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Cefepime Injection IP 1000mg
SUPERPIME-1000

Single Dose Vial
COMPOSITION: FOR I.M./I.V. USE
Each vial contains:-

Cefepime Hydrochloride (Sterile) IP

Eq. to Anhydrous Cefepime 1000mg

(A Sterile mixture of Cefepime Hydrochloride IP & Arginine IP)
This pack also contains one FFS ampoule of sterile water for injection LP. 10ml

PROPERTIES:
Cefepime is a fourth-generation cephalosporin antibiotic used in the treatment of infections caused by susceptible bacteria, such as pneumonia, urinary tract infections, and skin infections. Its emperical formula is
C;H,,C,N,0,S,and molecular weightis 571.5g/mol. Structural formulais as shown:
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CLINICAL PHARMACOLOGY:
Pharmacodynamics

for ic use. Other beta-lactam Fourth- ins, ATC code: JO1DEO1
Mechanism of action
Cefepime is a broad-spectrum, bactericidal antibiotic, with activity against a wide range of Gram-positive and Gram-negative bacteria, including many strains resistant to aminoglycosides or third generation
cephalosporins.
Itis highly resistant i most lact: . It finity for and has a rapid i lis of th gative b:
Pharmacokinetics
Absorption
Cefepimei

after

Distribution
Adults: Average i i edin It after a single IV infusion 130mmules)0rahenhe IM injection of doses of 500 mg, 1 g and 2 g. After theintramuscular administration,
cefepimeis absorbed. The binding of cefepi ins is, on average, 16.4% and

Biotransformation

Cefepime is metabolised in N-methyipyrrolidinium, being Converted quickly in N-0xide. AboulBS% ofthe adminitersd doss i elminaed unchanged; igh concentatonsofunchanged efepime ar dtectd n
urine. Less than 1% of the

Elimination
Theehmmallonaveragehalfh'echefep\melsaboul?homs andis independent of the dose forthe range of 250 mgto 2g. There d onin the healthy indiy i pto2gIV

for9days. a 120mymin. Th pime s 110 mi/min, suggesting i jusively via e kidneys, mainly by g filtration
Special populations

fif pallenls i renal failure, i Liver Cefepime
i It tochange inthi

Eldery: neannyvulumarymdwudua\su'55yearsulduvmuvemaueceuveua ingle dose of 1 gV of cefepi Auc ! alu with younger adults. Itis
recommended the dose adjustmentin the elderly patient with renal in clinical studies, 35% years old ormore and 16% were

aged 75 years old or more. In clinical studies when the elderly patient received the recommended dusefcrthe adult pallent lhe clinical efficacy and safety were comparable to the clinical efficacy and safety in the
non-glderly adult patient, unless the patient had renal failure. There was a mild increase in | withthose seen in younger individuals. Dose
adjustments are recommended if the renal function is impaired. Children: C with a d in patients 2.1 months and 11.2 years, with doses
50 mg/kg in IV infusion or IM injection; multiple doses were administered with inter vals of 8 or 12 hours for at least 48 hours. After the single IV administration, the total clearance was 3.3 ml/min/kg, with a
distribution value of 0.3 I/kg. The elimination half-life was 1.7 hour, with an average recovery in urine of unchanged cefepime around 60.4% of the administered dose, being the renal clearance the main route of
elimination (2.0 mi/min/kg). Tne average plasma cnncenlranuns of cefep\me in steady state after the administration of mult\ple IV doses were similar to those seen after the 1* dose, only with mild accumulation
after repe doses. After the steady state . inaverage in 0.75 hours. The bioavailability was in
average 82% after Drner chmcal was seen with celeplme in the treatmenl of acme pu\mnnary exacemaunns in patients with cystm ﬂnmsns Pharmacokinetics of

P with cystic fibrosis. N of

INDICATIONS:
Coforioici s

in of d by bacteria that. it
« lower respiratory tractinfection: i i it

tractinfections, r
.skm and subcmanenusmfzcmns
including peritonitis and biliary tract infections;
.gynaecu\oqlca\Infecnons;
« bacterial meningitis in infants and children;

of ic pati feverthati
«Treatment of patients with i i fation with, ori fated with, any of
Il fficial gui antibacterial agents.

