FORTECARE 1GM
CEFTAZIDIME FOR INJECTION USP 1 g

COMPOSITION : .
Each Vial contains :
Ceftazidime USP.............. 1gm

(As Cettazidime Pentahydrate)
{Ablend of sterile Ceftazidime pentahydrate and Sterile Sodium Garbonate)

PHARMACOLOGICAL PROPERTIES : G

Ceftazidime is a bactericidal cephalosporin antibiotic which is resistant to most beta-
lagtamases and is active against a wide range of gram-positive and gram-negative
bacteria.

INDICATIONS :
Single infections
Mixed infections caused by two or more susceptible organisms
Severe infections in general
Respiratory tract infections
Ear, nosa and throat infections
- Urinary tract infections -
- .-Skin:and soft fissua infections ——— S e e
Gastrointestinal, biliary and abdominal infections
Bone and joint infections
Dialysis: infections associated with haemo - and peritoneal dialysis and with continuous
peritoneal dialysis {CAPD)
In meningitis It is recommended that the results of a sensitivity test.are kriown before
treatment with cefiazidime as a single agent. It may be-used for infactions caused by
arganisms resistant to. other antibiotics including aminoglycosides and many
caphalosporins. When appropriate, however, it may be used in'combination with an
aminoglycoside or other beta-lactam antibiotic for example, in the presence of severa
neutropenia, or with an antibiotic active against anaerobes when the presenca of
- bacteroides fragilis is suspected. In addition. ceftazidime:is indicated in the parioparative
prophylaxis of transurethral prostatectomy.
Bacterlology : Ceftazidime is bactericidal in action, exerting its effect onlarget cell wall
proteins and causing inhibition: of cell wall synthesis. A wide range of pathogenic strains
and Isolates associated with hospttalaoquwed ifections are suscep:abie 1o ceftazidime
in vitro, including strains resi to g icin and other aminoglycosides. It is highly
stable to most clinically important be1a-lamamases produced by both gram-positive and
glam—negaﬂva organlsms and consequently is- active against many ampicillin- and
caphalathi isiant strains. Ceftazidime has high intrinsic activity in vitro and acts
within a narrow mic range for most genera with minimal changes in mic at varied inoculum
levels. Ceftazidime has been shown to have in vitro activity against the following
organisms:
Gram-negative: pseudomonas aeruginosa, pseudomonas spp (other), klebsiella
pneumeniae, klebsielia spp {other), protous mirabilis, proteus vulgaris, morganelia
morganii (formerly proteus morganii), proteus reltgeri, providencia spp, escherichia coli,
enterobacier spp, cittobacter spp, serratia.spp; salmonella spp, shigella spp, yersinia
enterocolilica, - pasteurella muliocida, acinetobacter spp, neisseria gonorhoeae,
neisseria meningitidis, haemophilus influenzae (including ampicillin-resistant strmns)
* haemophilus parainfluenzae {including ampicillin-resistant strains), .
Gram-positive: staphylococcus aureus {methicilin-sensitive strains), staphylococcus
epidermidis {methicillin-sensitive strains), micrococcus spp, streptococcus pyogenes,
sireptococcus group b, streplococcus pneumoniae, streplococcus milis, streptococcus
spp {excluding enterococcus (streptococcus) faecalis).
Angerokic strains: peptococcus spp, peptostreptococcus spp, streptococcus spp,
propionibacterium spp, clostridium perfringens, fusobacierium spp, bac‘teroldes spp
(many strains of baci fragilis are resistant).
Cehazidime s not active invitro against methnc:llm~resmtamstaphylacocu enterococous
(streptococeus) fascalis and many other enterocecdi, listeria munocytogenss
campylobacter spp or clostridium difficile.
In vitrothe activities of celtazidime and aminoglycoside antibiotics in cambmahon have
been shown to be at least additive; there is evidence of synergy in some mrams tested.
This property may beimportantinthe of febiile neutropenic pati




