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1.3 Product Infornation

1,31 Summary ol product characteristics (SmPC)

1 Name of the drog product
Cefiame tablet 200 mg USE

2, Qrualitative and quantitative composition
Each film coated tablet contains

Cefiame Trihydrate USF equivalent to cefiame ..., 200 mg
colour ... Titanium dioxide
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3, PHARMACEUTICAL FORM:

CLINICAL PARTICULARS  white to off white, Oval shaped, Biconvex, Film coated tablets, Plain on
4.1 Therapeutic indications

To reduce the development of drug resistant bacteria and maintain the effectiveness ol

Cefixime Injection USP and other antibacterial drugs, Cefixime Injection USP should

be used only to treat or prevent infections that are proven or strongly suspected to be

caused by susceptible bacteria.

When culture and susceptibility information are available, they should be considered

in selecting or modifying antimicrobial therapy. In the absence of such data, local

epidemiology and susceptibility patterns may contribute to the empiric selection of

therapy.

Cefixime Injection USP is indicated in the treatment of the following infections when
caused by susceptible strains of the designated microorganisms:

Uncomplicated Urinary Tract Infections caused by Escherichia coli and Proteus
mirabilis.

Otitis Media caused by Haemophilus influenzae (beta-lactamase positive and negative
strains), Moraxella (Branhamella) catarrhalis, (most of which are beta-lactamase
positive) and S. pyogenes®,

Pharyngitis and Tonsillitis, caused by S. pyvogenes.

Nuote: Penicillin is the usual drug of chotee i the treatment ol 8. pyogenes nfections,
including the prophylaxis of theumatic fever, Cefixime Injection USP is generally
effcetive in the eradication of S. pyogenes from the nasopharynx; however. data
establishing the efficacy of Cefixime Injection USP in the su bsequent prevention of

rheumatic fever are not available.

Acute Bronchitis and Acute Exacerbations of Chronie Bronchitis, caused by
Streptococeus pneumoniae and Haemophilus influenzae (beta-lactamase positive and

negative strains).
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Ungomplicated gonorrhea (cervical/urethral ), covsed by Neisseria gonerthoeas
{penictllingse and non-pemeillinase- producing strains).

Appropriale cultures and susceptibility studies should be performed o determine the
causaive organism and s susceptibility 1o Cefixime; however, therapy may be
started while awaiting the results of these studies. Therapy should be adjusted. if
necessary, once these resulls are known,

*EMcacy for this organism in this organ system was studied i fewer than 1)

infeetions.

4.2 Posvlogy and method of administration

Addults; The recommended dose of Cefixime 15 400 mye dailv, This may be given as a
4 mg tablet daily. For the weatment of uncomplicated cervical/urethral gonococecal
infections, & single oral dose of 400 mg 15 recommended.

Children weighing more than 30 kg or older than 12 years should be treated with the
recommended adult dose.

Efficacy and saféty i infaots aged less than six months bave not been established.

[nn the treatment of infections due o S, pyogenes, a therapeutic dosage of Celixime
Tablets USP should be administered for at least 10 days,

Renal Tmpairment

Celixime Tablets USP may be adimimistered i the presence of impaieed renal
function,

MNormal dose and schedule may be emploved in patiens with creatinine clearances of
60 mL/'min or greater.

Patients whose clearance is between 21 and 60 mLman or patients who are on renal
hemodialysis may be given 75% of the standaird dosape at the standard dosing mterval
(e, 300 mg daily). Patients whose clearance 15 20 mL/min, or patients who are on
continuous ambulatory peritoment dinlysis may be given half the standord dosage m
the standard dosing interval (Le., 200 myg daily ), Neither hemadialvsis nor peritongal

dialysis remove significant amounts of drag from the body.
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4.3 Conrraindications
Celixime Tablets USP s contramdicated m patients with known allergy 1o the

cephalosporin group of antibiotics,

4.4 Special warnings and special precautions for use warnings

belore therapy with cefixime tablets usp 15 instituted, careful inguiry should be made
w determine whether the patient has bad previous hypersensitivity reactions to
cephalospering, peniciliins. or other drugs, 1 this product 1s to be given o penicillin-
sensitive patients, caution should be exercised because cross hypersensilivity among
betu-lactam antibiotics has been elearly documented and may oceur moup to 10% of
patients with a history of pemcillin allerzy. I an allergic reaction to cefixime tablets
s vecurs, discontinue the drag, Serious acute hyvpersensilivily reaclions may reguire
treatment with epinephrine and other emergency measures, including oxyvgen,
nlravenous fluids, intravenous antihistimines, corticosteroids, pressor amines and
alrway management, as elincally indicated.

Anaphylacticianaphiylactond reactions (including shock and fatalities) have been
reported with the wse of Celixune.