DOSAGE AND ADMINISTRATION:
Cefepime can be administered via intravenous use or intramuscular use. The usual dose and the route of administration vary in accordance with the severity o the infection, the renal function and the general
condtions ofthe patien. The IV route of administrationispreferable i the patients with severe nfections o inafe-threatening stuaton, particularly fthere is the possibilty of shock. Acults and children weighing
> 40kg function:

Severity of the infection Dosage and route of the doses
Wildto tract infections (UT] 500mgto 1 gV oM every 12h
Other mild to moderate infections (non UTI) 1gNVorM every 12h
evere infections 29IV every 12
Very severe o ife- treatening infections 29IV every 81

The usual reatment duration s 7 to 10 days; more severe infections can require a more prolonged treatment.In the emprical treatment of ebrileneutropenia, the usual treatment duration should not be less than 7
days or penia weighing < 40kg, indicated for

Elderly:
No dose adjustment is required in patients with normal renal function; the dose adjustment is recommended in patients with impaired renal function. Adults with renal insufficiency: The cefepime dose should be
adjusted to compensate the slower renal elimination rate. In adult patients with mild to moderate renal the initial dose of should be the same as for patients with normal renal
function. The recommended mamtenance dose Shuu\d bein accordance with the instructions of When only th are available, the (Cockeroft and Gault) formula can be used
to calculate hould represent a steady-state of renal function: Man Creatinine clearance (m/min) = weight (kg) x (140 - age) 72 x serum creatinine (mg/dl) Woman:
0.85xvalue calculated using the manfcrmula
Creatinine clearance(mymin) _ Recommended maintenance dose
50 sual dose, no dose adjustment s required
9, 3xday 02162y 02162y 00 mg, 2 Gay
01050 0, 2xday o, Txday o Txday 00 mg, T day
1029 P o Txday g, Txday 00 mg, 1x day 00 mg, T day
£10 [Ta, Tx day 00 mg, x day 50 mg, x day 1250 mg, Tx day
00 mg, Tx ay 00 mg, Tx day 00 mg, Tx day 00 mg, T day
he pharmacokinetic models indicate that it is necessary to reduce the dose in these patients. In patients i fepir the dose is 1 gram as loading dose in the first day of treatment

followed by 500 mg daily for all the infections, except febrile neutropenia which is 1 gram daily. In the dialysis days, cetep\me should be administered after dialysis. Cefepime should be administered, whenever

possible, at the same time every day.

Patients doing dialysis

In 'he patient doing dialysis, ahautﬁﬁ% of (hemta\ quantity of cefepime present in the body in the hegmmng n' the dialysis will be removed during a 3 hour dialysis. In the patient doing continuous ambulatory
that forthe p: i.e.500 mg, 1 gor2g, depending on the severity of the infection, but with an

interval of 48 hours between doses.
Children with normal renal function
Inthe child, the usual recommended dose s:
- Pneumonia, urinary
Children aged more than 2 months eighing < 40 kg: 'y 12 hours for 10 days; i tions, 8 hours
i ith ir i it ir il Children aged more than 2 months and weighing < 40 kg: 50 mg/kg every 8 hours for 7
10 10 days. The experience in children aged less than 2 months is limited. Despite the expenence having been obtained with the 50 mg/kg dose data from pharmacokinetic models obtained in children aged more
than 2 months suggest that, in children from 1 month to 2 months old, a dose of 30 mg/kg 120r8he b idered. The of Cefepime in should be careitu monitored. In
the child weighing > 40 kg, itis recommended to use the dose indicated for adults. The maximum recommended dose for adults (2 g every 8 hours) should not b ded. The experience with the
use in children is limited. Children with renal insufficiency: As renal excretion is the main route of elimination of cefepime, the dose should be adjusted in children with renal insufficiency. A dose of 50 mg/kg in
children from 2 months to 12 year old and a dose 30 mg/kg in children 1 month to 2 months are comparable to a 2 g dose in the adult. The same interval between the doses is recommended or the same dose
reduction indicated for the renal insufficient adult.
Patients with hepatic function impairment:
i required in patients wi

