Tablets

Tizanidine

1. Name of the medicinal product
Roysan" 4mg Tablets

X 0
Active ingredient Tizanidine HCL 456 mg Eq to 4 mg Tizanidine Base.
Inacive ingredients: Povidone K30, Crospovidone X, Lactose Monohydrat, Aviel PH 102, Ta, Magnesium Stearte, Actosi 200
Sunsel yello
5. Pharmaceutial form
Tablet
4. Clinical particular
41 Therapeutic indications: Treatment of spaslicty associated with multiple sclerosis or with spinal cord injury or disease
42 Posology and method of administration
For oral use.: The effect of tizanidine on spasticity is maximal within 2-3 hours of dosing and it has a relatively short duration of
action. The timing and frequency of dosing should therefore be tailored to the individual, and tizanidine should be given in divided
doses, up to 3-4 times daily, depending on the patient’s needs. There is considerable variation in response beween patients so careful
tiralion is necessary. Care should be taken not lo exceed the dose producing the desired therapeulic cffect
itis usual to start with a single dose of 2mg increasing by 2mg increments at no less than half-weekly intervals. The optimum
therapeuic response is generally achieved with a daily dose of belween 12 and 24mg, administered in 3 or 4 equally spaced doses.
Single doses should not exceed 12mg. The total daily dose should not exceed 36mg
Adverse events (see section 4.8) may occur at therapeutic doses but these can be minimised by slow fitration so that in the large
majority of patients they are not a limiting factor.
Discontinuing therapy: If therapy needs to be discontinued, particularly in patients who have been recciving h
periods, the dose should be decreased slowly (see section

se in elderly: Experience in the elderly is limiled and use of tizanidine is nol recommended unless the benefit of treatment clearly
outweighs the risk Pharmacokinetic data suggest that renal clearance in the elderly may in some cases be significantly decreased
Caution i therefore indicated when using tizanidine in elderly patients.
Children and adolescents: Experience with lizanidine in palients under the age of 18 years is imited. Tizanidine is not recommended
for use in this population.
Patients with renal impairment: In patients with renal insufficiency (creatinine clearance < 25 mijmin) treatment should be started
with 2mg once daily with slow litration to achieve the effective dose. Dosage increases should be in increments of no more than 2mg
according to tolerability and effectiveness. If efficacy has to be improved, it is advisable to slowly increase the once-daly dose before
increasing the frequency of administration. Renal function should be monitored as appropriate in these patients (see section 4.4).
Patients with hepatic impairment
Tizanidine is coniraindicated in patients with significantly impaired hepaic function (see sections 43 and 4.4)
e use of tizanidine in patients with significantly impaired hepatic function is contraindicated, because
s extensively metabolised by the liver
Concomitant use of tizanidine with strong inhibitors of CYPIAZ such as fluvoxamine or ciprofloxacin s contraindicated (see sections

h doses for long

Hypersensivit totzanidine or to any of the excipens

Special warnings and precautions for
VP Diblors Conomat e of tsatvdine with CYPTAZ nhibitor s nol recommended (see sections 43 and 45,
Hypotension: Hypotension may occur during treatment with tizanidine (see section 48) and also as a result of drug interactions with
CYPIAZ inhibitors and or antihypertensive drugs (see section 4.5). Severe manifestations of hypotension such as loss of consciousness
and dirculatory collapse have also been observed.
Withdrawal syndrome: Rebound hypertension and tachycardia have been observed after sudden withdrawal of tizanidine, when it
had been used chronically, and or in high daily dosages, andjor concomitantly with antihypertensive drugs. In extreme cases, rebound
Fyperension might e to erebroculo acciden. Taaridie should o be stopped abruply, but tahergradualy se secion 43
Interacton withother mecina poducs and other formsofnteracon and section 48 Undesable efcs)

Renal nsuffcency: In pations wih renal msufficiendy (ratinine cearance < 2 i), it is recommended to start treatment at 2
mg once dad. Dosage icreasesshould b done n smal steps according to ln\»m}nll{y and efficacy. If efficacy has to be improved, it is
advisable to increase first the once daily dose before increasing the frequency of administration.

