PROTOZOLE Tinidazole 500mg

F.C.Tablet

150225016014

PHARMACEUTICAL FORM

Protozole isaround, biconvex off-white Film-coated tablets
1.CLINICAL PARTICULARS
1.1Therapeutic indications
Treatment of the following infections:
- Eradication of } pylori with duodenal ulcers, in the presence of antibiotic
and acid suppressant therapy. (See 'Posologand method of administration'.)

associated toxicities.

Potentlal effects of other drugs on Tinidazole CVP3A4 Inducers and Inhibitors: Simultaneous
thati ,i.e., CYP3A4 inducers

such as phenobarbital, rifampin, phenytoin, and fosphenytoin (a pro- drug of phenytoin), may

accelerate the elimination of tinidazole, decreasing the plasma level of tinidazole. Simultaneous

administration of drugs that inhibit the activity of liver microsomal enzymes, i.e., CYP3A4 inhibitors

such as cimetidine and ketoconazole, may prolong the half-life and decrease the plasma clearance

oftinidazole, increasing the plasma concentrations of tinidazole.

Cholestyramine: Cholestyramine was shown to decrease the oral bioavailability of metronidazole

by 21%. Thus, it is advisable to separals dosmg of cholestyramine and tinidazole to minimize any

- Anaerobic mfect\ons such as: Intrapentoneal miectlons peritonitis, abscess. G\

infections: abscess. Bacterial
operative wound infections. Skin and soft tissue infections. Upper and lower respiratory tract
infections: pneumonia, empyema, lung abscess.
- Non-specific vaginitis. -Acute ulcerative gingivitis.
-Urogenital trichomoniasis in both male and female patients.

-Giardiasis. -Intestinal amoebiasis.
-Amoebic involvement of the liver.

Prophyiaxis The prevention of poswperahve mfecﬂons caused by anaerobic bacteria, especially
those associated with colonic, g 1t surgery.

1. 2Posologyand ini ion Oral during orafterameal

fH.pylori ith duodenal ulcers

Aduits The usual dose of Protozole film coated tablets is 500mg twice daily cotadministered with
omeprazole 20mg twice daily and  clarithromycin 250mg twice daily for 7 days. Clinical studies
using this 7 day regimen have shcwn smlar H pylori eradication rates when cmeprazo\e 20mg
once daily was used. For further

- Anaerobic infections Adults An initial dose of 29 lhe first day followed by 1g daily given as a
single dose or as 500mg twice daily. Treatment for 5 to 6 days will generally be adequate but
cllmcal judgement must be used |n determining the duration of therapy, particularly when

infection may be difficult.
Routine clinical and laboratory is if it is necessary to
continue therapy for more than7 days.
Children <12years - there is no data available.
- Non-specific vaginitis (Adults) Non-sp is has been treated wnnasmgle

| theoral ftinidazole.
Post- @ i ine was reported to ize the ic effect of
metronidazole.
1.6 Pregnancy and Iactahon
Usein ffects : Pregl y category C Fertility inratsreceiving

100mg and 300mg tinidazoletkg had no ef(scton fertility, adult and pup weights, gestation, viability
or lactation. There was a slight, not significant, increase in resorption rate at the 300mgfkg dose.
Tinidazole crosses the placental barrier. Since the effects of compounds of this class on foetal
are unknown, the use of tini during the first trimester i Thereis
noevidence that Protozole film coated tablets is harmful during the latter stages of pregnancy, butits
use during the second and third trimesters requires that the potential benefits be weighed against
possible hazards to mother or foetus. Use in lactation: Tinidazole is excreted in breast milk.
Tinidazole may continue to appear in breast milk for more than 72 hours after administration.
Women should notnurse until atleast 3 days after having discontinued taking Protozole.
1.7 Effects on ability to drive and use machines No special precautions should be necessary.
However, drugs of similar chemical structure, including Protozole film coated tablets, have been
associated with various neurological disturbances such as dizziness, vertigo, ataxia, peripheral
sensory di and rarely ions. If any
abnormal neurological signs develop during Protozole film coated tablets therapy, the drug should
be discontinued.
1.8 Undesirable effects

infi mild and self-limifi
Blood and lymphatic system disorders: transient ia Nervous System: ataxia,
(rarely), dizziness, headache, hypesthesia, parathesia, peripheral neuropathy, sensory

oral dose of 2g. Higher cure rates have been achieved with 2 single doses on 2 y
(total dose 4g).
-Act Il it