CCONTRAINDICATIONS:
Hypersensitivity to cefepime, to any other cephalosporin or to any of the excipients History of severe hypersensitivity reaction (e.g. anaphylactic reaction) to any other type of beta-lactam antibacterial agent
(penicillins, monobactams and carbapenems).
WARNING AND PRECAUTIONS:
Hypersensitivity reactions
As with all beta-lactam antibacterial agents, severe and occasionally fatal hypersensitivity reactions have been reported. In case of ivity reactions, treatment with
immediately and adequate emergency measures must be initiated. Before beginning treatment, it should be established whether the patient has a history of severe hypersensitivity reactions to cefepime, to other
cephalosporins or to any other type of beta-lactam agent. Caution should be used if cefepime is given to patients with a histoy of non-severe hypersensitivity to other beta-lactam agents. Cefepime should be
administered with caution to patients with a history of asthma or llergic diathesis. The pafient must be carefully monitored during the first acminisiration. f an alergic reaction occurs, treatment must be

Serious itivity reactions may require epinephrine and other suppor tive therapy. Antibiotics should be administered with caution to patients that have shown some form of
allergy, particulariy to drugs. If 10 Cefepime, applied
Antibacterial activity of cefepime
Due to the relatively limited spectrum of antibacterial activity of cefepime itis not suitable for the treatment of some types of infections unless the pathogen is a\ready documented and known to be suscepume or
mere is avery high suspicion that the most ikely pathogen(s) would be suitable for reatment with cefepime. As with other antibiofcs, he use of G

Renalim;laimlent
In patients withimpaired renal function, such as reduction of because of renal

= 50 mL/min) or other conditions that may function,

be adjusted t the slower rate of renal elimination. Because ges in patients with renal or
other conditions that may compromise renal function, the maintenance dosage should be reduced when ce'emme is administered to such patients. Continued dosage should be detemined by degree of renal
impairment, severity of

During post-marketing surveillance, the following serious adverse events have been reported: reversible of i including confusion, stupor, and coma),
myoclonus, seizure: ilepti and/onena\ failure. Most d in patients wil i i
Ingeneral, e ci after is, however, afatal
Clostridium difficile associated diarrhoea
tibioti ted diarrhoea and antibioti ted colitis, including pseudomembranous colitis and Clostridium difficile-associated diarrhoea, has been reported in association with the use of nearly all
antibiotics including cefepime and may range in severity from mild diarrhoea to fatal colitis. Therefore, it is important to consider this diagnosis in patients who develop serious diarrhoea during or after the use of
cefepime. If antibiotic iated diarrhoea or antibioti iated colitis is suspected or canﬂrmed ongoing treatment with antibacterial agents, including cefepime, should be discontinued and adequate
therapeuhc it Dr inthis situation. Itis known by the ddney and th risk of to
hi be higheri function, i the d function
should be monitored. In elderly patients with renal failure to whom the usual dose m cereplme was administered, severe adverse events occurred including reversible encepha\opathy (conscience disturbance,
including confusion, hallucinations, stupor and coma), myoclonus, I and/or renal failure.

Interference with serological testing
A positive Coombs test, without evidence of haemolysis,
Cephalosporin antibiotics may produce a false-positive reaction for glucose in the urine with copper redummn tests. |Bened|c|‘s or Fehlmgs solution or with Clinitest tablets), but not with enzyme-based tests

(glucose oxidase) for glycosuria. Therefore, it that glucose
DRUG INTERACTIONS:

treatment tibioti interfere with the action of beta-| bioti i renal functionis metreaimenlwmh Cefepime if other drugs that
hi phr potential are i and potent diuretics). Cephalosporins can potentiate the action of coumarin anti Interaction tests In patients treated

(ie.
wnh Cefepime positive Coombs test was descnbed ‘with no evidence of haemolysis. In the glycosuria test, a false positive result may occur due to reduction of copper (the enzymatic method should preferably be

ed).
PREGNANBV AAND LACTATION:

Pregnancy
In dataon i Animal studies dt 3 y labour
or post: This medicinal ibed to pregnant ith great caution.
milkin very low q ies, so caution i tothe breast- g woman.
d: the use of i tility. inani i fertility.
SIDE EFFECTS:
reported during the clinical ing th
\/erycammon (>1/10p Common1>1/100m< 110), Uncommon(>1/1 000to <1/100) Rare(>1/10000m<|/1 000), Veryrare1< 1/10,000) known (cannot|
of severity frequency.