POSOLOGY AND METHOD OF ADMINISTRATION :
Ceftazidime is to be used by the parenteral route, the dosage depending upon the
severity, sensitivity and type of infection and the age, weight and renal function of the
patient.
Aduits: The adult dosage range for ceftazidime is 110 69 pet day 8'or 12 hourly (imoriv).
In the majority of infections, 1g 8-haurly or 2g-12-houriy should be given. In urinary tract - ;
infections and in many less serious infections, 560mg or 1g 12-hourly is usually
adequale. In very severe infections, especially immunocompromised patients, inciuding
those with neutropenia, 2g, 8 or 12-hourly or 3g, 12-hourly should be administered.
When used as a prophylactic agent in prostatic surgery 1g (from the 1g vial) should be
given atthe induction of anaesthesia. A second dose should beconsudered atthe time of
cathater removal.
Elderly: In view of the reduced clearance of ceftazidime in acutely ifl eldetly patients, the
daily dosage should not riormally exceed 3g, especially in those over B0 years of age.
Cystic fibrosis: In fibrocystic adults with normal renal function who have pseudomanal
lung infections, high doses of 100 to 150mg/kg/day as three divided doses shouid be
used. Inadults with normal renal function 9g/day has been used.
Infants and children: The usual dosage range for children aged over twa months is 30
to 100mg/kg/day, given as two or three divided doses.
Doses up to 150mg/kg/day (maximum 6g daily) in three divided dosés may be given to
infected immunocompromised or librocystic children or children with meningitis.
Neonates and children up to 2 months of age: Whilst clinical .experience is limited, a
dose of 25 to 60mg/kg/day given as two divided doses has proved ta be eflective: Inthe .
neonate the serum haif-life of ceftazidime car ba three to four fimes thatin adults. ;
Dosage in impaired renal function: Ceftazidime is excreted by the kitneys almost
exclusively by glomerular filration. Tharefore, in patients with impaired renalfunctionitis
recommended that the dosage of ceftazidime should be reduced to compensate for its
slower excretion, except in mild impairment, i.e. glomerular filtration rate {GFR) greater
than 50mi/min. In patients with suspected renal insufficiency, an initial loading dose of 1g
of ceftazidime may be given. An estimaté of GFR should be made to ‘determine the
appropriate maintenance dose.
Renal impairment: For patients in renal failure on continucus artericvenous
haemodialysis or l-ugh -flux haemofiltration in intensive therapy units, it is recommended

. that the dosage should be 1g daily in divided doses. For low-flux haemofittration it Is
recommended that the dosage should be that suggested under impaired renal function. :
‘Recommended maintenance doses ara shown below:
RECOMMENDED MAINTENANCE DOSES OF CEFTAZIDIME IN RENALmsuﬂncnency

i Creaimme | Approx. Serum Recommended Frequency of

iclearance {mlimin}| creatinine’ unit dose of dosing (hourly)
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503 _ . 1850200(1.7-23)| 1 1200,

30 16 : i 0L S rell. Sp on Lok

156 A s B

<5 75500 >5 6) 0.5 { 48

‘These values arg guldelmes and may not accurately predict renat function in all patients
especially in the elderly in whom the serum creatinine cuncenlrat!on mray ovarastimate
renal function.
In patients with severe infections, especially. in neutropenics, who would normaly
receive 6g of ceftazidime dally were it not for renal insufficiency, the unit dose given in the
table above may be increased by 50% or the dosing frequency increased appropriately.
In such patients it is recommended that ceftazidime serum levels should be manitored
and trough levels should not exceed 40mg/itre.
When only serum creatinine is available, the foiiowing formuta {Cockcrolt's equation)
may be used 1o estimate creatinine clearance The serum crea'mme should reprasent a
steady stateofrenatfunction: —— = e— =
Males: Crealinine clearance = Weight (kg) x (140 - age in years)

{mi/min) 72 x serum creatinine (mg/dl)
Females: 0.85x abovevaiue.
Toconvert serum creatinine in mitre into mg/dl divide by 88.4.
In_children the creatinine clearance should be adjusted for body surface area or lean
body mass and the dosing frequancy reduced in cases of renal insufficiency as for adults.
The serum half-life of ceftazidime during haemadialysis ranges from 3 16 5 hours. The
appropriate maintenance dose of ceftazidime should be repeated following each




hasmodialysis period.

Dosage in peritoneal dialysis: Caftazidime may also be used in peritoneal dialysis and
continuous ambulatory peritoneal dialysis (CAPD). As well as using ceftazidime
intravenously, it can ba incorporated into the dialysis fluid (usually 125 to 250mg for 2L of
dialysis fluid),

Administration: Ceftazidime may be given intravenously or by deep intramuscular
injection into a large muscle mass such as the upper outer quadram of the gluteus
maximus or lateral part of the thigh.

CONTRAINDICATIONS :
Ceftazidime is contraindicated in patients with known hypersensitivity to cephalosporin
antiblotics.

OVERDOSE:
Overdasage can lead to neurological sequelae including encephalopamy, convulsions
andcoma. Serum leveis of caftazidime can be reduced by dialysis.

