Cefoperz

(Cefoperazone+Sulbactam)

IV/IM Powder for Injection
500mg, 1g & 2g

DESCRIPTION

Celoperz conlains C Sodium and Sodium.
Celoperazone Sodmm

lic bi ",' in antibiolic for only.
Ils chemical name |s5-Th|a-‘ icy .2.0]oct-2: -2-carb aad 7-(IM0(4 - elhyl -23-

dioxo - 1 - = [[(1 - methyl - 1H -
letrazol - 5 - y) thio)methyl] - 8 - 0xo -, monosodium salt, [6R - [6,78(R*, )]l- Ils molecular formula
is CasH:N:NaO,S, and the structural formula is:
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Cefoperazone Sodium

Sulbactam Sodium

Sulhadam Sodium is a derivative of the basu; penicillin nucleus. it ls an lnevmsible
inhibitor for use only. Cl ically it is sodium sulfone. Ils

chemlca] name is 4 - Thia - 1 - azabicyclo [3.2.0] hep(ane - 2 - carboxylic acid, 3, 3 - d!melhyl 7

- oxo -, 4,4 - dioxide, sodium sall, (2S-cis). Its molecular formula is CyH,;NNaOsS and the

structural formula is:
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Sulbactam Sodium
QUAL[TATIVE & QUANTITATIVE COMPOSITION
Cefope: is available for ini as:
Cefoperz IV/IM Powder for Injection 500mg
Each vial conlains:
Sodium equi o C 250mg
Sodium o 250mg
Cefloperz IV/IM Powder for Injection 1g
Each vial contains:
Sodium equi fo Ce 500mg
1 Sodium o 500mg
Celoperz IVIM Powder for Injection 2g
Each vial conlains:
Sodium equi 1o C 1g
Sodium equit o 1g
CLINICAL PHARMACOLOGY
Mechanism of Action
Cefoperazons
is a3 that inhibits the final stage of bacterial cell wall

5ynlhes1s ol acuvery delng cells by binding to specific penicillin-binding proteins (PBPs). It is
which are produced by certain resistant bacteria.

J

L2 4

Streptococcus pyogenes (Group A bela-hemolytic slreplococci)
iae (Group B bela-hemolyti

Most other slrains of beta-hemolytic streplococci
Many slrains of faecalis

Escherichia coli
Kiebsiella species
Enlerobacter species
Citrobacter species
Haemophilus influenzae
Proteus mirabilis
Proteus vulgaris
Morganella morganii (formeriy Proteus morganii)
Providencia retigeri (formerly Proteus refigeri)
Providencia species
Serratia species (including S. marcescens)
Salmonella and Shigella species

i and some other F
Acinetobacter calcoaceticus
Neisseria ae
Neisseria meningitidis
Bordelella pertussis
Yersinia enterocolitica

species

Anaeroblc Organisms
Gram-negalive bacilli (including Bacteroides fragilis, other Bacteroides species, and
Fusobaclenwn .spe cles)

galive coccl F and
Vel’lonella spec!es)
itive bacilli (including Cl idit and L species)
Pharmacokinetics
25% of the C dose and 84% of the Sulbactam dose administered with

Cefoperazone + Sulbaclam is excreted by lhe kldney Most of the ren\ahlng dose of

Cefoperazone is excreted in the bile. After C the mean
half-life for Celoperazone is 1.7 hours while thal for Sulbadam is about 1 hour.
Mean peak C and afler the i of 2g of

g Ci 1g o over 5 minutes
were 236.8 and 130.2mcg/mL respeclively. This reﬂecls the larger volume of distribution for
Sulbactam (Vs = 18.0-27.6L) compared lo Cefoperazone (Vs = 10.2-11.3L).

Both Cefoperazone and Sulbactam distribute well into a variety of lissues and fluids including bile,
gall bladder, skin, appendix, fallopian lubes, ovary, uterus, and others.

Special Population

Patients with Hepalic Impairment

Cefoperazone is extensively excreted in bile. The serum hall-ife of Cefoperazone is usually
prolonged and urinary excretion of the drug increased in pabenls wilh hepatic dlseases andlor

biiary obstruclion. Even wilh severe hepatic

Cefoperazone are obtained in bile and only a 2 to 4 fold increase in halfdife is seen.

