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Ceftazidime 2 gm and Avibactam 0.5 gm (As Sodium salt) powder for concentrate for solution for infusion

Infegam®
2/0.5g

Sterile Powder
For Intravenous use ~ Single use vial
2 (:omposmon Each vial contains:

F (Sterile) equi toC imel.P....2gm
Awbactam Sodium (Sterile) equi i 0.5gm
Sterile Sodium Carbonate I.P. (anhy: 232.9mg

Sodium per vial content 6.44 mmol eq. to

3.Dosage Formand strength

Each vial contains i to2g idime and avi sodium
equivalentto 0.5 g avibactam.

After reconstitution, 1 mL of solution contains 167mg of ceftazidime and 42mg of avibactam.

4 Clinical particulars
4.1 Therapeutic indications
Ceftazidime and Avibactam is indicated in adults for the treatment of the following infections:
* Complicated intra-abdominal infection (clAl)
* Complicated urinary tractinfection (cUTI),including pyelonephritis
* Hospital-acquired pneumonia (HAP), including ventilator associated pneumonia (VAP) with
susceptible gram negative microorganisms

Before infusion, dilute the wif volume of the

k=2

and

solutlonturtherwnhthe same diluent used for constitution of the powder (except sterile
water for injection), toachieve a ceftazidime concentration of 8 to 40 mg/mL and an
avibactam concentration of 2to 10 mg/mL in an infusion bag. If sterile water forinjection
was used for constitution, use any of the other appropriate constitution diluents for dilution.
MIX gently and ensurethat‘” itents are dissolved Visually inspect the diluted

solution (for ration) for particulate matter and
dlscoloratlon prlor to administration (the color of the Ceftazidime and Avibactam infusion
solution for administration ranges from clear to light yellow).
f)  Usethe diluted Ceftazidime and Avibactam solution in the infusion bags within 12 hours
when stored at room temperature.
The diluted Ceftazidime and Avibactam solution in the infusion bags may be stored under
refrigeration at 2o 8°C (36 to 46°F) up to 24 hours following dilution and used within 12
hours of storage at room
From a microbiological point of view, the medlcmal product should be used immediately. If
not used immediately, in-use storage times and conditions prior to use is the resp ility of
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is i to be low. Clinical data have demonstrated that there is no interaction between
ceftazidi d and between C nd

Other types of interaction

Concurrent treatment with high doses of and icinal products

such as aminoglycosides or potent diuretics (e.g. furosemlde) may adversely affect renal
function.

Cl icol is ic in vitro with and other The clinical
relevance of this finding is unknown, but due to the possibility of antagonism in vivo this drug
combination should be avoided.

4.6 Special Populations

Pregnancy

Animal studies with ceftazidime do not indicate direct or indirect harmful effects with respect to
pregnancy, embryonal/foetal development, parturition or postnatal development. Animal studies
with avibactam have shown reproductive toxicity without evidence of teratogenic effects.

the user and would normally not be longer than 24 hours at 2-8°C, unless
reconstitution/dilution has taken place in controlled and validated aseptic conditions.
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Treatment of patients with ia that occurs in
associated with, any of the infections listed above.
Consideration should be given to official guidance on the appropriate use of antibacterial agents.

with, or is to be

4.2 Posology and Method of Administration

Posology

Dosage in adults with creatinine clearance (CrCL) > 50 mL/min

TaHe recommended intravenous dose for adults with estimated creatinine clearance (CrCL) > 50
mL/min’

Hyp itivity to the acti ortoany of the

k itivity to any inantil ialagent.

Severe hypersensitivity (e.g. anaphylactic reaction, severe skin reaction) to any other type of B-
lactam antibacterial agent (e.g. penicillins, monobactamsorcarbapenems)

4.4 Special warnings and precautions for use

Hypersensitivity reactions
Serious and occasionally fatal hypersensitivity reactions are possible. In case of hypersensitivity
and

" CrCL esti using the Cockeroft-Gault formula.

* To be used in ion with metroni when
suspected to be contributing to the infectious process.

*To be used in combination with an antibacterial agent active against Gram-positive pathogens
when these are known or suspected to be contributing to the infectious process.