Antibietics, including Cefixime Tablets USP, should be administered cantiously 1o
any patient whe has demonstratedd some form ol allergy, particularly w drugs.
Treatment with broad spectrum antibiotics, including Cefixime Tablets USP. alters
the normal fora of the colon and may permit overgrowth of clostridia. Studics
tndlicate that a toxin produced by Clostridium difficile 1s a primary cause of severe
antibioticassociated diarrhea including pseudomembranous colinis.
Pseudomembranous colitis has been reported with the use of Cefixime Tablets TSP
and other broad spectrum antibiotics (including macrolides. semisynthetic penicillins,
and cephalosporins); therelore, it 1s inportant o consider this dingnosis in paticnts
who develop diarrhea in association with the use of antibiotics. Syvmptoms of
pseudomembranous colitis may vceur durtng or aller antibiotic tremtment amd may
range in severity from mild w lite-threatening. Mild cases of psendomembranous

calitis usually respond w drog discontinuation alone, In moderate o severe cases,
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nrmagement should include Auids, electrolytes. and protein supplementation. If the
calitis dees not improve after the drug has been discontinued, or if the symploms ure
severs, ofal vancomyein is the drug of choice for antibiotic-associated
pseudomembranous colits produced by C, difficile, Other causes of colitis should be

excluded.

4.5 Interaction with other medicinal products and other forms of Interaction
Corbomozepine: Elevated carbamazepine levels have been reporned in post morkeling
experienee when Cefixime 1s administered concomitantly, Drug monttoring may be of
assistance in detecting alterations i carbmmagepine plasma concentrations.

Warfarin and Amticoagolants: Increased prothrombin time, with or withont clinical

bleeding, has been reported when Cefixime 15 administerad concomitantly.

4.6 Pregnancy and lactation

Pregnancy Category B.

Reproduction studies have been perfommed in mice and rats at doses up to 400 imes
the human dose and have revenled no evidence of harm w the fetos due o Cefixime.
There are no adequate and well-controlled studies in pregnant women, Because
animal reprocduction studies are not always predictve of human response, this drug
should be used durng pregnaney only it clearly needed.

Labor and Delivery

Celeime has not been studied (or wse dunng labor and delivery, Treatment should
only be given if clearly needed.

Mursing Mothers

[t is not known whether Cefixime 15 excreted in human milk. Consideration should be

wiven 1o discontinning nursing temporarily during treatment with this drog.

4.7 Effects on ability to drive and use machines

Mone

L
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4.8 Undesirable effects

Most of adverse reactions observed in clinical trials were of a mild and transicnt
nature, Five pereent (3%) of paticnts in the ULS, wials discontinued therapy because of
drugrelated adverse reactions. The most commonly seen adverse reactiens in LS,
trials of the tablet formulation were gastrointestinal events, which were reported in
30% of adult patients on either the BID or the QD regimen. Clinically mild
gastromtestimal side eflects oceurred m 20% of all patents, moderate events occurred
in 9% of all patients and severe adverse reactions occurred in 2% of all patients.
lenchividual event rates included diarchea 16%, loose or Trequent stools 6%, abdominal
pain 3%, nuusen 7%, dyspepsia 3%, and fatulence 4%. The mcidence of
gastrointestinal adverse reactions, including diarehen and loose stools, in pediatric
patients receiving the suspension wis comparable w the incidence seen in adult
padients raceiving lablets.

These symploms wsually responded to symptomatic therapy or ceased when Cefixime
was discontinued, Several patients developed severe diarrhen and'or documented
preudomembranous colitis, and a few required hospitalization.

The followimgz adverse reactions have been reported following the use of Cefixime.
[oiclence rates were less than 1 an 50 {less than 295), except as noted above for
pastrointestinal cvents,

Castrointestinal {(see above): Diarrhea, lovse stools, abdominal pain, dyspepsia,
nawses, and vomiting. Several ecases of documented pseudomembranous colitis were
identificd during the studies. The onset of pseudomembranous colitis symptons may
oceur during or aller therapy.

Hypersensitivity Reactions: Anaphylacticanaphylactoid reactions (including shock
anc Gtalities), skin rashes, urticania, drug fever, proitus, angioedemis, and facial
edem,

Ervthema multilorme, Stevens-Johnson svadrome, and serum sickness-like reactions
have been repored.

Hepatic: Transient elevations in 3GPT, SGOT, alkaline phosphatase, hepatitis,
Jaundice:

Renal: Transient clevations in BUN or ¢reatinine, acute renal failure.

Cantral Nervous System: Headaches, dizziness, seizures.

Hemic and Lymphatic Systems: Transient thrombocytopenia. leukopenia,
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neutropenia, und cosinephilia, Prolongation in prothrombin time was seen rarchy.
Abnormal Laboratory Tests: Hyperbilirubinemia

Other: Genital proritus, vaginitis, candidiasis, toxic epidermal necrolysis,

In addition to the adverse reactions listed above which have been observed n patients
treated with Cefixime, the following adverse reactions and altered laboratory 1ests
have been reporled for cephalospoenn-cluss antibiotics:

Adlverse reactions: Allergic reactions, superinfection, renal dysfunction, toxic
nephropathy, hepatic dvshmetion mcluding cholestasis, aplastic anemia, hemolvlic
anemia, hemorthage, and colitis.

