Responders (Female)

Proportion of Responders (Female)

ZELNORM
6 mg twice daily

Placebo

Difference
[95% CI]

ZELNORM
6 mg twice daily

Placebo

Difference
[95% CI]

1

76/244
(31%)

42/240
(17%)

14%
[6%,21%]

95/244
(39%)

66/240
(28%)

11%
[3%,20%]

2

265/767
(35%)

164/752
(22%)

13%
[8%,17%]

334/767
(44%)

292/752
(39%)

5%
[0%,10%]

3

80/233
(34%)

47/234
(20%)

14%
[6%,22%]

100/233
(43%)

88/234
(38%)

5%
[-4%,14%]

*A responder is defined as a patient with ≥ 2 of 4 weeks with complete or considerable relief or 4 of 4 weeks with at least somewhat relief during the last 4 available weeks.
**Primary efficacy assessment.
In a subgroup of female patients less than 65 years of age (90%, 97%, and 91% of all female patients in Studies 1, 2 and 3, respectively), the treatment differences were
generally similar at both month 1 and month 3 to the overall results shown in Table 3.
The same efficacy variable (i.e., complete relief, considerable relief, somewhat relief, unchanged, worse) was analyzed on a weekly basis. The proportion of all female patients
with complete, considerable or somewhat relief at weeks 1, 4, 6, 8 and 12 are shown in Figure 1 below.
Figure 1: Weekly Proportion of Patients with Somewhat, Considerably and Complete Relief in the Three Placebo-Controlled IBS-C Trials

