
Risk of Liver Injury
Tizanidine may cause Hepatocellular liver injury. It should be 
used with cau�on in pa�ents with any Hepa�c impairment. 
Monitoring of Aminotransferase levels is recommended for 
baseline and 1 month a�er maximum dose is achieved, or if 
Hepa�c injury is suspected. 

Sedation
Tizanidine can cause seda�on, which may interfere with 
everyday ac�vity. The CNS depressant effects of Tizanidine 
with alcohol and other CNS depressants (e.g., Benzodiaze-
pines, Opioids, Tricyclic An�depressants) may be addi�ve. 
Monitor pa�ents who take Tizanidine with another CNS 
depressant.

Hallucinosis/Psychotic-Like Symptoms
Tizanidine use has been associated with Hallucina�ons. It 
may produce  visual Hallucina�ons or delusions according to 
North American controlled clinical studies.. Consider 
discon�nuing Tizanidine in pa�ents who develop Hallucina-
�ons.

Hypersensitivity Reactions
Tizanidine can cause Anaphylaxis. Signs and symptoms 
including respiratory compromise, Ur�caria and Angioedema 
of the throat and tongue have been reported. Pa�ents 
should be informed of the signs and symptoms of severe 
allergic reac�ons and instructed to discon�nue Tizanidine 
and seek immediate medical care should these signs and 
symptoms occur.

Increased Risk of Adverse Reactions in Patients with Renal 
Impairment
Tizanidine should be used with cau�on in pa�ents with renal 
insufficiency (Crea�nine clearance < 25 mL/min), as 
clearance is reduced by more than 50%.  

In these pa�ents, the individual doses should be reduced. 
These pa�ents should be monitored closely for the onset or 
increase in severity of the common adverse events (Dry 
mouth, Somnolence, Asthenia and Dizziness) as indicators of 
poten�al overdose. 

Withdrawal Adverse Reac�ons
Withdrawal adverse reac�ons include rebound Hypertension, 
Tachycardia, and Hypertonia. To minimize the risk of these 
reac�ons, par�cularly in pa�ents who have been receiving 
high doses (20 to 28 mg daily) for long periods of �me (9 
weeks or more) or who may be on concomitant treatment 
with Narco�cs, the dose should be decreased slowly (2 to 
4mg per day).

ADVERSE EFFECTS
• Drowsiness, Tiredness, Dizziness
• Reduc�on in blood pressure 
• Dry mouth, Nausea, Stomach upsets 
• Loss of appe�te 
• Anxiety 
• Hallucina�ons 
• Sleep disorders including difficulty in sleeping 
• Allergic reac�ons (Itching, Rash) 

DRUG INTERACTIONS
Fluvoxamine & Ciprofloxacin
Concomitant use of Fluvoxamine and Tizanidine is 
contraindicated. Changes in pharmacokine�cs of Tizanidine 
when administered with Fluvoxamine resulted in significantly 
decreased blood pressure, increased Drowsiness, and 
increased Psychomotor impairment. 

CYP1A2 Inhibitors other than Fluvoxamine and Ciprofloxacin
Because of poten�al drug interac�ons, concomitant use of 
Tizanidine with other CYP1A2 inhibitors, such as Zileuton, 
Fluoroquinolones other than strong CYP1A2 inhibitors (which 
are contraindicated), An�arrythmics (Amiodarone, 
Mexile�ne, Propafenone, and Verapamil), Cime�dine, 
Famo�dine, Oral contracep�ves, Acyclovir, and Ticlopidine) 
should be avoided. If their use is clinically necessary, therapy 
should be ini�ated with 2mg dose and increased in 2–4mg 
steps daily based on pa�ent response to therapy. If adverse 
reac�ons such as Hypotension, Bradycardia, or excessive 
Drowsiness occur, reduce or discon�nue Tizanidine therapy.

Oral Contraceptives
Concomitant use of Tizanidine with Oral contracep�ves is 
not recommended. However, if concomitant use is clinically 
necessary, ini�ate Tizanidine with a single 2mg dose and 
increase in 2–4mg steps daily based on pa�ent response to 
therapy. If adverse reac�ons such as Hypotension, Bradycardia, 
or excessive Drowsiness occur, reduce or discon�nue 
Tizanidine therapy.

Alcohol
Alcohol increases the overall amount of drug in the blood 
stream a�er a dose of Tizanidine. This was associated with 
an increase in adverse reac�ons of Tizanidine. The CNS 
depressant effects of Tizanidine and Alcohol are addi�ve.

Other CNS Depressants
The seda�ve effects of Tizanidine with CNS depressants (e.g., 
Benzodiazepines,Opioids, Tricyclic An�depressants) may be 
addi�ve. Monitor pa�ents who take Tizanidine with another 
CNS depressant for symptoms of excess seda�on. 

α2-Adrenergic agonists
Because Hypotensive effects may be cumula�ve, it is not 
recommended that Tizanidine be used with other α2- 
Adrenergic agonists.

CONTRAINDICATIONS
Tizanidine is contraindicated in pa�ents taking potent 
inhibitors of CYP1A2, such as Fluvoxamine or Ciprofloxacin.

STORAGE
Store below 30ºC.
Protect from heat, light and moisture.
Tablet should be swallowed whole, not chewed.
Keep out of the reach of children.

