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170225152016 CEFRONE VIAL
Cefoperazone Sodium

DESCRIPTION

CEFRONE, brand of cefoperazone sodium is a tic broad-spect

antibiotic for parenteral use only. It is the sodlum salt of 7[(D (-) a-
(4-ethyl-2.3-dioxo-1
acetamido]-3-(1-methylH-tetrazol 5-yl) cmomemyu 3-cophom-d-carboxylic acid CEFRONE
contains 34 mg sodium (1.5 Meq) per gram.

The empirical formula is C25H26NONa06S2
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CEFRONE is available in vials containing 0.5, 1and 2g cefoperazone sodium.
ACTIONS
Human Pharmacokinetics
1- High serum bile and urine levels of CEFRONE are attained after a single dose of the drug.
Table | demonstrates the serum concentration of CEFOPERAZONE.
In normal volunteers following either a single 15 minutes constant rate intravenous infusion of 1, 2,
3 or 4 grams of the drugs or a single intramuscular injection of 1 or 2 grams of the drug
Probenecid has no effect on serum concentration of CEFOPERAZONE.
TABLE L [1]: CEFOPERAZONE SERUM CONCENTRATIONS
Mean serum concentrations (mcg/mi)

0* 0.5hr | 1hr 2hr 4 hr 8hr | 12hr
1gIv 153 14 73 38 16 4 0.5
2gIv 252 153 114 70 32 8 2
3gIv 340 210 142 89 41 9 2
4g v 506 325 251 161 7 19 6
1g 1M 32* 52 65 57 33 7 1
2gIM 40 69 93 97 58 14 4

* Hours post- administration ratio with 0 times being the end of the infusion.

** Values obtained 15 minutes post-injection

The mean serum half - life of CEFOPERAZONE is approximately 2 hours. Independent of the
route of administration.

CEFOPERAZONE reaches therapeutic levels in all body fluids and tissues tested. Among these
are ascetic and cerebrospinal (In patients with inflamed meninges) fluid; urine; bile and gallbladder

urticaria, eosinophilia and drug fever has been reported. These reactions are more likely to occur
in patients with a history of allergy, particularly to penicilin.

Slight in have been reported. As with other beta-lactam
antibiotics, reversible neutropenia may occur with prolonged administration. Some individuals
have developed a positive direct Coombs test during treatment with cephalosporin antibiotics.
Decreased hemoglobin of hematocrits has been reported, which is consistent with a published
literature on other cephalosporin. Transient eosinophilia has occurred, and hypoprothrombinemia
has been reported (see precaution section on vitamin K deficiency).

Liver: Transient elevation of SGOT, SGPT and alkaline phosphatase levels has been noted.
Gastrointestinal: Altered bowl habits (loose stools or diarrhea) have been reported. Most of these
events have been mild or moderate in severity. In all cases, these symptoms responded to
symptomatic therapy or ceased when therapy was stopped.
Local reactions: CEFRONE is well tolerated following i inistration. O
transient pain may follow administration by this route. As with other cephalosporin, when
CEFRONE is administered by an intravenous catheter some patients develop phiebitis at the
infusion site.
DOSAGE AND ADMNSTRATION
The usual adult daily dosage of CEFRONE is 2 to 4 grams per day administered in equally divided
doses every 12 hours. In severe infections the dosage may be increased to a total of 8 grams per
day in equally divided doses every 12 hours. Twelve grams per day have been administered in
equally divided doses every 8 hours and usage of up to 16 grams per day in divided doses has
been reported without complications. Treatment may be started before resuits of susceptibility
testing are available.
The dosage for
single dose
Because renal excretion is not the main route of elimination of CEFRONE, patients with renal
failure require no adjustment in dosing when usual dosages (2 - 4 g daily) are administered. For
patients whose glomerular filtration rate is less than 18 mlimin. or whose serum creatinine level is
greater than 3.5 mg/di the maximum dosage of CEFRONE should be 4 grams per day. Solutions
of CEFRONE and aminoglycoside should not be directly mixed, since there is a physical
between them. If therapy with CEFRONE and an aminoglycoside is
contemplated (See INDICATIONS) this can be by
intravenous infusion provided that separate secondary intravenous tubing is used, and that the
primary intravenous tubing is adequately irrigated with an approved diluent between doses. Itis
also suggested that CEFRONE be prior to the In infants and
children a 50 to 200 mg/kg/day dosage of CEFRONE should be given in two administrations
(every 12 hours) or more if necessary. For neonates aged less than 8 days, the drug should be
given every 12 hours. A dosage of up to 300 mgrkg/day has been used to treat some infants and
children with severe infections, including several with bacterial meningitis, without complication.
For the antibiotic prophylaxis of surgical procedures 1or 2 grams should be administered
intravenously 30 to 90 minutes prior to the start of surgery. The dose may be repeated every 12
hours for, in most cases, no longer than 24 hours in surgery where the incidence of infection is
known to be greater (e.g. colorectal surgery) or when the occurrence of infection may be

urethritis is 500 mg intramuscularly as a

particularly devastating (e.g. open heart surgery and prosthetic plasty), the
administration of CEFRONE may be continued for 72 hours following the completion of surgery.

Vials of CEFRONE sterile powder may be initially reconsfituted with a minimum of 2.8 ml per gram

wall; sputum and lung; palatine tonsil and sinus mucous atrial- kidney;
ureter, prostate, and testis; uterus and fallopian tube, bone, and umbilical cord blood and amniotic
fluid. CEFOPERAZONE is excreted in both the bile and urine. Maximum bile are of of any

generally obtained between one and three hours following drug administration and exceed
concurrent serum concentrations by up to 100 times. Reported biliary concentrations of
CEFOPERAZONE range from 66 mcg/ml at 30 minutes to as high as 6000 mcg/mi at 3 hours after
an intravenous bolus injection of 2 grams in patients without biliary tract obstruction. After a variety
of dosages and routes of administration, the urinary recovery of CEFOPERAZONE averages 20 to
30% over a 12hour period in Individuals with normal renal function. Urinary concentrations greater
than 2200 meg/ml have been obtained following a 15minute infusion of a 2 g dose. After an IM
injection of 2 g, peak urine concentrations of approximately 1000 meg/ml have been obtained
Repeated administration of CEFOPERAZONE has not resulted in accumulation of the drug in
normal subjects. Peak serum concentrations, AUCs and serum half-lives are similar in normal
subjects and in patients with renal insuffiency. In patient with hepatic dysfunction, the serum
half-ife is prolonged and urinary excretion is increased. In patients with both renal and hepatic
insuffiences, CEFOPERAZONE may accumulate in the serum.
Microbiology (in Vitro Susceptibility Data)
The bactericidal action of CEFOPERAZONE results from the Inhibition of bacterial cell wall
synthesis. CEFOPERAZONE is active in vitro against a wide variety of clinically significant
organisms, and is resistant to degradation by many beta-lactamases.
Susceptible Organisms Include:
Gram-Positive Organisms:
aurous, icil and
(formerly Dij

proteus strains, Staphylococcus
i Pyogenes

(Group A beta.hemolyli

streptococci). Many strains of Snepmwccus facials, (emerococcus) most other strains ol

beta-hemolytic-streptococcal;

Gram-Negative Organisms:

Escherichia coli, Kiebsiella species. Enterobacter species, Citrobacter species. Haemophilus

influenza (beta-Lactamase positive and negative strains), Proteus mirabilis, Proteus vulgaris,

Morganella morganii (formerly Proteus morganii), Providencia rettgeri (formerly proteus rettgeri),

Prcv\dencla species. Serratia species (including S. marcescens), Salmonella and shigella species.
inosa and some other

Some strains of Neisseria bet

negative strains), Neisseria meningitides, Bordetella pertussis, Yersinia enterocolitica.