Infections and Infestations

Uncommon: Oral candidiasis, vaginal infection

Rare: Candidiasis

Blood and lymphatic system disorders

Common: Anaemia, eosinophilia

Uncommon: Thromhocylopema leukopenia, neulmpema
Notknown: 3
Immune system disorders

Rare: Anaphylactic reaction, angioedema

Notknown: Anaphylactic shock

Psychiatric disorders

Notknown: State of confusion, hallucination

Nervous system Disorders

Uncommon: Headaches

Rare: Convulsions, paraesthesia, digeusia, dizziness

Not known: Coma, stupor, encephalopathy, atered state of conscience, myoclonus
Vascular disorders

Common: Phlebitis at the infusion site

Rare: Vasodilatation

Notknown: Haemorrhage

Rare: Dyspnoea

Gastrointestinal Disorders

Common: Diarrhoea

Uncommon: Pseudomembranous colits, colis, nausea, vomiting

Rare: Abdominal pain, constipation

Not known: Gastrointestinal disorder

Skinand subcutaneous tissue disorders

Common: Skin rash

Uncommon: Erythema, urticaria, pruritus

Notknown: Toxic epidermal necrolysis, Stevens-Johnson syndrome, erythema multiforme
Renal and urinary disorders

Uncommon: blood ureaincreased, blood creatinine increased
Notknown: Renal failure, toxic nephropathy

Reproductive system and breast disorders

Rare: Genital pruritus

General disorders and administration site conditions

Common: Infusion site reaction, injection site inflammation and pain
Uncommon: Pyrexia, infusion site inflammation

Rare: Chills

Investigations

Very common: Positive Coombs test

Common: Alkaline phosphatase increased, alanine aminotransferase increased, aspartate aminotransferase increased, blood bilirubin increased, prothrombin time
prolonged, partial thromboplastin time prolonged

Notknown: False positive glycosuria

OVERDOSE:

In case of severe overdose, especially in patients with renal function impairment, haemodialysis can help remove cefepime from the body (peritoneal dialysis is not
useful).

Accidental overdose occurred with the administration of high doses to patients with decreased renal function.

STORAGE CONDITIONS:
Store at atemperature not exceeding 30°C. Protect from light.

SHELF LIFE: Refer vial label

Reconstituted solution for injection, reconstituted with water for injection:

The inuse physical and chemical stability was demonstrated for 18 hours at room temperature (15 - 25°C) and for 7 days in a refrigerator (2 - 8°C).

From amicrobiological point of view, the medicinal product should be used immediately. If not used immediately, in-use time and storage conditions prior to administration
are users responsibility and, usually, should not exceed 24 hours at 2°-8° C, unless reconstitution has occurred under validated aseptic controlled conditions.

DOSAGE FORM AND PACKAGING AVAILABLE:
Cepefime for Injection IP 1000mg is supplied in 20ml clear colorless glass vial with grey bromobutyl rubber stopper and aluminium flip off seal.Such 1 vial is packed in a

mono carton along with one 10mI FFS ampoule of sterile water for Injection IP with package insert.

MANUFACTURED BY: Marketed by:
Protech Telelinks >

lelinks windlas
MauzaOgl, Suketi Road, Windlas Biotech Limited
Kala Amb, District Sirmour,

(AWHO GNP Cortfied Company)
Himachal Pradesh - 173030 (India) g“eqrva"gl‘j';z‘f&"ﬁ'oa ‘L'J‘:’u‘ffgk'f"aﬁfa

TM: Trademark under registration
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