PRESENTATION
Fernor (Tizanidine HCl) 2mg Tablet: 
Pack of 10’s in Alu-PVC blister.
Fernor (Tizanidine HCl) 4mg Tablet: 
Pack of 10’s in Alu-PVC blister.
Fernor SR (Tizanidine HCl) 6mg Tablet: 
Pack of 10’s in Alu-Alu blister.
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COMPOSITION
Fernor 2mg Tablet
Each tablet contains:
Tizanidine HCI (USP) equivalent to Tizanidine ............... 2mg

Fernor 4mg Tablet
Each tablet contains:
Tizanidine HCI (USP) equivalent to Tizanidine ............... 4mg

Fernor SR 6mg Tablet
Each sustained release tablet contains:
Tizanidine HCI (USP) equivalent to Tizanidine ............... 6mg

DESCRIPTION
Tizanidine  is a central alpha2-Adrenergic agonist. Its chemical
name is 5 - Chloro - 4 - (2 - imidazolin - 2 - ylamino) - 2, 1, 3 - 
benzothiadiazole monohydrochloride. Tizanidine’s molecular 
formula is C9H8ClN5S-HCl, its molecular weight is 290.2 and 
its structural formula is:

CLINICAL PHARMACOLOGY
Mechanism of ac�on
Tizanidine is a central alpha-2-Adrenergic receptor agonist 
and presumably reduces spas�city by increasing Presynap�c 
inhibi�on of motor neurons. The effects of Tizanidine are 
greatest on Polysynap�c pathways. The overall effect of 
these ac�ons is thought to reduce facilita�on of spinal motor 
neurons.

Pharmacokine�c
Absorption and Distribution
Following oral administra�on, Tizanidine is essen�ally 
completely absorbed. The absolute oral bioavailability of 
�zanidine is approximately 40% due to extensive first-pass 
hepa�c metabolism. Tizanidine is extensively distributed 
throughout the body with a mean steady state volume of 
distribu�on of 2.4 L/kg  following intravenous administra�on 
in healthy adult volunteers. Tizanidine is approximately 30% 
bound to plasma proteins.

Metabolism and Excretion
Tizanidine has linear pharmacokine�cs over the doses 
studied in clinical development (1–20 mg). Tizanidine has a 
half-life of approximately 2.5 hours. Approximately 95% of 
an administered dose is metabolized. The primary 
Cytochrome P450 isoenzyme involved in Tizanidine 
metabolism is CYP1A2. Tizanidine metabolites are not 
known to be ac�ve; their half-lives range from 20 to 40 
hours. Following single and mul�ple oral dosing of 
14C-Tizanidine, an average of 60% and 20% of total radioac�vity
was recovered in the urine and feces, respec�vely. 

INDICATIONS
It is used to relieve the s�ffness and restric�on of muscles 
resul�ng from Mul�ple Sclerosis, injury or diseases of the 
spinal cord. 

DOSAGE & ADMINISTRATION
The recommended star�ng dose is 2mg which will then be 
gradually increased, treatment can be repeated at 6 to 8 
hour intervals, as needed, to a maximum of three doses in 24 
hours. Dosage can be gradually increased by 2mg to 4mg 
a�er 1 to 4 days.
The usual daily dose is between 12 and 24mg,. The 
maximum daily dose is 36mg.

Discon�nua�on of Therapy
If therapy needs to be discon�nued, the dose should be 
decreased slowly to minimize the risk of wihtdrawl and 
rebound Hypertension, Tachycardia and Hypertonia.

USE IN SPECIFIC POPULATION
Pregnancy
Pregnancy Category C
Tizanidine should be given to pregnant women only if the 
benefit outweighs the risk to the unborn fetus. Reproduc�on 
studies performed in rats at a dose of 3mg/kg, equal to the 
maximum recommended human dose on a mg/m2 basis, and 
in rabbits at 30mg/kg, 16 �mes the maximum recommended 
human dose on a mg/m2 basis, did not show evidence of 
Teratogenicity. 
Nursing mothers
It is not known whether this drug is excreted in human milk. 
Because many drugs are excreted in human milk, cau�on 
should be exercised when Tizanidine is administered to a 
nursing woman.
Pediatric use
Safety and effec�veness in pediatric pa�ents have not been 
established.
Geriatric use
Tizanidine is known to be substan�ally excreted by the 
kidney, and the risk of adverse reac�ons to this drug may be 
greater in pa�ents with impaired renal func�on.   
In pa�ents with renal insufficiency (Crea�nine clearance < 25 
mL/min) clearance was reduced by more than 50%. In these 
pa�ents  the individual doses should be reduced. If higher 
doses are required, individual doses rather than dosing 
frequency should be increased. These pa�ents should be 
monitored closely for the onset or increase in severity of the 
common adverse events (Dry mouth, Somnolence, Asthenia 
and Dizziness) as indicators of poten�al overdose.
Because elderly pa�ents are more likely to have decreased 
renal func�on, care should be taken in dose selec�on, and it 
may be useful to monitor renal func�on.
WARNING & PRECAUTIONS 
Hypotension
Tizanidine is an α2-Adrenergic agonist that can produce 
Hypotension. In addi�on, pa�ents moving from a supine to 
fixed upright posi�on may be at increased risk for 
Hypotension and Orthosta�c effects.
Monitor for Hypotension when Tizanidine is used in pa�ents 
receiving concurrent An�hypertensive therapy. It is not 
recommended that Tizanidine be used with other 
α2-Adrenergic agonists. Clinically significant Hypotension 
(decreases in both Systolic and Diastolic pressure) has been 
reported with concomitant administra�on of either 
Fluvoxamine or Ciprofloxacin.
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