Anaerobic Organism;

Gram-positive and gram-negative cocci (including Peptococcus. Peptostreptococcus and

Veillonella species), Gram-positive bacill (including Clostridium, Bacterium and L

species), Gram-negative bacilli (including Fusobacterium species, many strains of

B beta-hemol

positive and

solution appropriate for
administration listed below in Table 1. For case of reconstitution the use of 5 ml compatible
solution per gram of CEFRONE is recommended.

TABLE [1]: SOLUTIONS FOR INITIAL RECONSTITUTION

5 % Dextrose Injection
5 % Dextrose and 0.9 % Sodium Chioride Injection
5 % Dextrose and 0.2 % SodiumChioride Injection | Normosol R

10 % Dextrose Injection Sterile Water for Injection

The entire quantity of the resulting solution should then be further diluted for administration using
any of the following vehicles for intravenous infusion.
TABLE [2]: VEHICLES FOR INTRAVENOUS INFUSION

0.9 % Sodium Chloride Injection
Normosol M and 5 % Dextrose Injection

5% Dextrose Injection

5% Dextrose and Lactated Ringer's Injection

5% Dextrose and 0.9 % Sodium Chloride Injection
5% Dextrose and 0.2 % Sodium Chloride Injection

10 % Dextrose Injection
Lactated Ringer's Injection

0.9% Sodium Chioride Injection
Normosol M and 5 % Dextrose Injection
Normosol R

For intermittent intravenous infusion each one-or two-gram vial of CEFRONE should be dissolved
in 20 to 100 ml of a compatible sterile intravenous solution and infused over a period of 15
minutes to one hour. If sterile water for injection is the preferred diluent, no more than 20 mi
should be added to the vial. For continuous intravenous infusion, each gram of CEFRONE should
be dissolved in either 5 ml of sterile water for injection or bacteriostatic water for injection and the
solution added to an appropriate intravenous diluent.

For direct intravenous injection, the maximum dose of CEFRONE should be two grams per
administration for adults and 50 mg/kg per administration for children. The drug should be
dissolved in an appropriate diluent to give a final concentration of 100 mg/ml and administered
over a period of no less than three minutes to five minutes.

Intramuscular Administration

Sterile Water for injection or Bacteriostatic Water for injection may be used to prepare
CEFOPERAZONE for intramuscular injection. When concentrations of 250 mg/mi or more are to
be administered, a lidocaine solution should be used. These solutions should be prepared using a
combination of Sterile Water for injection and 2% Lidocaine Hydrochloride injection that
approximates a 0.5% Lidocaine Hydrochloride solution. A two-step dilution process as follows is
recommended. First, add the required amount of Sterile Water for injection and agitate unti
CEFRONE powder is completely dissolved. Second, add the required amount of 2% lidocaine and
mix.

:;fg:‘(':s Aa_r’:doz‘;‘e’ species of Bacteroides). Final Step 1 Step2 Withdrawable

CEFRONE i indicated for the treatment of the following infections when caused by susceptible Pt I sl I LA B

organisms.

Respiratory tract Infections (Upper and Lower), Urinary tract Infections (Upper and lower), 250 maimi 07m 02mi 1omi

Peritoneal , Cholecystitis, Cholangitis, and Other Int infection, Septi 0259 333 mg/ml 04 ml 02ml 075ml

Skin and Soft Tissue Infections, infections of Bones and Joints, Pelvic inflammatory Disease,

Endometritis, Gonorrhea, and Other Infection of the Genital Tract Prophylaxis. os 250 mg/m 13mil 0am 20ml

(Cefoperazone sodium may be indicated in the prophylaxis of post-operative Infection in patients 59 | 333 mgmi 09ml 03ml Tsmi
and jcal surgery, and orthopedic surgery).

Combination Therapy : 250 mg/mi 26ml 09ml 40ml

Because of the broad spectrum of activity of CEFOPERAZONE most infections can be treated 9| 333 mgmi Tgmi 06ml 30ml

adequately with this antibiotic alone. However, CEFOPERAZONE may be used with

other antibiotics if such combinations are indicated. If an aminoglycoside is used, renal function 29 | 250 mgmi 52ml 1.8ml 8oml

should be monitored during the course of therapy (See DOSAGE AND ADMINISTRATION 333 mg/mi 37ml 12ml 6.0ml

Section).
CONTRAINDICATIONS
CEFRONE is contraindicated in patients with known allergy to the cephalosporin class of
antibiotics or to any of the excipients.
Previous immediate and /or severe hypersensitivity reaction to penicilin or to any other beta-
lactam medicinal products.
WARNINGS
BEFORE THERAPY WITH CEFRONE IS INSTITUTED CAREFUL INQUIRY SHOULD BE MADE
TO DETERMINE WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY
REACTIONS TO CEPHALOSPORIN, PENICILLINS OR OTHER DRUGS. THIS PRODUCT
SHOULD BE GIVER CAUTIOUSLY TO PENICILLIN-SENSITIVE PATIENTS. ANTIBIOTICS
SHOULD BE ADMINISTERED WITH CAUTION TO ANY PATIENT WHO HAS DEMONSTRATED
SOME FORM OF ALLERGY. PARTICULARLY TO DRUGS. IF AN ALLERGIC REACTION
OCCURS THE DRUG SHOULD BE DISCONTINUED AND THE APPROPRIATE THERAPY
INSTITUTED. SERIOUS ANAPHYLACTIC REACTIONS REQUIRE IMMEDIATE EMERGENCY
TREATMENT WITH ADRENALINE, OXYGEN, INTRAVENOUS STEROIDS AND AIRWAY
MANAGEMENT, INCLUDING INTUBATION, SHOULD ALSO BE ADMINISTERED AS
INDICATED,
PRECAUTIONS
General
CEFOPERAZONE is extensively excreted in bile. The serum half-life of CEFOPERAZONE is
usually prolonged and urinary excretion of the drug increased in patients with hepatic diseases
andor biliary obstruction. Even with severe hepatic dysfunction, therapeutic concentrations of
cefoperazone are obtained in bile and only a 2 to 4 fold increase in half-lfe is seen.
Dose modification may be necessary in cases of severe biliary obstruction, severe hepatic disease
or coexistent renal dysfunction.
In patients with both hepatic and renal i CEFOPERAZONE
serum concentrations should be monitored and dosage adjusted as necessary. In these cases
dosage should not exceed 2 g/day without dose monitoring of serum concentrations.
The serum half-life of CEFOPERAZONE is reduced slightly during hemodialysis. Thus dosing
should be scheduled to follow a dialysis period.
As with other antibiotics, Vitamin K deficiency has occurred i a few patients treated with
CEFOPERAZONE. The mechanism is most probably related to the suppression of gut flora which
normally synthesizes this vitamin. Those at risk include patients with poor diet, malabsorption
states (e.g. cystic fibrosis) and patients on prolonged intravenous alimentation regimens.
Prothrombin times should be monitored in these patients and exogenous vitamin K administered
as indicated. A reaction characterized by flushing, sweating, headache and tachycardia has been
reported when alcohol was ingested during and as late as the fifth day after administration of
CEFRONE. Asimilar reaction has been reported with certain other cephalosporin and patients
should be cautioned concerning ingestion of alcoholic beverages in conjunction with
administration of CEFRONE. For patients requiring artificial feeding orally or parenterally solutions
containing ethanol should be avoided.
As with other antibiotics, of may occur during prolonged use
of CEFRONE. Patients should be observed carefully during treatment.
Special warnings and precautions for use
Seizures may occur when taken in large doses.
Special caution is required to determine any other type of previous hypersensitivity reaction to
penicillin or to other beta-lactam medicinal products because patients hypersensitive to these
medicines may be hypersensitive to Cefrone as well cross allergy.
Drug Laboratory Test Interactions
Afalse-positive reaction for glucose in the urine may occur with Benedict's or Fehling’s solution.
Usage during Pregnancy
Reproduction studies have been performed in mice, rats and monkeys at doses up to 10 times the
human dose and have revealed no evidence of impaired fertility and did not show any teratological
findings. There are however, no adequate and well-controlled studies in pregnant women because
animal reproduction studies are not always predictive of human response; this drug should be
used during pregnancy only if clearly needed.
Usage in Nursing Mothers
Only small quantities of CEFRONE are excreted in human milk. Although cefoperazone passes
poorly into breast milk of nursing mothers, caution should be exercised when CEFRONE is
administered to a nursing mother.
Usage in infancy
CEFRONE has been effectively used in infants. It has not beer. Extensively studied in premature
infants and neonates. Therefore in treating premature infants and neonates potential benefits and
possible risks involved should be considered before instituting therapy.
CEFRONE doesn't displace bilirubin from plasma protein binding sites.
ADVERSE REACTIONS