“ The total duration shown may include intravenous Ceftazidime and Avibactam followed by
appropriate oral therapy.

Special populations

Elderly

No dosage adjustment is required in elderly patients.

are known or

C idime and should only be used during pregnancy if the potential benefit
outweighs the possible risk.

Breast-feeding

Ceftazidime is excreted in human milk in small quantities. It is unknown whether avibactam is
excreted in human milk. Arisk to newborns/infants cannot be excluded A decision must be made
whether to discontinue breast feeding or to di: fro and

therapy taking into account the benefit of breast feeding for the Chlld and the beneflt of therapy for
the woman.

Fertility

The effects of Ceftazidime and Avibactam on fertility in humans have not been studied. No data
are available on animal studies with ceftazidime. Animal studies with avibactam do not indicate
harmful effects with respect to fertility.

4.7 Effects on ability to drive and use machines
Undesirable effects may occur (e.g. dizziness), which may influence the ability to drive and use
i of C and

In seven Phase 2 and Phase 3 clinical trials, 2024 adults were treated with Ceftazidime and

. The most common adverse reactions occurring in > 5% of patients treated with

C and were Coombs direct test positive, nausea, and diarrhoea. Nausea and

and Avibactam. Discontinuation of therapy with Ceftazidime and Avibactam and the
ion of specific ides difficile should be considered. Medicinal

products that inhibit peristalsis should not be given.

Renal |mpa|rment

C and via the kidneys, therefore, the dose should be reduced
according to the degree of renal impairment. Neurological sequelae, including tremor,
n and coma, have
occasionally been reported with ceftaZ|d|me when the dose has not been reduced in patients with
renal impairment.

In patients with renal impairment, close monitoring of estimated creatinine clearance is advised.

Type of infection Dose of Frequency Infusion Duration of treatment reactlons treatment with C and must be

Ceftazidime and Avibactam time adequate emergency measures must be initiated.
A 290059 Every 8 hours |2 hours 514 days Before begi , it should be i whether the patient has a history of following
cUTI, including 29059 Every 8 hours | 2hours 510 days " I reactionstoc ortoany other type of -lactam
pyeloneptris® agent. Caution should be used if Ceftandlme and Avibactam is given to patients with 4.8 Undesirable Effects
HAPVAP 29059 Every 8 hours | 2 hours 7-14 days a hlSthl'Y_ Qf fon-severe S vity 1o penicillins, or Summary of the safety profile
Bacteraemia associated with, 290059 Every 8 hours | 2 hours | Duration of treatment Clostridioides d associated diarrhoea
"’5“5"2;9":'“ - 5"3‘“‘;‘“9 " 3700'“3"“ Clostridioides difficile - associated diarrhoea has been reported with C and
associated with any of the with the site o . h .
above infections Ifection and can range in severity from mild to lif g. This > should be red in

patients who present with diarrhoea during or to the of C

diarrhoea were usually mild or moderate in intensity.

Tabulated list of adverse reactions

The following adverse reactions have been reported with ceftazidime alone and/or identified
during the Phase 2 and Phase 3 trials with Ceftazidime / avibactam. Adverse reactions are
classified according to frequency and System Organ Class. Frequency categories are derived
from adverse reactions and/or potentially cllnlcally significant laboratory abnormalities, and are
defined ing to the following

® Verycommon (=1/10)

e Common (=1/100and <1/10)

* Uncommon (=1/1,000 and <1/100)

 Rare(=1/10,000 and <1/1000)