is(Adults) Asingl | dose of 2g.
-Urogenital trichomoniasis (When infection with Trichomonas vaginalis is confirmed,
simultaneous treatment of the consort is recommended).
(Adults) Asingle dose of 2g.(Children) A single dose of 50 to 75mg ‘ kg of body weight.
It may be necessary lo repeat this dose.
led 2q.(Chidren) Asingle d
It may be necessary to repeat this dose.
-Intestinal amoebiasis (Adults)Asingle daily dose of 2g for 2 to 3 days.(Children)A single daily
dose of 50to60mgfkg of bodyweight on each of 3successive days.
- Amoebic invoivement in the fiver (Adults) Total dosage varies from 4.5 to 12g, depending on
the virulence of the Entamoeba histolytica. For amoebic involvement of the liver, the aspiration of
pus may be required in addition to therapy with Protozole film coated tablets. Initiate treatment with
1.5 to 29 as a single oral daily dose for three days. Occasionally when a three-day course is
ineffective, treatment may be continued for up to six days. (Children) A single dose of 50 to 60
mglkg of body weight per day for five successive days.
-Use in Renal impairment Dosage adjustments in patients with impaired renal funcnon are
genera\lynot necessary chever tinidazole is easily removed by patients
ma
- Prevention of post-operative infection Adults A single dose of 2g approximately 12 hours
before surgery. (Children) < 12 years - there is no data available.
Useinthe (elderly) There are no special recommendations for this age group.
1.3 Contraindications As with other drugs of similar structure, tinidazole is contraindicated in
patients havmg, or with a hlslory of, blocd dyscrasia, a\though no persistent haematological
have been noted i Id be avoided in patients
with organic neurological disorders. Tinidazole, other 5-nitroimidazole derivatives or any of the
components of this product should not be administered to patients with known hypersensitivity to
the drug. Use oftinidazole is contraindicated during the first trimester of pregnancy and in nursing
mothers. See Section 1.6 'Pregnancy and lactation'.
1.4 Special warnings and precautions for use As with related compounds, alcoholic beverages
should be avoided during Protozole film coated tablets therapy because of the possibility of a
disulfiram-like reaction (flushing, abdominal cramps, vomiting, tachycardia). Alcohol should be
avoided until 72 hours after discontinuing Protozole film coated tablets. Drugs of similar chemical
structure have also produced various neurological disturbances such as dizziness, vertigo, in-
coordmauon and ataxia. If during therapy with Protozole film coated tablets abnormal neurological
therapy should b
1.5Interaction with other medicinal products and otherforms of interaction
Potential effects of Tinidazole on other drugs warfarin and other oral coumarin Anticoagulants:
As W||h metronidazole, tinidazole may enhance the effect of warfarin and other coumarin

f50to 75mg / kg of body weight.

resumng ina of in time. The dosage of oral anllcoagulams

vertigo, , flushing. Gastrointestinal disorders: abdominal pain, anorexia,
diarrhoea, furry tongue, glossitis, nausea, stomatitis, vomiting Skin and subcutaneous tissue
disorders: hypersensitivity reactions, occasionally severe, may occur in rare cases in the form of
skin rash, puritus, umcana and ang\oneuro(lo edema Renal and Urinary disorders: dark urine