itivity: As with all by

rash,

IR

* There is sufficient excess present to allow for withdrawal and administration of the stated
volumes.

The drug should be given by deep intramuscular injection into the large muscle mass of the
gluteus maximus or anterior thigh.

Stability

The following diluents and of CEFRONE provide stable
solution under the following conmuons for the indicated time periods (After the indicated time
periods, unused portions of solutions should be discarded)

Approximate
Concentrations
300 mg/mi

2 mg to 50 mg/m
2/mg to 50 mg/ml

Controlled Room Temperature (15°-25°C)
24 Hours

Bacteriostatic Water for Injection ..
5% Dextrose injection
5% Dextrose and Lactated Ringer's Injection
5% Dextrose and 0.9 % Sodium Chloride injection
5% Dextrose and 0.2% Sodium Chloride Injection
10% Dextrose injection
Lactated Ringer's Injection ..
0.5% Lidocaine Hydrochloride Injection
0.9% Sodium Chloride Injection ...
Normosol M and 5% Dextrose injection ...

2 mg to 50 mg/ml

Sterile Water for injection ... 300 mg/ml

Reconstituted CEFOPERAZONE solutions may be stored in glass or plastic syringes or in glass
or flexible plastic parenteral solution containers.

Refrigerator Temperature (2°-8°C)
5Days

Bacteriostatic Water for Injection .
5% Dextrose Injection
5% Dextrose injection an
5% Dextrose and 0.2% Sodium Chioride injection....

Approximate
Concentrations

- 300 mg/ml

2 mg to 50 mg/ml

2 mg to 50 mg/ml

2 mg to 50 mg/ml

Lactated Ringer's Injection 2 mgym)
0.5% Lidocaine Injection 300 mgimi
0.9% Sodium Chioride Injection 2 mg t0 300 mg/ml

Normosol M and 5% Dextrose injection
Normosol R
Sterile Water for Injection

2 mg to 50 mg/ml
2 mg to 50 mg/ml
300 mg/ml

Reconstituted CEFRONE solutions may be stored in glass or plastic syringes o in glass or flexible
plastic parenteral solution containers.

Freezer Temperature (-20° to -10°C) Approximate

3 Weeks Concentrations
5% Dextrose Injection .....
5% Dextrose and 0.9 % Sodium Chioride Injection
5% Dextrose and 0.2% Sodium Chloride Injection
5 Weeks

0.9 % Sodium Chioride Injection
Sterile Water for Injection ...
Reconstituted CEFOPERAZONE solutions may be
stored in plastic syringes, or in flexible plastic
parenteral solution containers. Frozen samples
should be thawed at room temperature before use.
After thawing, unused portions should be discarded.
Do not refreeze.

- 300 mg/mi
-+ 300 mg/ml

Storage

Store at a temperature not exceeding 30°C, protect from light.
Package

CEFRONE 0.5 gm: carton box containing one vial and ampoule (5 ml) water for injection
+ inner leaflet.

CEFRONE 1gm, 2 gm: carton box containing one vial and 2 ampoules (5 ml) water for in
+ inner leaflet.

Manufactured by: Medical Union Pharmaceuticals, (Cephalosporin Plant),
Abu-Sultan, Ismailia, Egypt.

Issue Date: 6 /7 / 2006, Rerevision Date: 11/ 3/ 2015.
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170225277011 Cefrone

Powder in vial for IV/IM injection

Generic name:
Cefoperazone sodium

Each Celrone 1 g vial contains:

Sterile Cefoperazone Sodium (equivalent to Cefoperazone) 1 g
PHARMACEUTICAL FORM

Powder for solution for LMLV injection

Before reconstitution: off white powder

After reconstitution: Clear yellow solution.

CLINICAL PARTICULARS

Therapeutic indications

[T

System classification and organs Undesirable effects

Blood and lymphatic System disorders

Very common decreased, decreased,

Common Neutropenia', Neutrophil count decreased, Coombs Direct Test
positive, Thrombocytopenia®

Uncommon

Not known Coagulopathy”

Immune System disorders?

Common [ Hypersensitivity

Not known shock®, reaction*,

reaction (including shock)*

Cefrone vials are indicated for Vascular
Treatment of the following systemic and/or local infections caused by ptib
- Upper and lower respiratory tract infections, e.g. pneumonia, acute and chronic bronchitis. Common Infusion Site Phlebitis
- Upper and lower urinary tract infections, e.g. pyelonephrits, urethritis Uncommon Hemorrhage*
- Peritoni cholangitis and other infections n
Not known Shock’
- Septicemia
- Skin and softtissue infections, .g. cellulis Gastrointestinal disorders
- Bone and joint infections, e.g. osteomyelis
- Pelvic infections, such as endometritis and other infections of the genital tract including gonorrhea, in Common Diarrhea
with other broad-spectrum antibiotics, if necessary Uncommon Vomiting’, nausea
And prophylaxis of postoperative infections in connection with abdominal surgery, gynecological, cardiac and Not known Pseudomembranous colils

vascular surgery as well as orthopedic surgery.
Dosage and method of administration

IMIV injection

Intravenous administration

Aspartate aminotransferase Increased, alanine aminotransferase
increased, blood alkaline phosphatase increase ,Jaundice*

Skin and subcutaneous tissue disorders.