In addition, individual symptoms of abdominal pain/discomfort and bloating were assessed daily using a six or seven point intensity scale. A positive response was defined
as at least a 1-point reduction in the scale. During the first four weeks in the fixed dose trials, 8% to 11% more ZELNORM-treated patients than placebo-treated patients were
responders for abdominal pain/discomfort. Similarly, 9% to 12% more ZELNORM-treated patients were responders for bloating. Corresponding differences at month 3 were
1% to 10% responders for abdominal pain/discomfort and 4% to 11% responders for bloating. Patients on ZELNORM also experienced an increase in median number of bowel
movements from 3.8/week at baseline to 6.3/week at month 1 and 6.0/week at month 3, while placebo patients increased from 4.0/week to 5.1/week at month 1 and 5.5/week
at month 3.
Results in Men
In two randomized, placebo-controlled, double-blind trials enrolling 288 males, efficacy response rates were similar between ZELNORM and placebo in the male subgroup
[see Indications and Usage (1)].
16 HOW SUPPLIED / STORAGE AND HANDLING
ZELNORM is supplied as 6 mg tegaserod whitish to slightly yellowish, round flat tablets with a beveled edge engraved with “ZEL” and “6”.
Unit Dose (blister pack)
• Box of 60 (strips of 10) . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .  NDC 27505-090-60
Store at 25°C (77°F); excursions permitted to 15°C to 30°C (59°F to 86°F).
See USP Controlled Room Temperature. Protect from moisture.
17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).
Cardiovascular Ischemic Events, Including MACE
Inform patients that stroke, myocardial infarction, and cardiovascular death have been reported in adults taking ZELNORM who had an increased risk of developing an
adverse cardiovascular event based on their medical history. Advise patients to promptly seek medical attention if they develop symptoms of an MI, stroke, TIA, or angina.
Also, advise patients to immediately inform their healthcare provider if they develop clinical or other evidence of cardiovascular ischemic heart disease (e.g., coronary artery
disease) or other changes in their health status that could increase cardiovascular risk (e.g., smoking, hypertension, hyperlipidemia, diabetes mellitus, obesity) while taking
ZELNORM [see Warnings and Precautions (5.1)].
Ischemic Colitis
Advise patients to stop taking ZELNORM and seek medical attention if they develop symptoms of ischemic colitis, such as rectal bleeding, bloody diarrhea or new or
worsening abdominal pain [see Warnings and Precautions (5.2)].
Volume Depletion Associated with Diarrhea
Instruct patients to discontinue ZELNORM and contact their healthcare provider if they develop severe diarrhea, especially if they also experience symptoms of volume
depletion (hypotension and/or syncope) [see Warnings and Precautions (5.3)].
Suicidal Ideation and Behavior
Counsel patients, their caregivers, and their families that ZELNORM may increase the risk of suicidal thoughts and behavior and advise them of the need to be alert for the
emergence or worsening of symptoms of depression, any unusual changes in mood or behavior, or the emergence of suicidal thoughts, behavior, or thoughts of self-harm.
Instruct patients, caregivers, and families that if any of these symptoms occur, they should immediately discontinue ZELNORM and report behaviors of concern to their
healthcare provider [see Warnings and Precautions (5.4)].
Lactation
Advise a woman that breastfeeding is not recommended during treatment with ZELNORM [see Use in Specific Populations (8.2)].
Administration Information
Advise patients to take ZELNORM at least 30 minutes before a meal [see Dosage and Administration (2)].
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Medication Guide
ZELNORM™ (ZEL-norm)
(tegaserod) tablets, for oral use
What is the most important information I should know about ZELNORM?
ZELNORM can cause serious side effects, including:
• Major heart (cardiovascular) events. Major cardiovascular events such as stroke, heart attack, and death from
stroke or heart attack have happened in adults taking ZELNORM who had an increased risk of having a cardiovascular
event.
Risk factors that increase your risk of a major cardiovascular event include:
o currently smoke
o high blood pressure or your blood pressure is controlled with medicine that lowers your blood pressure
o	high blood cholesterol levels or your blood cholesterol levels are controlled with medicine that lowers your blood
cholesterol levels
o have or have had diabetes mellitus
o age 55 years or older
o obesity
Talk to your healthcare provider about risk factors you may have for a major cardiovascular event before you start
taking ZELNORM.
Get emergency medical help right away if you have signs or symptoms of a heart attack, stroke,
mini stroke (transient ischemic attack or TIA) or angina (chest pain that happens because your
heart is not getting enough oxygen), including:
• chest pain that may spread to the arms, neck, jaw, • sudden numbness or weakness, especially on one
back, or stomach area (abdomen)
side of the body
• feeling sweaty
• severe headache or confusion
• shortness of breath
• problems with vision, speech, or balance
• feeling sick or vomiting
Tell your healthcare provider right away if you are told that you have narrowing in the blood vessels that carry blood
to your heart (coronary artery disease).
• Inflammation and injury of the intestines caused by reduced blood flow to the intestines (ischemic
colitis). Ischemic colitis and other problems of the intestines caused by reduced blood flow to the intestines, that
sometimes required hospitalization, have happened in some people taking ZELNORM. Stop taking ZELNORM and
call your healthcare provider or get medical help if you have symptoms of ischemic colitis such as bleeding from your
rectum, bloody diarrhea, or new or worsening stomach-area (abdominal) pain.
• Loss of body fluids caused by diarrhea. Diarrhea is a common side effect of ZELNORM, and it can sometimes
be severe. Severe diarrhea can result in the loss of too much fluid from your body, low blood pressure, and fainting
(loss of consciousness). Some people who had severe diarrhea during treatment with ZELNORM were hospitalized
due to loss of too much body fluid. Stop taking ZELNORM and call your healthcare provider right away if you have
severe diarrhea, especially if you also feel lightheaded, dizzy, or you faint.
• Suicidal thoughts and behavior. ZELNORM may increase the risk of suicidal thoughts and behavior. You, your
caregiver, and your family should monitor you for changes in behavior. If you have any new or worsening symptoms
of depression, unusual changes in mood or behavior, begin to have suicidal thoughts or behavior, or thoughts of selfharm, stop taking ZELNORM right away and tell your healthcare provider.
What is ZELNORM?
ZELNORM is a prescription medicine used for the treatment of adult women less than 65 years of age who have irritable
bowel syndrome with constipation (IBS-C).
It is not known if ZELNORM is safe and effective in men with IBS-C.
It is not known if ZELNORM is safe and effective in children.
Do not take ZELNORM if you:
• have had a heart attack, stroke, transient ischemic attack or TIA, or angina.
• have had inflammation and injury of the intestines caused by reduced blood flow to the intestines (ischemic colitis).
• have severe kidney problems or end-stage kidney disease.
• have moderate or severe liver problems.
• have had an intestinal blockage (bowel obstruction), gallbladder problems that caused symptoms, or scar tissue that
formed between the tissues of the abdomen and other organs in the abdomen.
• have or may have had a problem with the muscular valve that controls the flow of digestive juices (bile and pancreatic
juice) to the first part of your intestine (sphincter of Oddi).
• are allergic to tegaserod.
Before taking ZELNORM, tell your healthcare provider about all of your medical conditions, including
if you:
• currently smoke.
• have or have had high blood pressure or are taking medicine to lower your blood pressure.
• have or have had high blood cholesterol levels or are taking medicine to lower your blood cholesterol levels.
• have or have had diabetes.
• are having diarrhea or have diarrhea often.
• are pregnant or plan to become pregnant. It is not known if ZELNORM will harm your unborn baby.
• are breastfeeding or plan to breastfeed. It is not known if ZELNORM passes into your breast milk. You should not
breastfeed if you take ZELNORM.
Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.
How should I take ZELNORM?
• Take ZELNORM exactly as your healthcare provider tells you to take it.
• The usual dose of ZELNORM is 1 tablet 2 times each day, taken by mouth.
• Take ZELNORM at least 30 minutes before a meal.
• If you take too much ZELNORM, call your healthcare provider or go to the nearest hospital emergency room right
away.
What are the possible side effects of ZELNORM?
ZELNORM can cause serious side effects, including:
• See “What is the most important information I should know about ZELNORM?”
The most common side effects of ZELNORM are:
• headache
• gas
• stomach-area (abdominal) pain
• indigestion
• nausea
• dizziness
These are not all the possible side effects of ZELNORM.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.
How should I store ZELNORM?
• Store ZELNORM at room temperature between 68°F to 77°F (20°C to 25°C).
• Protect ZELNORM from moisture.
Keep ZELNORM and all medicines out of the reach of children.
General information about the safe and effective use of ZELNORM.
Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use ZELNORM
for a condition for which it was not prescribed. Do not give ZELNORM to other people, even if they have the same
symptoms that you have. It may harm them. You can ask your healthcare provider or pharmacist for information about
ZELNORM that is written for health professionals.
What are the ingredients in ZELNORM?
Active ingredient: tegaserod
Inactive Ingredients: colloidal silicon dioxide, crospovidone, glyceryl behenate, hypromellose, and lactose
monohydrate
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