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 Film Coated Tablets 
 
 

Prescription Only Medicine      
  
Composition: 
Encytol 1 tablets: 
Each film coated tablet contains:  
Tolterodine tartrate 1mg equivalent to Tolterodine base (0.68) 
 
Encytol 2 tablets: 
Each film coated tablet contains:  
Tolterodine  tartrate 2mg equivalent to Tolterodine base (1.37) 
 
Therapeutic Activity: 
Anticholinergic agent. 
 
Indications: 
Encytol tablets are indicated for treatment the following symptoms due to condition 
called overactive bladder: 
1-Having a strong need to urinate with leaking or wetting accidents (urge urinary incontinence) 
2-Having a strong need to urinate right away (urgency) 
3-Having to urinate often (frequency). 
 
Pharmacology: 
Tolterodine is a competitive muscarinic receptor antagonist.Both urinary bladder contraction 
and salivation are mediated via cholinergic muscarinic receptors.  
After oral administration, tolterodine is metabolized in the liver, resulting in the formation  
of the 5-hydroxymethyl derivative, a major pharmacologically active metabolite.  
The 5-hydroxymethyl metabolite, which exhibits an antimuscarinic activity similar to that of 
tolterodine, contributes significantly to the therapeutic effect. Both tolterodine and the 5-
hydroxymethyl metabolite exhibit a high specificity for muscarinic receptors, since both show 
negligible activity and affinity for other neurotransmitter receptors and other potential cellular 
targets, such as calcium channels.  
Tolterodine has a pronounced effect on bladder function. Effects on urodynamic parameters 
before and 1 and 5 hours after a single 6.4-mg dose of tolterodine immediate release were 
determined in healthy volunteers. The main effects of tolterodine at 1 and 5 hours were an 
increase in residual urine, reflecting an incomplete emptying of the bladder, and a decrease  
in detrusor pressure.These findings are consistent with an antimuscarinic action on the lower 
urinary tract.  
 
 



 
Pharmacokinetics: 
Absorption: 
In a study with 14C-tolterodine solution in healthy volunteers who received a 5-mg oral dose,    
at least 77% of the radiolabeled dose was absorbed. Cmax and area under the concentration 
time curve (AUC) determined after dosage of tolterodine immediate release are dose 
proportional over the range of 1 to 4 mg. Based on the sum of unbound serum concentrations  
of tolterodine and the 5-hydroxymethyl metabolite ("active moiety"), the AUC of tolterodine 
extended release 4 mg daily is equivalent to tolterodine immediate release 4 mg (2 mg bid). 
Cmax and Cmin levels of tolterodine extended release are about 75% and 150% of tolterodine 
immediate release, respectively.Maximum serum concentrations of tolterodine extended release 
are observed 2 to 6 hours after dose administration.  
 
Distribution:  
Tolterodine is highly bound to plasma proteins, primarily α1-acid glycoprotein.Unbound 
concentrations of tolterodine average 3.7% ± 0.13% over the concentration range achieved in 
clinical studies.The 5-hydroxymethyl metabolite is not extensively protein bound,with unbound 
fraction concentrations averaging 36% ± 4.0%. The blood to serum ratio of tolterodine and the     
5-hydroxymethyl metabolite averages 0.6 and 0.8, respectively, indicating that these compounds 
do not distribute extensively into erythrocytes. The volume of distribution of tolterodine following 
administration of a 1.28-mg intravenous dose is 113 ± 26.7 L.  

Metabolism: 
Tolterodine is extensively metabolized by the liver following oral dosing.The primary metabolic 
route involves the oxidation of the 5-methyl group and is mediated by the cytochrome P450 2D6 
(CYP2D6) and leads to the formation of a pharmacologically active 5-hydroxymethyl metabolite. 
Further metabolism leads to formation of the 5-carboxylic acid and N-dealkylated 5-carboxylic 
acid metabolites, which account for 51% ± 14% and 29% ± 6.3% of the metabolites recovered in 
the urine, respectively.  
 
Excretion:  
Following administration of a 5-mg oral dose of 14C-tolterodine solution to healthy volunteers, 
77% of radioactivity was recovered in urine and 17% was recovered in feces in 7 days. Less than 
1% (< 2.5% in poor metabolizers) of the dose was recovered as intact tolterodine, and 5% to 14% 
(<1% in poor metabolizers) was recovered as the active 5-hydroxymethyl metabolite. 
 
Contraindications: 
Encytol tablets are contraindicated in the following conditions: 
- Urinary retention & gastric retention 
- Hypersensitivity to the medicine or to fesoterodine 
- Sever ulcerative colitis or toxic megacolon 
- Uncontrolled narrow angle glaucoma 
- Maysthenia gravis 
- For children under 18 years 
- If you have certain heart problem e.g. heart failure, slow heart beat and QT prolongation. 