Cardiovascular, hepalic or ranal disordors Caution s eduted i patients with cardiovascula disorders, coronary arery discase or
renal or hepatic disorders. Regular dlinical laboratory and ECG monitoring is recommended during treatment with tizanidine.
Hepatic dysfunction: Since hepaic dysfunction has been reported in association with tizanidine but rarely at daily doses up to 12mg,
i recommended that liver function tests should be monitored monthly for the first four months in patients receiving doses of 12mg
and higher and in patients who develop clinical symptoms suggestive of hepatic dysfunction such as unexplained nausea, anorexia or
tiredness. Treatment with tizanidine should be discontinued if serum levels of SGPT (serum glutamic-pyruvic transaminase) and or
SGOT (serum glutamic-oxaloacelic lransaminase) are persistently above three times the upper limit of the normal range. Tizanidine
should be discontinued in patients with symptoms compatible with hepatitis or where jaundice occurs.
Special warnings regarding exci
Patients wilh rare hereditary problems of galactose
not take this medicine.
45 Interaction with other medicinal products and other forms of interaction
P inhibtors: Conconant adminitralon of drgs known to ikt the activly of CYPIAR may incrase the plasma levels of
tzanidin (ce section 52) Concomtan use of Gzanidine with lvoxamine or Gprofoxai, boh CYP450 1A2 infbiors in man i
contrandicated (sco scion 43) Concomitant use of sanidine wilh fvoxammine or cprolloxacn resulted i a 35-fold and 10-fod
increase n ianidine AUC.respectivly. Crically Signifcant and prolonged hypatension may result song wih somnolence, dizzncss
and decreased psychomotor performance (see section 4.4). Co-adminisration of tizanidine with other inhibitors of C uch as
some antiarthythmics (amiodarone, mexiletine, propafenone), cimetidine, some fluoroquinolones (enoxacin, pefloxacin, norfloxacin),
rofecoxib, oral contraceplives, and ticlopidine is not recommended (see section
The increased plasma levels of tizanidine may result in overdose symptoms such as QT(¢] prolongation (see also section 4.9).
Concomitant use of tizanidine (in high doses) with other products that could cause QT (c) prolongation is nol recommended
Electrocardiographic monitoring may be advisable.
Antihypertensives: As tizanidine may induce hypotension it may potentiate the effect of antihypertensive products, including diuretics,
and caution should therefore be exercised in patients receiving blood pressure lowering products. Caution should also be exercised
when tizanidine is used concurrently with B~ adrenoceptor blocking substances or digoxin as the combination may polentiate
hypotension or bradycardia. In some patients rebound hypertension and tachycardia have been observed upon abrupt
of tizanidine when concomitantly used with antihypertensive drugs. In extreme cases, rebound hypertension might lead to
cerebrovascular accident (see sections 44 and 4)
Oral contraceptives: Pharmacokinetic data following single and multiple doses of tizanidine suggested that clearance of tizanidine was
reduced by approximately 50% in women who were concurrently taking oral contraceptives. Although no specific pharmacokinetic
study has been conducted to investigate a potental neracion befween oral conbraceptvcs and tzanidine, the possibiiy of o cinical
response and;or adverse effects occurring at lower doses of tizanidine should be borne in mind when prescribing tizanidine to a
palient taking the contraceptive pil. Clinically \.wrmm inteactons have not e reporied incinical s

Alcohol and sedatives may enhance the sedative action of tizanidine.
46 Fertilty, pregnancy and lactation
Pregnancy: Animal studies indicate increased pre- and perinatal mortality at maternally toxic doses.
As there have been no controlled studies in pregnant women, however, it should not be used during pregnancy unless the benefit
dlearly outweighs the risk.
Lactation: Although only small amounts of tizanidine are excreted in animal milk, tizanidine should not be taken by women who are
breast-feeding.
47 Eects on abllty to drive and use machines: Pallents experencing somnolence, diziness or any signs or symploms of
hypotension should refrain from activites requiring a high degree of aleriness, e driving a vehicle or operafing machines.
25 Undesirable ffects: The advers afects oo cosaied blow by sysem o cass according (o he folowing comventon
Very common (21/10)
Common (21100 to <1 10)
Uncommon (21 1000 to $1,100)

Rare (21/10,000 to 51:1,000)

ey are, including slaed rports (<1000

(cannot be estimated from the available data)
Psyn cdisorders
Rare: Hallucinations, insomnia, sleep disorders
Not known:  Anxiely disorders, confusional state

Vervous system disorders
Common: Somnolence, dizziness
Headache, alaxia

(olerance, the Lapp lactase deficiency or glucose-galactose malabsorption should

ders
Not known:  Accommodation disorder

Bradycardia, tachycardia (see sections 44 and 45)
Not known: QT prolongation has been reported in post-marketing surveillance (see section 4.9)
Vascular disorders

Common: Hypotension, rebound hyperlension (see scctions 4.4 and 4.5)
Gastrointestinal disorders
Commen: " Dry moutn

auses, gasrintstinal diorder
Hopalo biliary ot
Increases in hepatic serum transaminases
vm rare: Hepalitis, hepalic failure
Skin and subcutaneous Ussue disorder
acions (o8, pritus and rash)
Nhoseuloskeletl, conecine s drorders

are: Muscular weakness.
General disorders and administration site conditions
Common:  Fatigu

Notknown:  Absence of appelile

Investigations

Common:  Blood pressure decrease

Rare: Transaminase increase

* The hallucinations are self-limiting, without evidence of psychosis, and have invariably occurred in patients concurrently taking

potentially hallucinogenic substances, e.g. anti-depressants.

mm Jowdoses, such s thos recommended fr th rff of painful muscle spasms, somnolence fatigus dizzines,dy moutblood
re decrease, nausea, gastrointestinal disorder and transaminase increase have been reported, usually as mild and transient.