Vials of cefrone sterile powder may be initially reconstituted with a minimum of 2.8 ml per gram of of
sterile water for injection. For ease of reconstitution, the use of 5 ml sterile water for injection per gram of cefrone is
recommended

For direct intravenous injection, the maximum dose of cefrone should be two grams per administration for adults
and 50 mg/kg per administration for children. The drug should be dissolved in sterile water injection to give a final
concentration of 100 mg/ml and administration over a period of no less than three minutes to five minutes
Intramuscular administration

Common Pruritus*, Urticaria, Rash,

Not known Toxic epidermal necrolysis", Stevens Johnson Syndrome*,

Dermatitis exfoliative®

Renal and Urinary Disorders

Sterile water for injection or bacteriostatic water for injection maybe used to prepare cefrone for
injection. When concentration of 250 mg/ml or more are to be administered, a lidocaine solution snomd be used.
these solutions should be prepared using a combination of sterile water for injection and 2% lidocal

injection that 0.5% lidocaine solution. A two-step diton; process as
follows is recommended. First, add the required amount of sterile water for injection and agitate until cefrone
powder is completely dissolved. Second, add the required amount of 20% lidocaine and mix.

inal Cefron Step 1 Step2 Withdrawable volume *
concentration | Volume of sterile water | Volume of 2% lidocaine

1gvial 250 mg/mi 26ml 0.9ml 40ml
333 mg/ml 1.8ml 06ml 3.0ml

“There is sufficient excess present to allow for withdrawal and administration of the stated volumes
The drug should be given by deep intramuscular injection into the large muscle mass of the gluteus maximum or
anterior thigh

Dosage
Adult:

The usual adult daily dose is 2-4 g, divided in two equal doses every 12 hours, in severe infections; the dose may
be increased to 8 g daily in divided doses. Even daily doses of up to 16 g (2 x 8 ) have been tolerated without
complications.

The recommended dosage for uncomplicated gonococeal urethitis is 5 mg IM, as a single dose.

For perioperative prophylaxis, 1-2 g cefrone should be administration intravenously approximately 0.5-1.5 hrs. prior
o the start of surgery. The dose maybe repeated every 12 hours. Prophylactic administration should be restricted
to a maximum of 72 hours.

Infants and children (1 month -11 years

The recommended dosage in infants and children is 50-200 mg /kg body weight /day in divided doses every 8 to
12 hours. The maximum dose should not exceed 12 grams/day.

Use in renal dysfunction

Daily doses of 2 x 1 g or 2 x 2 g cefrone may be administered irrespective of the degree of renal dysfunction.

For patients whose glomerular fitration rate is less than 18 mi/min or whose serum creatinine level is greater than
3.5 mg/d, the maximum dosage is 4 g per day.

Serum half-life of cefoperazone is slightly reduced during hemodialysis. Dosage should be adjusted according to
dialysis requirements.

Use in patients with hepatic dysfunction or coexisting renal and hepatic dysfunction

In patients with hepatic dysfunction and/or biliary obstruction, serum half-ife is usually prolonged and renal
excretion of cefoperazone is increased.

Dosage adjustment may be necessary in cases of severe biliary obstruction, severe hepatic dysfunction or
coexisting renal dysfunction

In patients with both severe renal and hepatic disease; plasma concentrations of cefoperazone should be
monitored regularly and dosage adjusted as necessary. In these patients, the dosage should not exceed 2 g daily
without close monitoring of serum concentrations (see also special warings and precautions for use)

Elderly patients

There are no special data available on pharmacokinetic parameters in elderly patients.

Duration of treatment

The duration of treatment depends on the course of the disease. Cefoperazone therapy should be continued for at
least 3 days after the patient's temperature has returned to normal.

Combination therapy

In patients with severe, life-thi therapy with C

Not known [ BUN and serum creatinine increased (transient)
General Disorders and Administration Site conditions

Common Administration site pain

Uncommon Drug fever, Pyrexia

Not known Headache, Sensation of cold

" Associated with prolonged administration, reversible

# More likely to occur in patients with a history of allergies, particularly to penicilin.

* Mostly Mild or moderate in severity

* ADR identified post-marketing

eporting of suspected adverse reactions

Repamng suspected adverse reactions after authorization of the medicinal product is important. It allows continued
monitoring of the benefitrisk balance of the medicinal product. Healthcare professionals are asked to report any
suspected adverse reactions via:

1. The Egyptian
2.MUP

Center (EPVC
pv@mupeg.com

Overdo:
Limited information is available on the acute toxicity of cefoperazone in human. Overdosage of the drug would be
expected to produce manifestations that are pnnc\pally extensions of the adverse reactions reported with the drug
in undesirable effects. The fact that high fluid (CSF) antibiotics may
cause neurologic effects and the potential for seizures should be considered.

Since cefoperazone is removed from the circulation by hemodialysis, this procedure may enhance the elimination
of the drug from the body, should overdosage occur in some patients with impaired renal function.
PHARMACOLOGICAL PROPERTIES

Pharmacodynamics properties

Pharmacotherapeutic group: anti-infective for systemic use, third generation Cephalosporins,

Mechanism of action

Cefoperazone is a semi synthetic broad-spectrum cephalosporin with a bactericidal action, which results from the
inhibition of bacterial cell wall synthesis. Like all cephalosporins, Cefoperazone selectively blocks Peptidoglycan
synthesis by binding to cell receptors (penicillin binding proteins) and inhibiting the transpeptidase reaction.
Cefoperazone is in vitro active against a wide variety of clinically significant organisms, and is resistant to
degradation by many beta lactamases.

Cefoperazone has rapid bactericidal activity, which is concentration-dependent, against susceptible Gram positive
and Gram-negative organisms in vitro. In infected animal models, AUC/MIC and C.,,/MIC were the PK/PD drivers
for efficacy.
Mech

lecha tance
Bacterial resistance to cefoperazone may be due to one or more of the following mechanism:

- Hydrolysis by beta-lactamases. Cefoperazone may be efficiently hydrolyzed by certain of the extended- spectrum
beta-lactamases (ESBLS) and by the chromosomally encoded (AmpC) enzyme that may be induced or stably
depressed in certain aerobic Gram-negative bacterial species

- Reduced affinity of pencil proteins for

e.g. PBP2Ain methicilli

aureus
£ Guter membrane impermeability, which restricts access of cefoperazone to penicilln-binding proteins in
Gram-negative organisms

- Bacterial efflux pumps.

Breakpoints

The MIC breakpoints established by Clinical and Laboratory standard (CLSI) are:

Enterobacteriaccae. S < 16 mg/L and R > 64 mg/L

infec and a
maybe indicated, Because of physical .ncampanbmy, the two drugs must not be mixed nor mected at the same
time or at the same site. The solutions should be prepared shortly before injection. (See also interactions with other
medicinal products and other forms of interaction and incompatibilties).
In case of a combination therapy with aminoglycosides, renal function must be carefully monitored (see also
Special warnings and precautions for use). In these cases, also the contraindications of the aminoglycoside have to
be considered.
raindications
« Hypersensitivity to the active substance or to other cephalosporin any of the excipients listed in section 6.1
. Prevlous immediate and/or severe hypersensitivity reaction to penicilin or to any other beta-lactam medicinal
product
“in pemmlhn sensitive patients, a possible cross allergy (5 - 10%) needs to be considered.
« Cefoperazone is contraindicated in patients in whom administration of vitamin K is contraindicated (especially
patients with tendency to hemorrhages
Special warnings and precautions for use
Hypersensitivity
Special caution is required to determine any other type of previous hypersensitivity reactions to penicillin or to other
beta-lactam medicinal products because patients hypersensitive to these medicines may be hypersensitive to
(Cefoperazone) as well (cmss- allergy)
Serious and reactions have been reported in patients receiving
beta-lactam or oepha\osponn lherapy including cefoperazone. These reactions are more apt to occur in individuals
with a history of hypersensitivity reactions to multple allergens.
Before therapy with cefoperazone is, instituted, careful inquiry should be made to determine whether the patient
has had previous hypersensilivity reactions to cephalosporins, penicillins or other drugs. This product should be.
given cautiously to penicillin sensitive patients. Antibiotics should be administered with caution to any patient who
has demonstrated some form of allergy, particularly to drugs.
If an allergic reaction occurs, the drug should be discontinued and the appropriate therapy instituted. Serious
anaphylactoid reactions require immediate emergency treatment with adrenaline. Oxygen, intravenous steroids,
and airway management, including intubation, should be administered as indicated.
Severe and occasionally fatal skin reactions such as toxic epidermal necrolysis (TEN), Stevens-Johnson syndrome
(8JS), and dermatitis exfoliative have been reported in patients on cefoperazone therapy. If a severe skin reaction
oceurs, cefoperazone should be discontinued and appropriate therapy should be initiated (see undesirable effects).
Use in Hepatic Dysfunction
Cefoperazone is extensively excreted in the bile. The serum half-ife of cefoperazone is usually prolonged and
urinary excretion of the drug increased in patients with hepatic disease and or biliary obstruction.
Even with severe hepatic dysfunction, therapeutic concentrations of cefoperazone are obtained in bile and only a 2
to 4 fold increase in half-ife seen (see dosage and method of administration)
General
Serious hemorthage cases, including fatalities, has been reported with cefoperazone. Those at risk include patients
with poor diet, states of malabsorption and patients on prolonged |r|(ravenous alimentation regimens. These

<16 mg/L and R > 64 mg/L
Pseudomonas aeruginosa: S < 16 mg/L and R > 64 mgll
Sensitivity of microorganisms
The prevalence of acquired resistance may vary geographically and with time for selected species and local
information on resistance is desirable, particularly when treating severe infections. As necessary, expert advice
should be sought when the local prevalence of resistance is such that the utiity of the agent in at least some types
of infections is questionable.
only suscej species

Aerobic gram-positive organisms

aure thi

epidermis (Methicil
Streptococcus pneumonia (formerly Diplocoecus pneumonia)

(Group A beta-hemol

Streplecoecusagalactiae (Group B beta-hemolytic streptococci)
Beta-hemolytic streptococc

Aerobic gram-negative organisms

Citrobacter spp.

Haembphilus influencae (B-Lactamase positive and negative strains)
Escherichia coli

Kiebsiella pneumoniae

Morgonella morganii (formerly Proteus morganit)

Neisseria gonorrhea

Neisseria meningtidis

Protetus mirabilis

Providencia religeri (formerly Proteus religeri)

Providencia spp.

Pseudononas aeruginosa

Serratia spp. (including S. marcescens)
Yersinia enterocalitica
Anaerobic gram-positive microorganisms
Clostridium spp. (except for Clostridium diffiile)
Eubacterium spp.
Lactobacillus spp.
Peptosocceus spp.
Peplostreptococcus |

ic gram-negative microorganisms
Bacieroides fragilis
Bacteroides spp.

patients should be monitored for signs of bleeding,

should be discontinued if there is persistent bleeding and no alternative exp\analmns are identified

Additional factors increasing the risk of hemorrhages and resulting conditions include malignancies, Hepatic and/or

renal dysfunction, old age, thrombocytopenia, concomitant diseases inducing or increasing Hemorrhagic

tendencies (e.g. hemophilia, gastrointestinal ulcers), long-term antibiotic treatment .Prothrombin time should be

monitored in these patients and exogenous vitamin K administered as Indicated

As with other antibiotics, overgrowth of non-susceptible organisms may occur during prolonged use of

Cefoperazone. Patients should be observed carefully during treatment. If resistance or selection of Organisms

oceurs, a different antibiotic should be used.

As with any potent systemic agent, it is advisable to check periodically for organ system dysfunction during

extended therapy; this includes renal, hepatic, and hematopoietic systems. This is particularly important when

treating infants.

Clostridium diffcile associated diarthea (CDAD) has been reported with use of nearly all antibacterial Agents

including cefoperazone, and may range in severity from mild diarrhea to fatal colitis. Treatment With antibacterial

agents alters the normal flora of the colon leading to overgrowth of C. difficile.

C. difficile produces toxins A and B, which contribute to the development of CDAD. Hypertoxin Producing strains of

C. difficile cause increased morbidity and mortality, as these infections can be refractory to antimicrobial therapy

and may require colectomy, CDAD must be considered in all patients who present with diarrhea following antibiotic

use. Careful medlca\ history is necessary since CDAD has been reported to occur over two months after the
agents.

TN

gen
In case of severe and persisting diarrhea, therapy should be and
appropriate treatment initated (e.g. oral vancomycin, 4 x 250 mg). Peristalsis-inhibiting drugs are contrandicated
Cefoperazone should be administered with caution in patients with a history of enterocolits.
During and up to 5 days after cefoperazone therapy, alcohol consumption and administration of drugs containing
alcohol must be avoided (see also Interactions with other medicinal products crud other forms of administration)
Although there is no evidence, that cefoperazone alone has a nephrotoxic potential, renal function should be
monitored if the drug in conjunction with (see also dosage and method of analysis)

Cefoperazone has been effectively used in infants. It has been extensively studied i premature Infants and neonates.
In neonates with kemicterus, cefoperazone does not displace bilirubin from plasma protein binding sites.
Interaction with other medicinal products and other forms of interaction

Antabus like reactions (flushing, sweating, headache and tachycardia) have been observed when alcohol was.
ingested during and as late as the fifth day after administration of cefoperazone. A similar reaction has also been
reported with other herefore, alcohol hould be avoided during and up to 5 days
after cefoperazone therapy. For patients requiring oral or parenteral artificial feeding, solutions containing ethanol
should be avoided. (Sec also Special warnings and Precautions for use).

I high doses of heparin and oral anticoagulants are administered in conjunction with cefoperazone, coagulation
parameters should be monitored frequently and regularly. This also applies to concomitant administration of
substances affecting thrombocyte function.

Since nephrotoxic reactions have occurred with of and
Cephalosporins, renal function should be monitored in such cases. In case of a combination therapy with an
aminoglycoside antibiotic, the two drugs must not be injected together because of physical Incompatibility, (see
also dosage and method of administration, special warnings and precautions for use and mcompamlmes)
Although no impairment of renal function has been observed with and

pp.
Veillonella spp.

Species for which acquired resistance may be a problem
Aerobic gram-positive microorganisms

Enterecoccus sspp

Anaerobic gram-negative microorganisms
Acinelobacter spp.

Borderella perjhssis

Citrobacter freundit

Enterobacier spp.

Kiebsella oxytoca

Proteus penneri

Proteus vulgaris

Proteus spp.

Inheremfy resistant microorganisms

Anaerobic gram-positive microorganisms

Enterbcocous s

Listeria monocytoge

Staphylococcus aureus 1memmum resistant)
Coagulase negative Slaphy\ocoocl (meth\cvlhn resistani)
Aerobic gram-negative m
Stenoirophomonas ma/taphl(ra

Pharmacokinetic properties

Distribution

Both after intravenous and ad increase in plasma concentrations are
seen; peak plasma levels are reached within 1 - 2 hours after intramuscular administration. Plasma protein binding
of cefoperazone is 90%. The volume of distribution is 0.151/kg body weight. Therapeutic concentrations are
reached in e.g. cerebrospinal luid (especially in patients with inflamed meanings), peritoneal fluid, sputum, bile,
urine, tonsils, sinus mucous membrane, cardiac muscle, lungs, gallbladder wall, kidneys, prostate, testis, uterus,
fallopian tubes, and bones. Cefoperazone crosses the placental barrier, therapeutic concentrations being reached
in umbilical cord blood and amniotic fluid.