| disoders and ite conditions: fever, tiredness
In acute animal studies with mice and rats, the LD50 for mice was >3600mg/kg and >2300mg/kg for
oral and mtrapemoneal admmlslrauon respectively. For rats, the LD50 was >2000mgtkg for both
oraland i Signs and : There are no reported
overdoses in humans with Protozole film coated tablels Treatment for overdosage There is no
specific antidote for treatment of overdosage with tinidazole. Treatment is symptomatic and
supportive, gastriclavage may be useful. Tinidazole is easily dialysable
2.PHARMACOLOGICAL PROPERTIES
2.1 Pharmacodynamic properties Protozole film coated tablets is active against both protozoa
and obligate anaerobic bacteria. The activity against protozoa involves Trichomonas vaginalis,
Entamoeba histolytica and Giardia lamblia. The mode of action of Protozole film coated tablets
against anaerobic bacteria and protozoa involves penetration of the drug into the cell of the micro-
organism and subsequent damage of DNA strands or inhibition of their synthesis. Protozole film
coated tablets is active agamst Helicobacter pylcn Gardnerella vaginalis and mcst anaerobic
bacteria including ag\lls spp.,
Clostridium spp., Spp., Spp.. spp., F
spp. and Veillonella spp. Hellcobac[er pylori (H. py/an) is associated with acid peptic disease
including duodenal ulcer and gastric ulcer in which about 95% and 80% of pal\ents respecuvsly are
infected with this agent. H. pyloriis also implicated as a major factorintt
of gastritis and ulcer recurrence in such patients. Evidence suggests a causative link between H.
pylori and gastric carcinoma. Clinical evidence has shown that the combination of Protozole film
coated tablets with omeprazole and clarithromycin eradicates 91-96% of H. pylori isolates. Various
different H. pylori eradication regimens have shown that eradication of H. pylori heals duodenal
ulcers and reduces the isk of ulcer recurrence.
2.2 Pharmacokinetic properties Protozole film coated tablets is rapidly and completely absorbed
following oral administration. In studies with healthy volunteers receiving 2g tinidazole orally, peak
serum levels of 40-51 micrograms/ml were achieved within two hours and decreased to between
11-19 micrograms:ml at 24 hours. Healthy volunteers who received 800mg and 1.6g tinidazole IV
over 10-15 minutes achieved peak plasma concentrations that ranged from 14 to 21mcg/ml for the
BOOmg dose and averaged 32mcg/ml for the 1.6g dose. Al 24 hours post |n(us\on plasma levels of
4-5meg/ml and 8.6meg/ml daily dosing. Plasma

levels decline slowly and tinidazole can be detected in plasma at concentrations of up to1
microgram/ml at 72 hours after oral administration. The plasma elimination half-life for tinidazole is
between 12-14 hours. Tinidazole is widely distributed in all body tissues and also crosses the blood
brain barrier, obtaining clinically effective concentrations in all tissues. The apparent volume of
distribution is about 50 litres. About 12% of plasma tinidazole is bound to plasma protein. Tinidazole
is excreted by the liver and kidneys. Studies in healthy patients have shown that over 5 days, 60-
65% of an i dose is excreted by the kidneys with 20-25% of the administered dose

mptom:

may need to be adjusted during tinidazol and upto8days
Alcohols, Disulfiram: Alcoholic beverages and preparations containing ethanol or propylene glycol
should be avoided during tinidazole therapy and for 3 days afterward because abdominal cramps,
nausea, vomiting, headaches, and flushing may occur. Psychotic reactions have been reported in
alcoholic patients using and disulfiram Though no similar reactions
have been reported with tinidazole, tinidazole should not be given to patients who have taken
disulfiram within the last two weeks. Lithium: Metronidazole has been reported to e\eva(e serum

excreted as unchanged tinidazole. Up to 5% of the administered dose is excreted in the faeces.
Studies in patients with renal failure (creatinine c\saranoe <22ml/min) indicate that there is no
statistically significant change in tinidazole in these patients.(See
section 1.2 - Posology and Method of Administration).
2.3Preclinical safety dataNone.

3. PHARMACEUTICALPARTICULARS

3.1List i

ntain

lithium levels. Itis not known if tinidazole shares this prcperty wnh , but . . . .
should be given to measuring after 4 " Tablet core: m\crqcrys(al\lne cellulose, starch, magnesium stearate,croscarmellose sodium,
lithium and tinidazole trealmem fodetect potential ithium \mcchahon colloidal siicon dioxide and povidone o

Phenytoin, Fospl of oral and F:Im caatmg:_ pr | glye , talc

phenytoin was reported lo resuh in prolongatlon of the half I\fe and reducllon in Ihe clearance of N have been noted.

phenytoin. did not affect the of orally 3 3Shelflife4 years. ) ) 5
phenytoin.Cyclosporine, Tacrolimus: There are | s 3.4Special exceeding 30°C.

tha
has the potential to increase the levels of cyclosporine and tacrolimus. Dunng tinidazole co-
administration with either of these drugs, the patient should be monitored for signs of calcineurin-
inhibitor associated toxicities.
Fluorouracil: Metronidazole was shown to decrease the clearance of fluorouracil, resumng inan

3.5 Nature and contents of container Carton box contains one or three or sixty (AL/PVC) strips
each of 4 film coated tablets +insertleaflet

3.6 Special precautions for disposal and other handling

Protozole film coated tablets should be swallowed whole.

increase in side-effects without an increase in therapeutic benefits. If the
tinidazole and fluorouracil cannot be avoided, the patient should be monitored for fluorouracil-
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