Renal impairment In some patle:\ts ttle : ftrom serum can change quickly, « Very rare (<1/10,000)
earlyin for the infection. )
EOS go:ﬁ; Iandjustment is required in patients with mild renal impairment (estimated CrCL > 50 - Nephrotoxici v o Unknown (cannot be estimated from the available data)
Table showsther dose foradults with estimated CrCL < 50 mL/min. Concurrent treatment with high doses of ins and icinal products Frequency of adverse reactions by system organ dfass
Dosage in adults with CrCL < 50 mL/min such as aminoglycosides or potent diuretics (e.g. furosemlde) may adversely affect renal Systom Organ|Very Common Uncommon Very rare Unknown
Age Group. Estimated OrCL Dose of Frequency Tnfusion time function. ) ) o ' Class common
(mL/min) Ceftazidime and Avibactam** Direct antiglobulin test (DAGT or Coombs test) seroconversion and potential risk of haemolytic Infections and (Candidiasis Clostridioides
“Adults 3150 Tg025g Every 8 hours. anaemia infestations. (including difficile colitis
16-30 Every 12 hours Ceftazidime and Avibactam use may cause development of a positive direct antiglobulin test \candidiasis and colitis
6-15 0759/0.1875 Every 24 hours 2hours (DAGT, or Coombs test), which may interfere with the cross-matching of blood and/or may cause JOral candidiasis)
End Stage Renal Disease Every 48 hours drug induced immune haemolytic anaemia. While DAGT seroconversion in patients receiving Blood and [Coombs  |osinophilia INeutropenia [Agranulocytosis
) including on haemodialysis * i and il was very common in clinical studies (the estimated range of lymphatic direct test [Thrombocytosis Leukopenia Haemolytic
CrCL estimated using the Cockeroft-Gault formula. seroconversion across Phase 3 studies was 3.2% to 20.8% in patients with a negative Coombs s postive. | Trombocytopenia Lymphecyosis creema
Dose ions are based on phar test at baseline and at least one follow-up test), there was no evidence of haemolysis in patients immune system Anaphylactic
Cefta2|d|me and awbactam are removed by Dosing of Ceftazidime and who ped a positive DAGT on treatment. However, the possibility that haemolytic anaemia disorders reaction
Id occur after ion of jalysi could occur in iation with Ceftazidime and Avi treatment cannot be ruled out. Nervous system Headache Paraesthesia
“ Ceftazidime and ination product in a fixed 4:1 ratio and dosage Patients experiencing anaemia during or after with C and should disorders Diziness
recommendatlons are based on the cefta1|d|me componentonly. beinvestigated for this possibility. (Gastroinestinal piarthoca Dysgeusia
L - pain
Hepaticimpairment pectrum of activity of e and Avib » " _ INausea
No dosage adjustment s required in patients with hepatic impairment. Ceftazidime has little or no activity against the majority of Gram-positive organisms and Vomiting
Method of Administration anaerobes. Additional antibacterial agents should be used when these pathogens are known or Hepatobiliary |Atanine Jaundice
I ntrav enous use suspected to be contributing to the infectious process. disorders ;’E;Z:;?:S'e'm
nd Avi is . by i infusion over 120 minutes in an The inhibitory spectrum of avibactam includes many of the enzymes that inactivate ceftazidime, lAspartate
appropnate infusion volume v including Ambler class A B- and class C B-lactama does not inhibit laminotransferase
fihe imeand Solution for class B enzymes (metallo-B-lactamases) and is not able to inhibit many of the class D enzymes. froreasod
Ceftazidime and Avibactam is supplied as a dry powder, which must be constituted and gg)r;os];zedeuggleno;y;arélssmsm the of i ©g. ] Phosphatse
diluted, using aseptic priortoit infusion. (Gamma

a) Constitute the powder in the Ceftazidime and Avibactam vial with 10 mL of one of the
following solutions:

o Sterile water for injections IP

©0.9% of sodium chloride injection IP (normal saline)

* 5% of dextrose injection IP

« all combinations of dextrose injection and sodium chloride injection IP, containing up to

2.5% dextrose IP, and 0.45% sodium chloride IP, or
« lactated Ringer's injection IP

b) Mix gently. The i C idime and solution will have an approximate
ceftazidime concentration of 167 mg/mLand an approxi i of 42
mg/mL.Thefinal volume is 12 mL. The solution is not for direct

injection. The constituted solution must be diluted before intravenous infusion.

Prepare the required dose for intravenous infusion by withdrawing the appropriate volume
determined from below Table from the constituted vial. Use these concentrations to
calculate the volume of ceftazidime avibactam required to prepare the prescribed dose.

e

fungi), which may require interruption of treatment or other appropriate measures.