Biotransformation and Elimination

Independent of the route of administration, the mean serum half-ife is approximately 2 hours. Most part of
cefoperazone is excreted in the bile (maximum bile concentrations are reached within-3 hours after administration),
20-30 % by the urine in individuals with normal renal function; less than 1% of Cefoperazone is metabolized.

Due to its extensive biliary excretion, there are no essential changes of the pharmacokinetics in patients with renal
impairment. In patients with hepatic insufficiency and/or biliary obstruction, however, serum half-life may be
prolonged and relative excretion by the urine increased.

PHARMACEUTICAL PARTICULARS

Incompatibilities

Cefoperazone is only compatible with the solutions mentioned in (special warnings and precautions for disposal
and hand/mg)

furosemide, it should be borne in mind that renal function may be impaired due to co- admlmsllauon of
cephalosporins and strongly acting salureties.
Drug Laboratory Test Interactions
Afalse positive reaction for glucose in the urine may occur with Benedict's o Fehling's solution
Fertility, pregnancy and lactation
Pregnancy
this drug should be used during pregnancy only in life-threatening situations.
ion
Since small quantities of cefoperazone are excreted in human milk, cefoperazone should not be used during
Iactation period.
Effects on ability to drive and use machines
Cefoperazone have no or negligible influence on the ability to drive or use machines
Undesirable effects
For the classification of frequencies of side effects, the following categories are used:
Very common (21/10);
Common (21/ 100, <1/10);
Uncommon (21 /1,000 to <1/100);
Rare (21/10,000, <1/ 1,000);
Very rare (<1/10,000),
Not known (cannot be estimated from the available data).

{HHH

the two drugs must not be mixed nor injected at the same
ume or at the same site. The solunons should be prepared shorlly before injection, (See also Dosage and method
of administration).

The reconstituted solution is chemically and physically stable for 24 hours at controlled room temperature (not
exceeding 25°C)

Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local requirements.
Package:

Cefrone 1.am
Carton box containing one transparent colorless glass (type ) vial containing 1.034 gm powder for injection closed
with chlorobutyl rubber stopper and covered with aluminum cap with polypropylene plastic top + insert leaflet.
Storage:

Store at temperature not exceeding 25°C.

After reconstitution, use within 24 hours when stored at temperature not exceeding 25°C, away from light.

Keep out of reach of children.

Shelf life: 3 years

MARKETING AUTHORISATION HOLDER
Medical Union Pharmaceuticals
(Cephalosporin Plant)

Abu-Sultan, Ismailia, Egypt.

Issue Date: 9 /8 /2020.
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SUMMARY OF PRODUCT CHARACTERISTICS

Cefrone

Cefoperazone 2 g powder in vial for I.M / LV injection

170225281011

1. NAME OF THE MEDICINAL PRODUCT
Cefrone
2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial for injection contains:
Sterile cefoperazone sodium (equivalent to cefoperazone) 2 g
3. PHARMACEUTICAL FORM
Powder in vial for LM/LV injection.
White to almost white powder.
After reconstitution: clear colorless solution.
4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Cefrone is indicated for the for the treatment of the following systemic and / or local infections caused by
pathogens susceptible to cefoperazone:
- Infections of the upper and lower respiratory tract, such as pneumonia, acute and chronic bronchitis
- Kidney and urinary tract infections such as pyelonephritis, urethritis
- Peritonitis, cholecystitis, cholangitis and other intra-abdominal infections
- sepsis
- Skin and soft tissue infections such as cellulte
- Infections of the bones and joints, such as osteomyelitis
- Pelvic infections such as endometitis and other genital tract infections including gonorrhea, possibly in
combination with other broad-spectrum antibiotics.
And for the prevention of postoperative infections in surgical interventions in the abdominal area, in
gynecological operations, in the context of cardmvascular surgen and dorthopedi nferventions
National and r the active ingredients must be
taken into account when using Cefrone.
Cefrone is used in adults and between the ages of 1 month and 18 years.
4.2 Posology and method of administration
Method of administration
For intravenous or intramuscular use
IV injection, IM injection
Instructions for use
n n

2 g of Cefrone are dissolved in 20 ml of a compatible, sterile injection fluid (water for injections) and injected

over 3 -5 min; do not exceed the maximum dose of 2 g per injection in adults or 50 mg/kg body weight in children.

Intramuscular injection

-2 g of Cefrone are dissolved in 8 ml of water for injections and administered deep intramuscularly.

Posology

Adults

For adults, the usual daily dose is 2-4 g, divided into 2 equal doses every 12 hours; in severe infections this can

be increased to 8 g in divided doses. Even daily doses of 16 g (2 x 8 g) were tolerated without complications.

For the treatment of urethritis with no 500 mg LM is as a single dose.

For perioperative prophylaxis, 1 - 2 g of Cefrone should be administered intravenously approx. 0.5 - 1.5 hours

before the start of the operation. The administration can be repeated every 12 hours. Prophylactic

administration should be limited to a maximum of 72 hours.

Infants, toddlers, children and adolescents (1 month - 18 year

The recommended daily dose for infants, toddlers, children and adolescens is 50-200 mg / kg body weight,

divided into individual doses every 8 to 12 hours. However, a maximum daily dose of 12 g must not be exceeded.
for

Cefrone can be given in doses of 2 x 1 g and 2 x 2 g daily regardless of kidney function. In patients with a
glomerular filtration rate below 18 mi / min or with a serum creatinine value above 3.5 mg / di, the maximum
dose is 4 g per day. The serum half-life of cefoperazone s slightly reduced under hemodialysis. The dose must
be determined according to the dialysis plan.

Dosage for impaired liver or kidney and liver function

I

Liver and Increase in
biliary aspartate
disorders® aminotransferase,
alanine
aminotransferase
and alkaline
phosphatase
Jaundice*
Skin and Pruritus* Toxic epidermal Necrolysis*™
subcutane Urticaria Stevens Johnson Syndrome*
ous tissue Maculopapular Rash Exfoliative Dermatitis*
disorders Acute generalised
exanthematous pustulosis
(AGEP) Drug reaction with
eosinophilia and systemic
symptoms (DRESS)
Kidney and Increase of Blood urea
urinary tract nitrogen and serum
disorders creatinine (temporary)
General Pain at the injection | Medication Headache
disorders site fever Feeling cold
and Pyrexia
complaints
atthe
administra
tion site

* In connection with long-term treatment, reversible.
* Especially in patients with known allergies, especially penicilln allergies.
s The severity was mostly mild or moderate.
* Side effects identified after marketing
Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorization of the medicinal product is important. It allows
continued monitoring of the benefitrisk balance of the medicinal product. Healthcare professionals are asked to
report any suspected adverse reactions to:
The Egypuan Center (EPVC) P qoveg
department com

4.9 Overdnse
There are limited data on the acute toxicity of cefoperazone in humans. In the event of an overdose, an
increased occurrence of the effects described in section 4.8 is to be expected. It should be noted that high CSF
concentrations of beta-lactam antibiotics can lead to neurological effects, including seizures. Since

is eliminated by could accelerate the elimination in the event of an
overdose in patients with impaired renal function
5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antibiotics for systemic use, other beta Lactam antibiotics, 3rd generation
cephalosporins
Mechanism of acon

is a ynthetic broad-spect in that has a bactericidal effect by inhibiting the
bmsynthes\s of the bacterial cell wall. Like all selectively blocks
synthesis by binding to cell receptors (penicillin binding proteins) and inhibiting the transpeplidase reaction.