SPECIAL WARNINGS AND PRECAUTIONS FOR USE :
Hypersensitivity reactions: As with other beta-lactam antibiotics, before therapy with
ceftazidime is instituted, careful inquiry should be made for a history of hypersensitivity
reactions to ceftazidime, cephalosporins, penicillins or other drugs. Special care is
indicated in patienis who have experienced an allergic reaction to peniciliins or beta-
lactams. Ceftazidime should be given enly with special caution to patients with type | or
immediate hypersansitivity reactions to penicillin, If an aliergic reaction to ceftazidime
occurs, discontinue the drug. Sarious hyperssnsmv:b; reaciions may require epinephring
(adrenaline), hydrocartisone, antihi ine or cther gency
Renal function : Cephalosporin antibiotics at high dosage should be given with caution
to patients receiving concurrent treatment with nephrotoxic drugs, e.g. aminoglycoside
antibiotics, or potent diuretics such as frusemide, as these combinations are suspected of
affecting renal function adversely. Clinical expérience with ceftazidime has shown that
this is not likely to be a problem at the recommended dose levels. There is no evidence
" that celtazidime adversely affects renal function at normal therapeutic doses: however,
as for all antibiotics eliminated via the kidneys, it is necessary to reduce the dosage
according to the degree of reduction in renal function to avoid the clinical consequences
of e_fevaled antibiotic levals, e.g. neurclogical sequslas, which have occasionally been
reported when the dose has notbeen reduced appropriately .
Overgrowth of non-susceptible organisms : As with other broad spectrum antibiotics,
prolonged use of celtazidime may resuilt in the overgrowth of non-susceptible organisms
{e.g. Candida, Enterogocei and Serralia spp.) which may require interruption of reatment
or adoption of appropriate measures. Repeated evaluation of the patient's condition is
essential.

INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF
INTERACTION :

Ceftazidime. doss not interfere with enzyma-based tests for glycosuriz. Slight
interference with ccepper reduction methods (Benedict's, Fehling's, Clinitest) may be
observed. Ceftazidime does not inlerfere in ihe alkaline picrate assay for creatinine. The
deveiopment of a positive Coombs’ test associated with the use of cefiazidime in about
5% of patients may interfere with the cross-matching of blood.

Chleramphenicol is antagonistic in vilro with ceftazidime and other cephalosperins. The
clinical relevance of this finding is unknown, but if concurrent administration of
caftazidime with chioramphenicol is proposed, the possibility of antagonism should be
considered,

PREGNANCY ANDLACTATION:

There is no expaiimental evidence of embryopathic or teratogenic effects attributable to
ceftazidime but, as with all drugs, it should be adiministered with caution during the early
months of pregnancy and inearly infancy. Usein pragnancy equires thatthe anticipated
benefitbe weighed against the possible risks.

Ceftazidime is excreted in human milk in low concentrations and consequently caution
should be exercised when ceftazidime is administerad to a nursing mother.

EFFECTS ONABILITY TODRIVE AND USE MACHINES :
Nonereported.

UNDESIRABLE EFFECTS; .
Clinical irial experience has shown that ceftazidime is generally well tolerated.



HYPERSENSITIVITY :
maculopapular or urticarial rash, fever, pruritus, and very rarely angioedema and
anaphylaxis (including bronchospasm and/or hypotension).
Adverse reactions are infrequent and include:
Nervous System Disorders: Headache, dizziness, paraesthesiae and bad taste. There
have been reports of neurological sequelae including tremor, myocionia, convulsions,
and encephalopathy in patients with renal impairment in whom the dose of ceftazidime
has notbeen appropriately reduced.

inal Disorders: diarrhoes, vomiting, abdominal pain, and very
rarely orai thrush or colitis. As with other cephalosparins, colitis may be associated with
Clostridium difficile and may present as pseudomembranous colitis.
Hepato - biliary disorders: very rarely jaundice.
Skin and sub tissue disorders: As with other cephalosporins, there have
been rare reports of erythema multiforme, Stevens-Johnson syndrome and toxic
apidermaj necmfysis.

Candndlasm vag;naua 2

General di: and tion site conditions:

Phiebitis or thrembophlebitis with i.v. administration, pain and/or inflammation aﬂar!m

injection.

Investigations: Laboratnry test changas noted transiently during ceflazidime therapy -
include: eosinophilia, positive Coombs’ test, vary rarely hasmolytic anaemia,
~ thrombocytosis and elevations in one or more of the hepatic enzymes, ALT (SGPT), AST
{SGOT), LDH, GGT and alkaline phosphatase.

As with some other cephalosporins, transient elevation of bloed urea; blood urea
nitrogen and/or serum creatining- have been obssrved occasionally. Very rarely,
leucopenia, neuhupema. granulocytosis, thrombocytopenia and tymphocytosis have

been seen.

Reconstitution/Direction foruse:
For Intramuscularlse : ;
* Sterile water for injection or if required Bactari ic water for injection 0.5 to 1:.0%
Lidocaine Hydrochloride injection
——Reconstitution Table:— - MS—
Vial Diluent to be Approximate Approximate Average
Size | added to vial availabie volume Concentration
1.0 iJ. Vial 3.0ml . .36ml 280mg/mi
ForlV.Use:
Sterile water for miacﬁnns
Vial | Diluentto be Approxi . Approxi Average
Size added to vial available volume Congantration
: 5or 580r “ 180 or
1.0 g. Vial
&V om 106 ml ! 95 mg/mi
2.0g. Vial 10ml 11.2ml 180 mg/mi
STORAGE :
Store in a dark place below 25°C.
KEEP OUT OF THE REACH OF CHILDREN.
PRESENTATION :

FORTECARE EGM available in aglass vial.

SWISS EXPORTS PV, LTD.
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