Palienls with Renal Impairment

In palients with different degrees of renal function inis r‘ e ¥ the

total body ck of was highly

Palienls who are functionally anephric showed a s;gmﬁcanny longer halfife of Sulbactam (mean

6 9 and 8.7 hours in separale sludres) Hemodialysis significanlly altered the half-life, total body
and volume of di

Elderly

The of C have been sludied in eldery individuals.
Bolh Cefoperazone and Sulbaclam exh'btted longer half-life, lower clearance, and larger volumes
of distribution when compared lo dala from normal volunteers,

Children
The mean half-iife in children has ranged from 0,91 to 1.42 hours for Sulbactam and from 1.44 to
1.88 hours for Cefoperazone.

THERAPEUTIC INDICATIONS

Monotherapy

Cefoperz (Cefoperazone + Sulbactam) is indicated for the treatment of the following infections
when caused by susceplible organisms:

- Respiratory tract infections (Upper and Lower)

Sulbactam = Urinary tract Inleclkms (Upper and Lower)
Sulbanam a penicillanic acid sullone, mhiblls B-actamase activity, thereby prevenling - Peritonitis, and other ints infe

and 1 spectrum of activity. It does notexert - Septicemia
d!mcally significant antibacterial effect alone, excep( against Nei and - it

- Skin and soft lissue infections

Microbiology - Bone and joint infections
The ination o + ls active against all organisms sensitive to - Pelvic disease, and other infections of the genital tract
C In addition it lic activity (up to four-fold reduction in

minimum inhibitery concentrations for the combination versus those for each component) in a
variety of organisms, most markedly the following:
Haemophilus influenzae

Bacteroides species

Staphylococcus species

Acinelobacler calcoaceticus

Enterobacter aerogenes

Escherichia coli

Proteus mirabilis

Klebsielia pneumonia

Morganella morganii

Cilrobacler freundii

Enterobacler cloacae

Citrobacter diversus

Cefoperazone + Sulbaclam is active in vilro against a wide variety of clinically significant
organisms.

Gram-Posilive O

aureus,
Staphylococcus epidermidis
iae (formerly Dit

and icit ing strains

Combination Therapy

Because of the broad spectrum of activity of Cefoperazone + Sulbactam, most infections can be

treated sdequa(ely with this antibiotic alone. Howaver, Cefoperazone + Sulbactam may be used
ith other if such are indicaled. If an aminoglycoside is

used renal funcﬁon should be monitored during the course of therapy.

DOSAGE AND ADMINISTRATION

Adults
Daily dosage for Cefoperz (C¢ + Injection in adulls are
as follows:
Ratio of Pt
Ceft
:s‘:“;;:::‘::" Cefoperazone (g) Activity (g) Activity (g)
11 20-4.0 1.0-20 1.0-20

Doses should be administered every 12 hours in equally divided doses.

In severe o refraclory infections the daily dosage of Cefoperz (Cefoperazone + Sulbaclam) may
be increased up fo 8g of the 1:1 rabo (ie., 4g Ce!operazme aclivily). Palients receiving the 1:1
ralio may require Doses should be




administered every 12 hours in equally divided doses. The recommended maximum daily dosage
of Sulbactam is 4g.

Children
Daily dosage recommendations for Cefoperz (Cefoperazone + Sulbactam) Injection in children
are as follows:

PRECAUTIONS

Hypersensitivity

Serious and fatal ilivi reaclions have been reported in
palients receiving beta-lactam or cephalosporin therapy, including Cefoperazone + Sulbactam.
These reaclions are more apt to occur in individuals with a history of ilivity reactions lo
multiple allergens. If an allergic reaction occurs, the drug should be disconlinued and the
iale Iherapy instituled.