 
Warnings and precautions: 
- Encytol tablets can cause blurred vision ,dizziness or drowsiness, so caution  

shoud be taken when engaging in activities requiring alertness such as driving or  
operating machinery 

-  Limit alcoholic beverages as they may worsen some of the side effects of Encytol. 
- This medicine contain lactose so it is prevented for patients sensitive to lactose 

     - This medicine contain sodium 
- Encytol can cause decreased sweting, so avoid becoming overheated in hot weather, 

saunas, or during exercise or other strenuous activities since heatstroke may occur 
- This medicine removed by kidney, therefore elderly people may be more sensitive to 

this medicine. 
- Encytol should be administered with caution in the following conditions: 
1-Patients with clinically significant bladder outflow obstruction because of the risk of 

urinary retention and to patients with gastrointestinal obstructive disorders, such as 
pyloric stenosis, because of the risk of gastric retention 

2-Patients being treated for narrow angle glaucoma (increase in intraocular pressure) 
3-Patients with myasthenia gravis, a disease characterized by decreased cholinergic 

activity at the neuromuscular junction 
4-Patients with hiatal hernia.  
 
How Will This Medicine Affect Your Daily Life: 
Encytol tablets can cause blurred vision ,dizziness or drowsiness ,so caution shoud be 
taken when engaging in activities requiring alertness such as driving or operating 
machinery. 

 
Side Effects: 
Adverse events are listed by frequency as follows : Common > 1/10, <1/10); uncommon 
(>1/1000, <1/100); not known (can not be estimated from the available data). 

  Gastrointestinal disorders: 
Very Common: Dry mouth. 
Common: Dyspepsia, constipation, abdominal pain, flatulence, vomiting and diarrhea. 
Uncommon: Gastroesophageal reflux.  
Eye disorders: 
Common: Dry eyes and abnormal vision including abnormal accommodation. 
Ear and labyrinth disorders: 
Common: Vertigo. 
Cardiac disorders: 
Common: Palpitations. 
Uncommon: Tachycardia, cardiac failure and arrhythmia. 
Nervous system disorders: 
Very common: Headaches. 
Common: Dizziness, somnolence and paresthesia. 
Vascular disorders: 
Not known: Flushing. 



Renal and urinary disorders: 
Common: Dysuria and urinary retention. 
Infectios and infestations disorders: 
Common: Bronchitis. 
Skin and subcutaneous tissue disorders: 
Common: Dry skin. 
Not known: Angioedema. 
General disorders and administration site conditions: 
Common: Fatigue, chest pain and peripheral oedema. 
Immune system disorders: 
Uncommon: Hypersensitivity not otherwise specified. 
Not known: Anaphylactoid reaction. 
Psychiatric disorders: 
Uncommon: Nervousness. 
Not known: Confusion, hallucinations and disorientation. 
Investigation: 
Common: Increased weight.  
 
Drug Interactions: 
- Potent CYP3A4 inhibitor :  

A potent CYP3A4 inhibitor such as Antifungals agent ((ketoconazole, itraconazole 
and vinablastine), macrolide antibiotic (clarithromycin , erythromycin) and 
vinablastine, increased the mean Cma x  and AUC  of  tolterodine by 2- and 2.5-
fold, respectively in CYP2D6 poor metabolizers . 

 
- Antiarrhythmic agents: 

Concomitant administration of Antiarrhythmic agents including class IA(quinidine) & 
class III(amiodarone) with tolterodine may affect the heart arhythm (QT prolongation). 

 
- Fluoxetine: 

Fluoxetine is a selective serotonin reuptake inhibitor and a potent inhibitor of 
CYP2D6 activity. In a  study to assess the effect of fluoxetine on the 
pharmacokinetics of tolterodine immediate release and its metabolites, it was 
observed that fluoxetine significantly inhibited the metabolism of tolterodine 
immediate release in extensive metabolizers, resulting in a 4.8-fold increase in 
tolterodine AUC. There was a 52% decrease in Cmax and a 20% decrease in AUC 
of the 5-hydroxymethyl metabolite. Fluoxetine thus alters the pharmacokinetics in 
patients who would otherwise be extensive metabolizers of tolterodine immediate 
release to resemble the pharmacokinetic profile in poor metabolizers. The sums of 
unbound serum concentrations of tolterodine immediate release and the 5-
hydroxymethyl metabolite are only 25% higher during the interaction. No dose 
adjustment is required when tolterodine and fluoxetine are coadministered.  
 
 
 
 



 
- Muscarinic agents 
  Tolterodine may be reduced by concomitant administration of muscariniccholinergic 

receptor agonists. The effect of prokinetics like metoclopramide and cisapride may 
be decreased by tolterodine. 

