150225274011 Metronidazole oral suspension

Metronidazole 125 mg / 5 ml Oral Suspension

1. NAME OF THE MEDICINAL PRODUCT
Metronidazole Oral Suspension

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each 5 ml contains:

Metronidazole Benzoate 200 m

(Equivalent to Metronidazole 125 mg)

Excipents wih known efect: Methy Paraben and propylParaben
For the ful list of excipients, see section 6.

3. PHARMACEUTICAL FORM

Oral Suspension.

4. CLINICAL PARTICULARS

41 Therapouic ndications

id antibacterial activity
A resbiihets poperion They take nto coount both o il studies card out wit he
medicinal product, and its position in the range of currently available anti-nfecti

1t use 1 limited ( the treament of nfecions caused by microorganisms which have been shown to
be susceptible to the drug:

- Amebiasis

+ Urogenital trichomoniasis.

« Nonspecific vaginitis

- Giardiasis

- Curative treatment of medical and surgical infections caused by susceptible anaerobes.

« Replacement therapy after curatve treatment given by injeciion of nfections caused by suscepible anaerobes.
Consideration should be given to offcial guidance on the appropriate use of aniibacterial agents.

4.2 Posology and method of administration

~Amebiasis
- Adult
1.50 glday as 3 divided doses.
- Children
30 t0 40 mglkg/day as 3 divided doses.
n patients with amebic iver abscess, abscess, drainage should be performed in conjunction with
metronidazole therapy.
Treatment duration is 7 consecutive days.
« Trichomoniases.
momen (it and vagiisdueto Trchomona),preferaly, 0-Gay eatment 0.50 iy by
oral route as 2 divided dose
it partnet be reated regardiess
of Trichomonas vaginalis infestation, even without a positive laboratory test resul
~In men (urethrits due to Trichomonas): 0.50 g by oral foute as 2 divided doses mv 1odays
In exceptional cases, it might be necessary to increase the daily dose {0 0.750 g
ard

are dlinical signs

3780 0 1 gidayfo s consectiv days.
- Children:

From 2 to 5 years of age: 250 mg/day.

From 5 to 10 years of age: 375 mgiday.

From 10 to 15 years of age: 500 mg/day.

The patents pariher shou be reated a th same .
« Treatment of infections caused by anaerobes (as first-line or replacement treatment)
- Adult

110 1.5 giday.

- Children:

2l030 mylgitay

ortoany of the. s listed in section 6.1

ions for use

can ocour and be [fo- 8). In

e st of Tackmart bt xpetone gororieed oy e wi e, s puslon, acto
generalzed erantheraloys pustlosisshould b suspacie (s0e Section4.8) s oocurs, reament
and anyfrter alone or

Giher agents s conraindi

Severe sin reactons have basn reported with melronidazole such as Stovens- Johnson synrome,
necrolysis, or Lyell

Fatents mustbe ormed of 16 S and ympioms of ihese condiions and e Sk shaui be

closely montored.

ifany signs or symptoms of Stevens - Johnson syndrome, toxic epidermal necrolysis (@ g. progressive

slinash ofen i lstes or mucosaleions) o auie generalzed exanihemaious putuosis see

Increased fluorouracil toxi

ity can occur due to decreased clearance.

Numerous cases of increased oral anticoagulant tibioti
e vty o the Inecon o Manymabon, Sga and Gonerel haai Saladof e pasent sppear 16 56
fisk factors. Under these circumstances, it seems diffiult o determine o what extent the infection

itself o is treatment play a role in the INR imbalance. However, certain classes of antibiotics are more

involved, particularly fluoroquinolones, macrolides, cyclines, cotrimoxazole and certain cephalosporins,
.6 Fertility, pregnancy and lactation