Cefoperazone is effective in vitro against a variety of clinically significant organisms and resistant to
by many beta-lactamases

has a rapid and on-dependent action in vitro against sensitive gram-positive and
gramrnegalwe organisms. In infected animal models, the pharmacokinetic / pharmacodynamic ratios AUC / MIC
and Crac / MIC were decisive for efficacy.
Resistance

The serum half-life is usually prolonged in patients with liver damage and / or biliary obstruction. C
is then alternatively excreted more renally.

Dose changes may be necessary in the case of severe biliary obstruction, severe liver dysfunction or
concomitant kidney dysfunction.

In the event of severe kidney and liver damage at the same time, the concentrations of cefoperazone in the
blood plasma should be checked regularly and the dose adjusted if necessary. In these cases, the dose must
not exceed 2 g per day without monitoring of the serum concentrations (see also section 4.4).

Elderly patients

No information is available on pharmacokinetic parameters in the elderly.

Duration of treatment

The duration of treatment depends on the course of the disease. Therapy with Cefrone must be continued for at
least 3 days after the fever has subsided

Combination therapy

Combination therapy of Cefrone with aminoglycosides may be indicated in severe, life-threatening infections.
Due to physical incompatibilty, the two drugs must not be injected at the same time and only from separate
devices at separate locations. Only freshly prepared solutions should be used (see also sections 4.5 and 6.2).
In combination with aminoglycosides, renal function must be carefully monitored (see also section 4.4). In such
cases, the adverse effects of the aminoglycoside must also be taken into account

43 Comrammcauons

in patients with o the active substance, any of the other
\ngred\ents lstod m soction 6.1 o 6 other drugs of the same class. Furthermore, cefoperazone is
contraindicated in patients with severe hypersensitivity to beta-lactams (see section 4.4)

In the case of penicillin hypersensitivity, a possible cross allergy (5 - 10%) must be taken into account.
Cefoperazone is contraindicated in patients (especially those with a tendency to bleed) for whom vitamin K
administration is not possible.

4.4 Special warnings and precautions for use

Hypersensitivity

In patients receiving treatment with beta-lactam antibiotics or including serious
and lethal reactions have been reported. These reactions are most
common in people who are known to be hypersensitive to multiple allergens

Before starting treatment with cefoperazone, patients should be carefully asked about previous allergic

Bacterial resistance to cefoperazone can be due to one or more of the following mechanisms:
- Hydrolysis by beta-lactamases. Cefoperazone can be effectively hydrolyzed by certain extended spectrum

t (ESBL) and by ded enzymes (AmpC), the formation of which is either
induced or constitutively permanently present in certain aerobic gram-negative bacterial species.
- Decreased affinity of the penicillin binding proteins for e.g. PBP2A in methicil 1
Staphylococcus aureus.
- Impermeability of the outer membrane, which restricts cefoperazone’s access to penicilin binding proteins in
gram-negative organisms.
- Efflux pumps for the active ingredient
Limit values (Breakpoints:
According to the CLS (Clinical Laboratory Standards Institute), the following limits are set for cefoperazone:
- Enterobacteriaceae: sensitive < 16 mg /| and resistant > 64 mg /|
- Staphylococcus: sensitive < 16 mg /| and resistant > 64 mg /|
- Pseudomonas aeruginosa: sensitive < 16 mg /| and resistant = 64 mg /1
Sensitivity
The frequency of resistance can vary geographically and over time for certain species. Therefore, local
information on the resistance profile is desirable, especially for the treatment of serious infections. If necessary,
an expert must be consulted if local resistance occurs so frequently that the usefulness of using cefoperazone
for some types of infections becomes doubtful.

Commonly sensitive species
Aerobic gram-positive bacteria
aureus (methicillin sensitive)
Staphylococcus epidermidis (methicilin sensitive]
(previously Diplo
pyogenes (group A bela-hemolyi
agalactiae (group B beta-hemoly
Beta-hemolytic streptococci

reactions to cephalosporins and penicillins or other medicinal products because patients to these
medicines may be hypersensitive to cefoperazone as well (cross- allergy). (see section 4.3). Antibiotics must be
used with caution in patients with any form of allergy, especially to drugs.

If allergic reactions occur, the drug should be discontinued and appropriate treatment initiated. Severe
anaphylactic reactions require treatment with adrenaline. If necessary, use oxygen and IV steroids and keep the
airway clear, possibly by means of intubation.

Serious and occasionally fatal skin reactions such as Toxic Epidermal Necrolysis (TEN), Stevens' Johnson
syndrome (SJS) , exfoliative dermatitis, drug reaction with eosinophilia and systemic symptoms (DRESS), and

Aerobic gram-negative bacteria
Citrobacter spp.
influenzae (Blactamase positive and negative strains)

colf
Klebsiella pneumoniae

Worganella morganii (previously Proteus morgani)
Neisseria gonorrhoeae

Nefsseria

acute generalised exanthematous pustulosis (AGEP) have been reported in patients on therapy.
If a severe skin reaction occurs, cefoperazone must be discontinued and an appropriate therapy must be
initiated (see section 4.8)

Hepatic dysfunction

Cefoperazone is mainly excreted in the bile. In patients with liver disease and/or biliary obstruction, the serum
half-ife of cefoperazone is usually prolonged and the substance is excreted more renally. Even with severe liver
dysfunction, therapeutic concentrations of cefoperazone are reached in the bile and the half-ife is only
increased by a factor of 2 to 4 (See also section 4.2)

General

Cases of serious bleeding, including fatal, have been reported with cefoperazone. Patients with poor nutritional
status, malabsorption and those on long-term intravenous nutrition are at risk. Such panems and patients on

Proleus mirabills
Providencia retigeri (previously Proteus retigeri)

Providencia spp.
acruginosa

Salmonella spp.

Shigella spp.

Serratia spp. (including S. marcescens)

Yersinia enterocoliica

Anaerobic gram-positive bacteria

anticoagulant therapy should be monitored for signs of bleeding,
Ifbleeding persists and there is no alternative rationale, cefoperazone should be dlsoﬂnhnued Other risk factors
for serious bleeding are cancer, impaired liver and kidney function, old age, reduction in the number of blood
platelets (thrombocytopenia), concomitant diseases that trigger or worsen bleeding (e.g. hemophilia,
gastrointestinal ulcers), and long-term antibiotic treatment. In these patients, the prothrombin time (Quick value)
must be checked and vitamin K added if necessary.
As with other antibiotics, prolonged treatment with Cefrone may occasionally result in an overgrowth of resistant
organisms. The patient must be constantly monitored in this regard. If resistance develops or bacteria are
detected, the antibiotic must be substituted.
As with all highly effective systemic drugs, itis advisable to monitor the function of the liver, kidneys and the
haematopoietic system during long-term treatment. This is especially important when treating young children.
Clostridium difficile-associated diarthea (CDAD) has been reported with nearly all antibiotic therapy, including
cefoperazone, and its severity can range from mild diarrhea to life-threatening colitis. Antibiotic treatment
changes the normal intestinal flora and can lead to an overgrowth of Clostridium diffcile.
Clostridium difficile produces toxins Aand B, which contribute to the development of CDAD.
Hypertoxin-producing strains of Clostridium difficile lead to increased morbidity and mortality because such
infections may not respond to antibiotic therapy and may require colectomy. CDAD must be considered in all
patients who have diarrhea after antibiotic therapy. A thorough medical history is required, as the occurrence of
CDAD has been reported up to two months after antibiotic administration. In case of severe and persistent

ll

Clostridium spp. (with the exception of Clostridium dificie)
PP,

L E
Peplococaus spp.
Peptostreptococcus spp.