Several cephalosporing have been implicited in nggerning seizures, particularly
patients with renal impairment when the dosage was not reduced. 1 seizures
associated with drug therapy occur, the drug should be discontinued. Anticonvalsant
therapy can be given 1if climeally indicated.

Abnormal Laboratory Tests: Positive direct Coombs test, elevated LIDH,

pancytopenia, Agranulocyviosis,

4.9 (verdose

Cuastric lovage may be indicated; otherwise, no specific antidote exists. Celixime is nol
removed in significant guantities from the ¢irculation by hemodialysis or peritoneal
dlialysis,

Addverse reactions in small numbers of healthy adult volunteers receiving single doses
up to 2 g of Cefixime did not differ from the profile seen in patients treated at the

recemumended doses.

PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Cefixime s an oral third generation cephalosporin which has matked in yitro
bactericidal activity against a wide vanety of Gram-positive and Gram-negative
argamsms. Clinteal ciicacy has been demonsirated in mfections cavsed by commonly
accurrng pathogens mcluding Sireplococcus prnemmoniasd, SIeplotaccus pyvogenss,
Escherichia coll, Proteus mirzbilis, Klebsiella species. Haemophilus influenzae (beta-
lactamase positive and negative), Branhamella catarrhalis (beta-lactamase positive and
nagative) and Enterobacter spectes: It 15 highly stable in the presence of beta-lactamase

T
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enzvmes, Maost strains of enlerococo (Streptocaccus faccahs, group D Streplococer)
and Staphvlococei (including coagulase positive and negatve strains and meticillin-
resistanl strainsy are reststant o Cefixime, In addition, most strains of Pseudomonas,
Bacteroides trazilis, Listeria monocytogenes and Clostridia are resistant 1o Cefixime.

5.2 Pharmacokinetic properties

The absolute oral bivavailability of Celixime is in the rmoge of 22-534%, Absorption 1s
not significantly modified by the presence of Tood. Cefixime may therefore be given
without regard o meals,

From in vitro studies, serum or urine concentrations of 1 meg/mL or greater were
considered to be adequate for most common pathogens against which Cefixime isactive,
Typically, the peak serum [evels following the recommended adult or pediatnic doses arc
between 1.5 and 3 meg/ml, Little or no accumulation of Cefixime occurs following
muftiple dosing,

The pharmacokinetics of Celixime in healthy elderly (age = 64 years) and young
voluntecrs 11-35) compared the administration of 400 mg doses onee daily for 5 days,
Mean Cinax and AUC values were slightly greater in the elderly, Elderly potients may
be given the saime dose as the genersl population.

Cefixime 15 predominantly eliminated as unchanged drug in the urine. Glomerular
filtration is considerad the predominant mechanism, Metabolies ol Celixime lave nol
been 1solated from human sennm or urine,

Servm protemn binding is well charactenzed For buman ad animal sera; Celixime is
slmost exclusively bound to the albumin fraction. the mean free fraction being
approximately 3%, Protein binding of Celisime is only concentration dependent in
buman serum ot very high concentrations which are not seen following clinieal dosing
Transler of [4C-labelled Cefixime from lactating s 10 their nursing offspring through
breast milk was quantitatively small {approsimately 1.5% of the mothers” body content
of Cefixime in the pup). Mo data are available on secretion of Cefixime in human breast
milk, Placental transfer of Cefixnme was small in pregnant rats dosed with labelled

Cefixime.

5.3 Preclimical safety data
There are mo pre-clinienl data of relevance to the preseriber which are sdditional to that

already mcluded mn other sectons of the Summary of Product Characteristics.
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6 PHARMACEUTICAL PARTICULARS
6.1 List of Excipients

0 Microcrystalline Cellulose USP

0 Croscannellose Sodiun USP
D Colloidal Anhydrous Silica USP

I3 Sodmm Laury]l Sulphate USP

0 Magnesium Stearate USP
[0 Purified Tale USP

0 Color Colorezy [H

0 Isopropvl Alcohol USP
0 Dichloroinethane USP
0 Diethyl Phthalate USP

6.2 Incompatibilities
Mot applicable,

6.3 Shelf life
24 months

6.4 Special precautions for storage
Store ina cool, dry and dark place,

6.5 Nature and contents of container

10 tablets are packed mn a Alu-Alu blister strip of pnnted alumimum foil and base foil and such |

Adu-Aln blister strips packed in a inner carton along with leatlet. Such 10 inner cartons placed in

outer carton

6.6 Special precautions for disposal

No special requirements, Anyunused product or waste material should be disposed of in accordance with

local requirements.

7. Manufacturer :
Mis. Kmx Pharma Private Limited
Plot no: 1OVC & 11/C, Survey no: 256/P1, Balda
Idustrial. Park, Village: Balda, Tal: Pardi,
Valsad-396125 mdia

Supplier

Mis. MOREHOPE PHARMA LTD, LAGOS,
NIGERIA