Pregnanc,

here i 1o videnco fom animal studies that mlronidazo i teratogenic, Therefor

maiformative affact s sxpected in humans. To date, substances causig malfonmations in humans

ave beon shown o be teratogenic in animals durihg woll-conducted Shiies n o spec

a large nurber of xposed prghancies did ot ssem (0 show any partclar
teratogenic or jowever, only. make it
possible (o rule out any risk. Therefore, o during pregnancy

§ince meforidazole s sxcrted i breast ik, adinisaton hould be @vided nbreastfeacing wornen
Effects on ability to drive and use machines

Patints should bo wamed of i potential sk of diziness, confusion, hallucinations and seizures or

vision disorders, and should be advised not to drive or operate machines f they experience such symptoms,

48 Undesirab efects

Blood and lymphatic system disorders:

“neutiopeni, agranulocylosis, {hrombocyiopenia

Psychiatric disorders

« psychotic reactions with paranoia and/or delirium possibly accompanied by suicidal ideation or
sticide attempts in some isolated cases (see Section 4.4),
Nervous system disorder:
« peripheral sensory neuropathy,
o

« dizziness,

+confusion

s ncophsogaty tht may o sssocted with URYchanges,generly rovrsble upon restrd
discontinuation. Very rare cases of fatal outcome have been reported (see Section 4.4),

 Sub-acuto cersbolar syrome (aaxi, dysarta, Gait disorders,nystagmus, remor) (see Section 4.4)
+ aseplic meningits (see Section 4
Eye disorders:

“Fanciant vsion disorders sch a5 bl visio,dilopa, yopi, ducad visual aculy,impaied o vion.

«minor gastrointestinal disorders (epigastric pain, nausea, yomiting diarthes)

h, stomais,taste disordes, anorexi
ancreatlts, reversible on treatment discontinuation.

; dscaloration ot change n ihe appearance of the tangue (mycosis).

Hepatobiliary disor

Elovated IVer snzyme levels (AST, ALT,alkaline phosphatase), very are cases o acute cholestatic or

mixed hepatiteand hepatoseliar iver i, sometme wih jaundic,have bean reporied lslated
insufficien quiring I e been reported.

Skin and subcutaneous tissue disor

ot fushes, prurius, sin rash occasonall with fover

; ulcara, angloederna, anaphylacic hock (sce Secion 44)

CVery raré cages of acule generalized exanthematous pustuiosis (see Section 4.4)

pigments may be of the drug.
9of suspacted aavors roachions.
udverse reactions after authorization of the medicinal product is important. It
he benefitisk balance of the medicinal product. Healthcare

Reporing su
allows Goninued monioring of
professionals are asked to report any suspected adverse reactions via:

“The Egyptian onter (EPVC):
« MUP Pharmacovigiance department: pu
4.9 Overdo:

fupto 12ga been reported in cases of attempt and

of
accidental overdose.
‘The symptoms were limited to vomiting, ataxia and mild disorientation. Thers is no specific antidote to.
metronidazole overdose. If massive overdose occurs, symptomatic treafment shouid be instituted.
&, PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properti

anibacter, longing to
TRETHS breck bl Enating suscopib rom narmegale Yo, ond oo o
resistant trans are s olows: S 4 mglLand K 1
The prevalence o acquited resistance ncers an vary geographically and over time. Itis
therefore useful to have local information on jalence of resistance, especially n treating Severe.
infecions. These data e only guidlines ndicatng the prababily o Suscepibilty of a bacterel irin
to this anibiotc

Section 4.8) occur, treatment must and any fu
alone or in combination with other agents Is contraindicated.
Central nervous system.

If symploms indicalive of encephalopathy o cerebelar syndrome appear, patient t should

I spectrum is as follows:

Category
Susceptible species

be Immediately reassessed and metronidazole reatment discontinued.
ases een reported as part o

Cases of MRI changes associated with encephalopathy have also been observed (see Section 4.8).
amage is most often located in the cerebellum (particularly in the dentate nucleus) and in the

splemam of the corus callos

Niost casos of encophalogathy and ! changes rarversl o reatent dscontotn. Very

rare cases of faaloutcore havo boon

et and exacerbation of symptoms in
patints wih NS dnoniors
If aseptic meningitis occurs during treatment, rechallenge with

ram-negafive aerobes
Hellcobacter pylort

orob
Saceraces Tragiis
Bifidobacterium
Biophila
lostridium

and an asssssment of o benefisk rao shouid b6 dons fr patients wih serous infacton.