Ratio of Activity Activi Serious anaphylaclic reactions require immediale emergency realment with epinephrine,
C ty Oxygen, inlravenous steroids, and ainvay management, including intubation, should be
+ Sulbactam (mg/kg/day) i as indicaled.
" Use in Hepatic Impairment
X 40380 20-40 20-40 Celfoperazone is exlensively excreled in bile. The serum hallife of Cefoperazone is usually
and urinary excrelion of the drug is increased in palients with hepatic diseases and/or
Doses should be administered every 6 1o 12 hours in equally divided doses. biliary obstruction. Even wilh severe hepalic i i i of
In serious or refractory infections, lhese dosages may be i uplo ofthe 1:1  C are obtained in bile and only a 2 lo 4 fold increase in half-life is seen. .
ralio. Doses should be administered in two to four equally divided doses. Dose modificalion may be necessary in cases of severe biliary obslruction, severe hepalic
disease or in cases of renal dysfunction coexistent with either of those conditions.
Neonates In patients with hepatic lion an it renal impai C serum
For neonales in the first week of life, the drug should be given every 12 hours. The daily it d and dosage adjusted as necessary. In lhese cases dosage

dosage of Sulbactam in pediatrics should not exceed 80mg/kg/day). For doses of Cefoperz
(Cefoperazone + Sulbactam) Injection requiring more than 80mg/kg/day Cefoperazone aclivity,
additional C should be i d.

Special Population
Palients with Hepatic Impairment

should be
should not exceed 2g/day of Cefoperazone without close monitoring of serum concentrations.

General

- As with other antibiotics, Vitamin K deficiency has occurred in a few palients treated with
Cefoperazone. Prothrombin time should be monitored in these palients, and patients receiving
anticoagulant therapy, and exogenous vitamin K administered  as indicated. Discontinue
[of + i

In patients with hepatic dysfunction dosage should not exceed 2g/day of C without

close monitoring of serum concentrations.

Patients with Renal Impairment

Palients with creatinine clearances between 15 and 30 mVmin should receive a maximum of 1g of
i every 12 hours i daily dosage of 2g Sulbactam), while patients

with creatinine clearances of less than 15mUmin should receive a maximum of of

Sulbactam every 12 hours (maximum daily dosage of 1g Sulbactam).

if there is bleeding and no are
identified.
As with other of may occur during prolonged
use of Cefoperazone + Sulbactam, Patients should be observed carefully during treatment. As
with any potent systemic agenl, it is advisable (o check periodically for organ system
dysfunction during extended therapy; this includes renal, hepatic, and hematopoielic systems.
This is particularly important in neonates, especially when premature, and other infanls.
Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all

In severe infections, it may be n y to additional C The

profile of is i altered by is. The serum half-life
of Cefoperazone is reduced skightly during hemodialysis. Thus, dosing should be scheduled to
follow a dialysis period.

Method of Administration
Cefoperazone + Sulbaclam has been shown to be compalible with Water for Injection, 5%
Dextrose, and 0.9% Sodium Chioride Injection at concentrations of 5mg Cefoperazone and Smg

Sulbactam per ml and up to 125mg Ci and 125mg per ml. Freshly
it solution is

Intravenous Administration

For intermittent infusion, each vial of C + should be with the

appropriate amount (as mentioned in table below) of 5% dextrose in Water, 0.9% Sodium Chloride
Injection or Sterile Water for Injection and then diluted to 20mL. wilh the same solulion followed by

agents, including Cefoperazone sodium + Sulbactam sedium, and may range in
severity from mild diarrhea to falal colitis. Treatment with antibacterial agents alters the normal
flora of the colon leading to overgrowth of C. difficile.

Use in Infancy: In treating premature infants and neonates potential benefits and possible risks
involved should be considered before inslituting therapy.

Aminoglycosides

Solutions of C + and should not be directly mixed, since

there is a physical incompatibility between them. If therapy with Ct +
and an is this can be by 1}

intermittent intravenous infusion provided that separate secondary intravenous tubing is used, and
that the primary intravenous tubing is adequately imigated with an approved diluent between
doses. Itis also that doses of C +

the day at times as far removed from administration of the aminoglycoside as possible.

administration over 15 to 60 minules. Pregnancy
Cef should be used during pregnancy only if clearly needed.
Equivalent dosage Volume of Maximum final
Total Dosage CU ldiluent concentration of Nursing Mothers
+ Sulbactam m c Ci + pass poorly into breast milk of nursing mothers, caution should be
(9) + (mg/ml) when C + is admini {o a nursing mother.
500mg 0.25 +0.25 1.7 125+ 125 DRUG INTERACTIONS
Alcohol
19 05+0.5 34 125+ 125 Palienls should be cautioned concerning ingeslion of alcoholic beverages in conjunction wilh
ini lion of Ci + For palients requiring arificial feeding orally or
2g 1.0+1.0 6.7 125+ 125 parenterally, solutions conlaining ethanol should be avoided.
Drug Laboratory Test Interactions
For inlravenous injection, each vial should be as above and overa Afalse-positive reaction for glucose in the urine may occur with Benedict's or Fehling’s solution.

minimum of 3 minules.