Wit the nigher doses recommended for the realment of spastcy, the adverse reactions reported it low doses are more frequent

and more pronounced, but seldom severe enough to require discontinuation of treatment

In addition, the following adverse reactions may occur: confusional state, hypotension, bradycardia, muscular weakness, insomnia,

sleep disorder, hallucination, hepali.

Withdrawal syndrome: Rebound hypertension and tachycardia have been observed after sudden withdrawal of tizanidine, when it

had been used chronically, and or in high daily dosages, and/or concomitantly with antihypertensive drugs. In extreme cases, rebound

hypertension might lead to cerebrovascular accident (sce section 44 Special warnings and precautions for use and section 45

Interaction with other medicinal products and other forms of interaction).

49 Overdost

Clinical experience is limited. In one case, where an adull patient ingested 400mg tizanidine, recovery was uneventful. This patient

received mannitol and furosemide.

Symptoms: Nausea, vomiting, hypotension, bradycardia, QT prolongation, dizziness, miosis, respiratory distress, coma, resllessness,

somnolence.

Treatment; General supportive measures e indicted and an atempt should be made to remove ingested subslance from the

gastro-intestinal tract using gasiric lavage or by repeated administration of high doses of activated charcoal. The patient should be well

Fated as forced diuresis & xpected t ccclrate the clmination of ranidine. Farhor eatment should be Syriplomatc

5. Pharmacological properties
p

5. properties: group: Musculo-skeletal system; musdle relaxants; centrally acting agents;
other centrall acting agents

Tizanidine s a centrally acting skeletal muscle relaxant. s principal site of action s the spinal cord, where the evidence suggests thal,
by simulaling presynaptic dphaz-secptos it ibis e relese of excatory sminacids that stimalate, N-methy-D-aspartate
(NMDA) receptors. Polysynaptic signal trans st spial infemeuron el which s esponible for excessive muscle tone, s
inhibted and muscle tone reducec Tianidine has no crec ffect on skeletal muscle, the neuromuscuar Juncton or an monosynaplic
spinal reflexes. In addiion to its muscle-relaxant properties, tizanidine also exerts a moderale central analgesic effect

I bumans, Gzancine reduces pathologically inrsased muscle tone incudig reitance to passive movements and allviats panf
spasms and d

3 Pharmacokinelic properties

Absorption: Tizanidine is rapidly absorbed, reaching peak plasma concentration in approximately 1 hour after dosing,

Distribution: Tizanidine is only about 30% bound 1o plasma proteins and, in animal studics, was found to readily cross the bloodbrain
barier. Mean steady-state volume of distribution (VSS) following i. administration is 2.6 1/kg.

Metabolism: Although tizanidine is well absorbed, first pass metabolism fimits plasma availabily to 34% of that of an intravenous
dose. Tizanidine undergoes rapid and extensive metabolism in the fiver. Tizanidine is mainly metabolized by cylochrome P450 1A2 in

5

vitro,
Elimination: The metabolites are primarily excreled via the renal route (approximately 70% of the administered dose) and appear to be
inactive. Renal excretion of the parent compound is approximalely 53% afler a single 5 mg dose and 66% afler dosing with 4 mg three
s dally The slminaion hal i o izafidi from plasa s 24 houts it paits

Linearity: Tizanidine has linear pharmacokinetics over the dose range 4 to 20 mg, The low intraindividual variation in pharmacokinetic
parameters (Cmax and AUC) enables reliable prediction of plasma levels following oral administration

Characteristics in special patient populations

The pharmacokinetic parameters of tizanidine are not affected by gender.

In patients with renal insufficiency (creatinine clearance < 25 mlmin), maximal mean plasma levels were found to be twice as high as
in normal volunteers, and the terminal hall-ffe was prolonged to approximately 14 hours, resulling in much higher (approximately
6-fold on average) AUC values (see section 4.

Effect of food: Concomitant food intake has no clinically significant influence on the pharmacokinetic profile of tizanidine tables.

6 Pharmaceutical partculars

61 Shelf lfe: 5 yeai

2 How Supplied: Carton bos containing 123 (Al colores transparent PVC) stips cach of 10 tabels

6.3 Storage: Store at temperature not exceeding 30" C, in a dry space.

6.4 Nature and contents of container.

| Keep all medicaments out of reach of children

Product of:
AMOUN PHARMACEUTICAL Co.
El-Obour City, Al Qalyubia, Egypt. SAL
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