Patients should be monitored for warning signs of peripheral neuropathy, particularly in long-term
treatment or in patients with severe, chronic or progressive peripheral neurological disorders.

From administration of the first doses, patients may experience psychotic reactions, includin
selfendangering behavior,partcularly i they have a history of psychiatc disorders (see Section 4.8)
1f this happens, metronidazole must be discontinued, the physician informed

lostrigium perfringens
ubacterium
Fusobacterium

revolella
fellonella

therapeuie measures mstnutsd mmediaaly

In pallents who have a istory of hematological isoders o uho are receiving igh-dose andlor ong
m treatment, regular bl 1s, and particularly leukocyte counts, should be perfor

I o il lockbpenia: conimisd wEamentwi dspert on naw sorose the ecion .

Excipients with known effect

This medicinal product contains ] may cause alk 4
(possibly delayed).

interaction with other medicinal products

[ d alcohol is (see Section 4.5)

G d busuifan (see Section 4.5).

G d disulfram (see Section 4.5).
Interactions with labor: t

Metronidazole may immobilize treponemes, and thus lead to false positive results for the Nelson test.
ases of severe hepatotoxicity/acute liver failure of very rapid onset after treatment initation, including
cases wih ftal outcome, e occurred i patists with Cookayne syncroms who were administared
medicinal products containing metronidazole intended for systemic use. In this populati
metronidazole mus herefors be used after torough evaluaton of he benefireK raio and only i no
alternative treatment is available. Liver function tests must be performed just before treatment
initation, during treatment and after treatment discontinuation, until iver function values are within the
normal range, or uniil baseline values are reached. If the liver function test values markedy increase
duting reament, he medioinal product shoud be discontinued
Patients with Cockayne must be instructed to immediately report any symptoms of potential
iver Gamage o tnel doctor an o stop aking metrondazole

Ilﬂl |||I

Products and other forms of interaction

Many medicinal products trigger an Antabuse effect with alcohol and their concomitant use with
oot s ot adisabl.

Inadvisabl in:

VAlconol (beverage or exciplent

An Antabuse effect (hot flushes, erythema, vomiting, tachycardia) may occur. Patients should not
‘consume alcohalic beverages or medicinal producis containing alcohol. Alcoholic beverages or
medicinal products containing alcohol should not be ingested again until medicinal products have
been completely eliminated from the body. The hall-ife should be used as a reference.

Gram- positive aerobes
“Actinomyces

Mobiluncus

Antiparasitic activity
Entamosba histolylica
Giardia intestinalis

Trichomonas vaginalis

5.2 Pharmacokinetic properties

Metronidazole benzoate is gradually hydrolyzed s it passes through the gasrointestinal tract. The
absorption of metronidazole benzoate is 30% less (area under the curve) than that of metronidazole.
cenations are obtained aiter four hours following oral administration of the product.

therapeutic results.
‘The plasma halfife is 6.9 hours by HPLC,
Distribution
o Plasma protein binding is below 1

i draq s apidly and widely ibuted in the ungs, idneys, Iver, ki, bile, CSF, saiva, semen
and vaginal secrefions.
Metonidazolecrossesthe placentl barrier and s excreted nbreastmilk

Twn unm,ugaxea metabolites with antibacterial activity are formed (10%)

conrations of mefronidazole can be found in the ive and bile. Low conceniratons of t

D o oo iaomazsi s oo excreet i h.Toues, e oy averaod o rine
(4010 70%, with approximately 20% in unchanged form) causing reddish or brown coloration of the urine
6. PHARMACEUTICAL PARTICULARS

 Propy paraben, Suger. Carboxymethy! caliose sodium, Mirocrysaline Celliose
sodium, Dibasic sodium phosphate, Monobasic
Dotassium phosphals, Giycarn, Tween 20, Grange of, Sunset Yelow, Phosphonc Ao 85%, Puied water.

with high : causes a two-fold increase in plasma
busulfan concentrations.