Anaerobic gram-negative bacteria
fragilis
Spp-

Fusobacterium spp.

Veilonella spp.

Species for which acquired resistance could be a problem in use
Aerobic gram-positive bacteria
Enterococcus spp.

Aerobic gram-negative bacteria

diarrhea, the treatment and initiate te therapy (e.g., with orally 4 x
250 mg daily). Peristal
Cefoperazone should be used with caution in patients with a history of enterocolitis.
During therapy with cefoperazone and for up to 5 days afterwards, alcohol or drugs containing alcohol must
not be administered (see also section 4.5).
AHhough there is no evldence that cefoperazone is nephrotoxic on its own, renal function must be monitored

ith (see also section 4.2).

en
Use in chiren
Cefoperazone has been used safely in young children. Its use in premature infants and newborns has not been
adequately studied.

Cefoperazone does not displace bilirubin from plasma protein binding sites in neonates with kernicterus.
Cefrone contains 3.0970 mmol (71.2 mg) sodium per vial. To be taken into consideration by patients on a
controlled sodium diet.

4.5 Interaction with other medicinal products and other forms of interaction

Antabuse-like reactions (reddening of the skin, sweating, headache and tachycardia) were observed after
consumption of alcohol up to 5 days after the last dose of cefoperazone. Similar reactions have also been
observed with other cephalosporins. For this reason, alcohol must not be consumed durin

Pp.
Bordetella pertussis
Citrobadter freundii
Enterobacter spp.
Kiebsiella oxytoca
Proteus penneri
Proteus vulgaris
Proteus spp.

Naturally resistant species

Aerobic gram-positive bacteria
Enterococcus spp.

Listeria monocytogenes

Staphylococcus aureus (methicilin-resistant)

therapy and for up to 5 days after the end of therapy. In the case of arificial feeding with oral or parenteral
solutions, only alcohol-free solutions may be used (see also section 4.4).
When high-dose heparin and oral anticoagulants are administered at the same time, te

Coagul T hicil tant

Aerobic gram-negative bacteria
‘maltophilia

must be monitored frequently and regularly. This also applies to the simultaneous administration of substances

mm can trigger platelet dysfunction.
of and has resulted in

reachans renal function must be monitored when concommanuy administering cefoperazone and

aminoglycosides. In the case of combined treatment with an aminoglycoside antibiotic, the two medicinal products

must not be injected at the same time due to physical incompatibilty (see also sections 4.2, 4.4 and 6.2).

Although renal dysfunction has nm been observed with cefoperazone and furosemide administered

concomitantly, it is pointed out, a measure, that of

and strong saluretics can lead to -mpamem of kidney function

Laboratory investigations

Afalse positive detection of glucose in the urine i the test according to Benedikt or Fehling is possible.

4.6 Fertility, pregnancy and lactation

Pregnancy

Reproduction studies in mice, rats and monkeys using up to 10 times the human dose have shown no evidence

of fertilty impairment or teratogenic effects. Cefoperazone crosses the placental barrier. However, because

appropriate controlled studies in pregnant women are lacking and animal studies are not necessarily

translatable to humans, cefoperazone should be used in pregnancy only in lfe-threatening conditions.

Breastfeeding

Since cefoperazone is excreted in breast milk in low use during is not

4.7 Effects on ability to drive and use machines

Cefoperazone has no or negligible effect on the ability to drive and operating machines.

4.8 Undesirable effects

System | Very Common 217 Uncommon| Rare 21/ Not known (frequency

organ class |common | 100, <1/10 211,000, | 10,000, cannot be estimated
21710 <1100 <1/1,000 from the available data)

Blood and | Decrease in | Neutropenia’ Hypoprothrombi-| Coagulopathy™

lymphatic | hemoglobin |Decrease of nemia

system and Neutrophils

disorders | hematocrit | Positive
Eosinophilia | coombs test
Thrombocytopenia*

5.2 Pharmacokinetic properties

Distribution

Both after i.v. and after i.m. administration, the plasma concentrations increase in proportion to the dose; with IM

administration, maximum plasma levels are reached after 1 - 2 hours. 90% of cefoperazone is bound to plasma

proteins and the volume of distribution is 0.15 |/ kg body weight. Therapeutically effective concentrations are

achieved, for example, in the cerebrospinal fluid (especially in inflamed meninges), in the peritoneal fluid, in

sputum, bile, urine, tonsils, sinus mucous membranes, heart muscle, lungs, gallbladder wall, kidney, prostate,

testes, uterus, fallopian tubes and bones. Cefoperazone crosses the placental barrier, with therapeutically

effective concentrations being reached in the umbilical cord blood and in the amniotic fluid.

Biotransformation and Elimination

Regardless of the route of administration, the mean plasma half-ife is approximately 2 hours.

Cefoperazone is mainly excreted in the bile (peak concentrations are reached 1 to 3 hours after administration)

and 20 to 30% in the urine if the kidneys are working normeally; cefoperazone is hardly metabolized (less than 1%).

Because of the preferential elimination via the bile, the pharmacokinetics are not significantly affected in renal

insufficiency.

In contrast, in patients with liver dysfunction and / or biliary obstruction, the serum half-fife can be prolonged and

the relative excretion in the urine increase

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

None

6.2 Incompatibilities

Except forthe su\uhons listed in section 6.6, this medicine must not be mixed with other medicinal products.
with therefore, these drugs must not be injected concomitantly

and may be \mec(ed only from separate devices at separate sites. If possible, freshly prepared solutions should

be used. (see also section 4.2).

6.3 Shelf life

Powder: 3 years

After reconstitution: 24 hours at a temperature not exceeding 25°C.

6.4 Special precautions for storage

To be stored at a temperature not exceeding 25°C away from light

For storage conditions after reconstitution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Carton box containing one transparent colorless glass (type Il vial containing 2.068 gm powder closed with

chlorobutyl rubber stopper and covered with Al cap with polypropylene plastic cap + insert leaflet.

6.6 Special precautions for disposal and other handiin

For one-time use only. Use only freshly prepared and clear solutions.

The following solutions can be used for preparation:

Water for injections

7. License holder & Manufacturer

License holder: Medical Union Pharmaceuticals (

Immune Hypersensitivity Anaphylactic Shock*
system reactions Anaphylactic Reaction*
disorders? Anaphylactoid Reactions
(including Shock) *

Vascular (Catheter-related) Bleeding" Shock”
disease phiebits at the site

of the infusion
Gastrointes Diarrhea Vomit* Colitis*
tinal Nausea
disorders

[

Medical Union (C plant) MU
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