 
Pregnancy, lactation and pediatric use: 
- Use in pregnancy category C : 

At oral doses of 20 mg/kg/day (approximately 14 times the human exposure), no anomalies or 
malformations were observed in mice. When given at doses of 30 to 40 mg/kg/day, tolterodine 
has been shown to be embryolethal and reduce fetal weight, and increase the incidence of fetal 
abnormalities (cleft palate, digital abnormalities, intra-abdominal hemorrhage, and various 
skeletal abnormalities, primarily reduced ossification) in mice. At these doses, the AUC 
values were about 20- to 25-fold higher than in humans. Rabbits treated subcutaneously at a 
dose of 0.8 mg/kg/day achieved an AUC of 100 µg∙h/L, which is about 3-fold higher than that 
resulting from the human dose. This dose did not result in any embryotoxicity or 
teratogenicity. There are no studies of tolterodine in pregnant women.  

 
- Use in nursing mothers: 

Tolterodine immediate release is excreted into the milk in mice. Offspring of female mice 
treated with tolterodine 20 mg/kg/day during the lactation period had slightly reduced body 
weight gain. The offspring regained the weight during the maturation phase. It is not known 
whether tolterodine is excreted in human milk; therefore, Tolterodine tartrate should not be 
administered during nursing. A decision should be made whether to discontinue nursing or 
to discontinue Tolterodine tartrate in nursing mothers.  

 
- Pediatric use: 

Safety and effectiveness in pediatric patients have not been demonstrated. 
 

Carcinogenesis, mutagenesis, impairment of fertility: 
Carcinogenicity studies with tolterodine immediate release were conducted in mice and 
rats. At the maximum tolerated dose in mice (30 mg/kg/day), female rats (20 
mg/kg/day), and male rats (30 mg/kg/day), AUC values obtained for tolterodine were 
355, 291, and 462 µg∙h/L, respectively. In comparison, the human AUC value for a 2mg 
dose administered twice daily is estimated at 34 µg∙h/L. Thus, tolterodine exposure in 
the carcinogenicity studies was 9- to 14-fold higher than expected in humans. No 
increase in tumors was found in either mice or rats.  

No mutagenic effects of tolterodine were detected in a battery of in vitro tests, 
including bacterial mutation assays (Ames test) in 4 strains of Salmonella 
typhimurium and in 2 strains of Escherichia coli, a gene mutation assay in L5178Y 
mouse lymphoma cells, and chromosomal aberration tests in human lymphocytes. 
Tolterodine was also negative in vivo in the bone marrow micronucleus test in the 
mouse.  



In female mice treated for 2 weeks before mating and during gestation with 20 mg/kg/day 
(corresponding to AUC value of about 500 µg∙h/L), neither effects on reproductive 
performance or fertility were seen. Based on AUC values, the systemic exposure was 
about 15-fold higher in animals than in humans. In male mice, a dose of 30 mg/kg/day 
did not induce any adverse effects on fertility. 

Overdosage: 
The highest dose given to human volunteers of tolterodine tartrate is 12.8 mg as a 
single dose of the immediate release formulation. The most severe adverse events 
observed were accommodation disturbances and micturition difficulties. 
In the event of tolterodine overdose, treat with gastric lavage and give activated 
charcoal. Treat symptoms as follows: 

  - Severe central anticholinergic effects (e.g. hallucinations, severe excitation): treat 
with physostigmine. 

- Convulsions or pronounced excitation: treat with benzodiazepines. 
- Respiratory insufficiency: treat with artificial respiration. 
- Tachycardia: treat with beta-blockers. 
- Urinary retention: treat with catheterization. 
- Mydriasis: treat with pilocarpine eye drops and/or place patient in dark room. 
 
Dosage and Administration: 
- Administration : 

Encytol tablets is administered orally, can be taken with or without food. 
 
- Dosage : 

* Adults (including elderly): 
  The initial recommended dose of  Tolterodine Tablets is 2 mg twice daily. The dose 

may  be lowered to 1 mg twice daily based on individual response and tolerability.                      
For patients with significantly reduced hepatic or renal function (GFR < 30ml/min) or 
who are currently taking drugs that are potent inhibitors of CYP3A4, the recommended 
dose of Tolterodine is 1 mg twice daily. 

  In case of troublesome side effects the dose may be reduced from 2 mg to 1 mg twice daily. 

 The effect of treatment should be re-evaluated after 2-3 months. 

Storage: 
Store at temperature between 15 - 30°C. 
 
Presentation: 
Encytol 1 : A box of 30 film coated tablets. 
Encytol 2 : A box of 30 film coated tablets. 
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