+ Disulfiram 62 Incompatibilties
There is a risk i

e g Aot
Decreased due to increased by the inducer.
Clincal montoring s requed and the metonidazole dose may need o be adjusted during and aftr
treatment with the induc

Rifampicin

liver metabolism by Rifampicin.
Ciinical monitoring is required and the metronidazole dose may need to be adjusted during and after
teatment withrfampiin.

hiu

Increase biood It levels can occur, which can reach oxiclevels with sgns of thium overdose.

Strict monitoring of blood thium levels should be performed and the lithium dose adjusted if necessary.
mbinations to be taken into consideration

“+ Fluorouracil (and by extrapolation, tegafur and capecitabine)

e 3 Snell i

& ¥ Spuctal procautions for storage
Store at a temperature not exceeding 30°C away from light,
ture and contents of container

Carton box containing amber glass Type Il botteof 120 i suspension closed wihhard aluminum
pilfer proof cap with LDPE foar liner + insert leaf
B Special procautions for isposal and strer Randiing
No special requirements
7. MARKETING AUTHORISATION HOLDER
Hedical Union Pharmaceus
Abu Sultan ~ Ismallia

DATE OF REVISION OF THE TEXT
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oo Metronidazole Tablets BP 2014

Each film coated tablet contains 250 mg metronidazole
Excipients:
Lactose monohydrate, microcrystalline cellulose, powdone K30, aerosil 200, magnesmm steavate starch maize, hypromellose, titanium dioxide, polyethylene glycol 6000.
Therapeutic Indictations: Indications are based on vity

They are intended for the treatment of infections due to the pamagens susceptible to metmmdazave

+ Amoebiasis - Giardiasis

« Lambliasis + Urogenital trichomoniasis

+ Non-specific vaginitis « Curative treatment of medico-surgical infections due to susceptible anaerobic pathogens

+ Prophyalxis against infections caused by susceptible anaerobic pathogens in high risk surgical contexts

« Folllowing prophylactic o curative treatment by injection, of infections due to susceptible anaerobes

Dosage and method of administration:

Amoebiasis

« Adults: 1.5 g daily in 3 divided doses. In hepatic amoebiasis, at the abscess stage, the abscess must be evacuated concomitantly with metronidazole treatment. The duration of
the treatment is 7 consecutive days.

Giardiasis

+ Adults: 0.750 to 1 g daily for 5 consecutive days.
Lambliasis (for 5 consecutive days)

+ Adults: 750 mg to 1 g per day

Trichomoniasis

+ In females (urethritis and vaginitis due to Trichomonas): Single dose of 2 g or 500 mg by oral route in 2 divided doses for 10 days. Whether or not the partner presents clinical
signs of infection with Trichomonas vaginalis, he must be treated concurrently, even in the absence of positive laboratory tests

+ In males (urethritis due to Trichomoniasis): 2 g in a single dose, or 500 mg by oral route in 2 divided doses for 10 days.

+ Non-specific vaginitis: 500 mg, twice daily for 7 days. The partner must be treated simultaneously.

« Anaerobic infections (as first line or substitute treatment):

Adults: 1 to 1.5 giday

Surgical Chemoprophylaxis

The studies published in literature do not make it possible to define the ideal protocol for surgical chemoprophylaxis. Metronidazole must be combined with a product active against
enterobacteria.