Intramuscular Administration
Lidocaine HCI 2% is a suitable vehicle for inlramuscular administration.

Ri Soluli
Slerile Waler for Injection should be used for reconstilution. A two step dilution is required using
Sterile Water for Injection (shown in table above) further diluted with Lactated Ringer's Solution 1o
2 Sulbactam concentration of Smg/mL (use 2mL initial ditution in 50mL or 4mL initial dilution in
100mL Lactated Ringer's Solution).

ine HCI Soluli
Sterile Water for Injection should be used for litution. For a tion of C

of 250mg/mL or larger, a two step dilution is required using Sterile Water for Injection (shown in
table above) further diluted with 2% Lidocaine HCI Solution lo yield solutions containing up to
125mg Cefc and 125mg per mL in 0.2% Lidocaine HCI
Solution.

ADVERSE REACTIONS
Blood and lymphatic system disorder: Ci
leukopenia, coombs direct test positive,

thrombocytopenia and eosinophilia.
Immune system di: ic shock, reaction, id reaction,
including shock and hypersensitivity.
Nervous system disorders: Headache.
Vascular disorders: Hemorthage, vasculitis and hypotension.

F colitls, diarrhea, nausea and vomiting.
Hepatobiliary disorders: Jaundice, blood bilirubin alani

ine
aspartate aminotransferase increased and blood alkaline phosphatase increased.

OVERDOSAGE

Severe and occasionally fatal skin reactions such as loxic epidermal necrolysis (TEN),
Stevens-Johnson (8J8), and it iative have been reported in patients on
Cefoperazone + Sulbactam therapy. If a severe skin reaction occurs, Cefoperazone + Sulbactam
should be disconlinued and appropriate therapy should be iniliated.

Overdosage of the drug would be expecled to produce manifeslations that are principally
extensions of the adverse reactions reported with the drug. The fact that high CSF concentrations
of (Hactam antibiotics may cause neurologic effects, including seizures, should be considered.
Because Cefoperazone and Sulbaclam are both removed from the circulation by hemodialysis,
these procedures may enhance elimination of the drug from the body if overdosage occurs in
patients with impaired renal function.

STORAGE
Do not store above 30°C.
Protect from light and moisture.

The expiration date refers to the product correctiy stored at the required conditions.

HOW SUPPLIED

1. Cefoperz (Cefoperazone + Sulbactam) IV/IM Powder for Injection 500mg is available in unit
pack size of 1 vial along with a 2mL ampoule of Water for Injection.

2. Cefoperz (Cefoperazone + Sulbactam) IV/IM Powder for Injection 1g is available in unit pack
size of 1 vial along with a 4mL ampoule of Water for Injection.

3. Cefoperz (Cefoperazone + Sulbactam) iV/IM Powder for Injection 2g is available in unit pack
size of 1 vial along with a 10mL ampoule of Water for Injection.

Keep out of reach of children.

medical only.

To be sold on p ofa

Please read the contents carefully before use.
This package Insert Is continually updated from time to time.

Skin and tissue stevens johnson

i Toxic epi
dermalitis exfoliative, maculopapular rash, pruritus and uiticaria.

Renal and urinary disorders: Hemaluria.

General disorders and administration site conditions: Infusion site phlebilis, injection site pain,
pyrexia and chills.

“To report SUSPECTED ADVERSE REACTIONS fto Getz Pharma's pharmacovigilance
Section, please contact at com or +#92-21 "

CONTRAINDICATIONS
Ci +

indi in patients wilh known hypersensitivity to
or lo any of lhe ins or 1o any of lhe excipienls of

P
the product.

Manufactured by:

@I Getz

pharma
(PVT) LIMITED
www.getzpharma.com

PAK-200017328

Plot No. 01, Sector 25,
Korangi Industrial Area,
Karachi - Pakistan