+ Adults: one 500 mg dose every 8 hours. Beginning the treatment approximately 48 hours before surgery, appears to be effective. The last dose must be administered at the latest
12 hours before surgery, The goal of chemoprophylaxis is to reduce the bacterial inoculum in the gastrointestinal tract at the time of surgery; it is therefore useless to continue the.
antibiotic in the post-operative period, at least by the oral route.

Contraindications: Hypersensitivity to imidazoles

Warnings and precautions:

+ Treatment should be discontinued in case of ataxia, vertigo, hallucinations or mental confusion

+ Risk of aggravation of the neurological condition must be taken into account in patients with active or chronic severe central o peripheral neurological disorders.

« Alcohol should be avoided during metronidazole administration and one day after because of the possibility of disulfiram-like reaction (Antabuse effect).

+ There is no suspicion of carcinogenicity in man although the product has proved carcinogenic in a certain strain of mouse but not in rats or hamsters.

- Differential blood count especially leukocytes should be monitored, if there is a history of blood dyscrasia or in high dose andfor prolonged treatment than the recommended
dosages. Should leucopenia occur, treatment continuation will depend on the severity of the infection.

+ Patients should be monitored for adverse reactions as peripheral and central neuropathy (i.e. parasthesia, dizzziness, ataxia, convulsive seizures).

+ Metronidazole should be administered with caution in patients with hepatic encephalopathy

Driving Vehicles or performing other hazardous tasks: Patients should be warned about the potential adverse reactions; confusions, dizziness, hallucinations, convulsions or
transient visual disorders, and advised not to drive or operate machinery if these symptoms occur.

Interactions with medications:

Disulfiram: Disulfiram may lead to delirium or mental confusion (psychotic reactions).

Alcohol: Alcohol beverages and drugs containing alcohol should be avoided during treatment with metronidazole and at least one day after discontinuation of treatment because of
the pcsswb ity of disulfiram-like reaction (antabuse effect: flushing, vomiting, tachycardia).
Warf;

150225074021

« Children: (10 to 15 years): 500 mg/day

« Children: (from 10 to 15 years): 500 mg daily

ause of the potential of oral anticoagulants effect and hemorrhagic risk (decrease in the oral bol level should be
monlmred more fequenty. Oral anticosgulant dosage mustbe adjused during melroidazole reaiment and  days aﬁermsconnnualmn
blocker agent. potentiates the action of vecuroniu

5-Fluoro- Uracll. Wottonidazole meraase the toic offectof 5 fuorouraci s t 5 uerouraci reduced clearance.
Lithium: Plasma levels of lithium may be increased by Plasma lithium creatinine and electrolyt
co-administered lithium and metronidazole.
Cyclosporin: Risk of cyclosporin serum levels elevation. Serum cyclosporin and serum creatinine should be closely monitored when coadministration is necessary.
Phenytoin or Phenobarbital: increased elminiation of metronidazole results in reduced plasma levels.
Busulfan: Plasma levels of busulfan may be increased by metronidazole, which may lead to severe busuifan toxicily.
with Laborator
Metronidazole may immoblilise Treponema and hence results in false positive Treponema pallidum immobilisation test
Pregnancy and Lactation:
Pregnancy Metronidazole has not shown evidence of teratogenicity or fetotoxicity in animal studies.Case studies of several hundred pregnancies in which metronidazole was
administered during the first triemester did not show evidence of any particular malformation. Studies of identical number of patients treated with metronidazole after the first
trimester have not shown evidence of fetal toxicity.
Therefore, pregnancy is not contraindicated for the use of metronidazole, however it should be used very cautiously in cases of necessity.
Lactation Metronidazole should be avoided during lactation, due to the fact that it passes into breast milk
Undesirable Effects: Psychiatric disorders: psychotic disorders including confusion and hallucination.
Neurological disorders: peripheral sensory neuropathy, convulsions, headache, dizziness, vertigo, very rare reports ofencepha\opamy (e.g. confusion) and subacute cerebellar
syndrome (e.g. ataxia, dysarthria, gait impairment, nystagmus, and tremor), which may resolve with disconitnuation of drut
Gastrointestinal disturbances: nausea, vomitting, diarrhea, epigastric pain, taste disorders, anorexia, oral mucositis.
Hypersensitivity reactions: urticaria, flushing, pruritis, rash, fever, angiodema, exceptional anaphylactic shocks, very rare pustular eruptions.
Vision disorders: transient vision disorders (i.e. diplopia, myopia)
Heamtologic disorders: very rare cases of haven been reported.
Others:Excpetional and reversible cases of pancreatitis have been reported. Very rare cases of reversible abnormal liver function tests and choles(allc hepatitis have been
reparted Furthermore, a reddish-brown urine has been observed, due to the presence of water soluble pigments yielded by degradation of the prot
Single oral doses of to 12 g have been reported. Symptoms were limited to vomiting, ataxia, and slight dsoriontation
There isno specmc anlvdote h:r metronidazole overdosage. in case of suspected massive overdosages, a symptomatic and supportive treatment should be instituted.

should be monitored in patients who are

Metronidazole is an anlv niecive agent belonging to 5-nitroimidazole group.
Antibacterial spectrum of metronidazole concerns exclusively anaerobic pathog
Susceptile Species: Mors than S0% of 1he Species are susceptie: Popiostreptosoccus, C. perfringens, C. dificie,
Clostridium sp., Prevotella, Vellionella. Species with inconstant susceptibility: The susceptibility of the pathogen should be tested by an annomogram Sidiobactorum, Evbacterium
Normally resistant species: More than 50% of the species are resistant. Propionibacterium, Actinomyces, Mobilincus.
Antiparasitic activity: Trichomonas vaginalis, Giardia intestinalis, Entamoeba histolytica.
Pharmacokinetics
Bioavailability
+ Metronidazole is rapidly absorbed following oral administration, at least 80% is absorbed in less than one hour.
+ The serum peak concentrations achieved following oral administration are similar to those obtained following IV administration of equal doses.
« The oral bioavailability is 100% and not modified by ingestion of food.
Distribution
+ After a single dose administration of 500 mg of metronidazole the average peak serum level is of 10 mg/ml, one hour after ingestion.
* The plasma half-life is 8 to 10 hours.
 The plasma protein binding s < 20%.
+ The volume of distribution is high, an average of 40 L (i.e. 0.65 Vkg)
« diffusion is rapid and tissue re similar to serum
+ Metronidazole crosses the placental barrier and is excreted in breast milk.
Metabolism
Metronidazole is metabolized by oxidation in the liver into 2 metabolites:
- The alcoholic metabolite which has a bactericidal activity on the anaerobic pathogens on average 30% in comparison with the metronidazole and an elimination half-ife of 11
hours.
« The acid metabolite is low with a bactericidal activity of 5 %.
Eiminiation
+ Hepatic and biliary concentrations are high. Colon and fecal concentrations are low.
« Exceretion is mainly urinary, metronidazole and its metabolites represent 35 to 65% of the ingested dose.
Storage: Store at a temperature not exceeding 30°C, in a dry place
KEEP ALL MEDICINES OUT OF REAFCH OF CHILDREN
Presentation: Carton box contains 1, 2, 3 strips, each of 10 tablets
Product of: Medical Union Pharmaceuticals,
Abu-Sultan, Ismailia, Egypt.
Issue Date: 12/08/2014

in: lungs, liver, kidneys, skin, bile, CSF, saliva, seminal fluid and vaginal secretions.

This leaflet answers some common questions about Metronidazole tablets B.P.

It does not contain all the available information.

It does ot take the place of talking to your doctor or pharmacist.

All medicines have risks and benefits. Your doctor has weighed the risks of you
takinglusing Metronidazole tablets B.P against the expected benefits they expect it

will have for you

If you have any concerns about taking/using this medicine, ask your doctor or pharmacist.
Keep this leaflet with the medicine, you may need to read it again.
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