Interference with laboratory tests

Ceftazidime may interfere with copper reduction methods (Benedict's, Fehling's, Clinitest) for
detection of glycosuria leading to false positive results. Ceftazidime does not interfere with
enzyme-based tests for glycosuria.

Controlled sodium diet

This icinal product contains 148 mg sodium per vial, equivalent to 7.3% of the
WHO recommended maximum daily intake (RDI) of 2 g sodium for an adult.

The maximum daily dose of this product is equivalent to 22% of the WHO recommended
maximum daily intake for sodium. C and is i highin sodium.

This should be considered when administering Ceftazidime and Avibactam to patients who are on
acontrolled sodium diet.

Ceftazidime and Avibactam may be diluted with sodium-containing solutions and this should be
considered in relation to the total sodium from all sources that will be administered to the patient.

45 ion with other ici d forms of i

of idime - Doses for Adult Patients (Weighing 40kg or More)

In vitro, avibactam is a substrate of 0AT1 and OAT3 transporters which might contribute to the

lglutamyltransferase
increased

[Blood lactate
(dehydrogenase
lIncreased
Skin and [Rash maculo - Toxic epidermal
subcutaneous lpapular necrolysis
tissue disorders Urticaria Stevens -Johnson
IPruritus syndrome
Erythema
multiforme
Angioedema
Drug Reaction with
|Eosinophilia and
Systemic
Symptoms (DRESS)
Renal and Blood creatinine |Tubulointerstital
urinary increased Inephritis
disorders Blood urea

increased

(General disorders Tnfusion sfte thrombosis
d administrat

— - Volume fo Withdraw from Constituted Vial active uptake of avibactam from the blood compartment and, therefore, affect its excretion. sie conditions Pyrexia
Ceftazidime-avibactam for Further Dilution to 50 to 250 * mL Probenecid (a potent OAT inhibitor) inhibits this uptake by 56% to 70% in vitro and, therefore, has
2.5 grams (2 grams and 0.5 grams) 12 mL (entire_contents) the potential to alter the elimination of avibactam. Slnce a cllnlcal interaction study of avibactam 49
1.25 grams (1 gram and 0.25 grams) 6mL andp i has not been of with p id is not e idi i i
- - showed no si inhibition of cy p450 enzymes in vitro. Overdose W|th C I and can lead to sequelae including
0.94 grams (0.75 grams and 0.19 grams) | 4.5 mL and idime showed no in vitro cytochrome P450 induction at clinically relevant and coma, due to thy
. Dilution to 250 mL should only be used for the 2.5gram dose i i and idime do not inhibit the major renal or hepatic transporters Serum levels of cefta1|d|me can be reduced by haemodialysis or peritoneal dialysis. During a 4-

inthe clinically relevant exposure range, therefore the interaction potential via these

hour period, 55% of the avibactam dose was removed.
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ARTWORK DETAILS

5.Pharmacological Propertles

Hepatic impairment

Drugs for use with 0.9% Sodium Chloride or 5% Dextrose Injection as Diluents

Mild to moderate hepatic impairment had no effect on the inetics of idime in

5.1F prop nes" i f action.

group: als for systemic use, other beta-lactam antil jals,
thlrd -generation cephalosporins, ATC code: JO1DD52
Mechanism of action

Ceftazidime inhibits bacterial peptidoglycan cell wall synthesis following binding to penicillin

binding proteins (PBPs), which leads to bacterial cell lysis and death. Avibactam is a non B-

lactam, B-lactamase inhibitor that acts by forming a covalent adduct with the enzyme that is

stable to hydrolysis. It inhibits both Ambler class A and class C B-lactamases and some class D

enzymes, i ex -spectrum (ESBLs), KPC and OXA-48

carbapenemases, and AmpC enzymes. Avibactam does not inhibit class B enzymes (metallo-2-

lactamases) and is not able to inhibit many class D enzymes.

Resistance

Bacterial resi isms that could ially affect Ceftazidime and Avil include

mutant or acquired PBPs, decreased outer membrane permeability to either compound, active

efflux of either compound,and B-lactamase enzymes refractory to inhibition by avibactam and

able to hydrolyse ceftazidime.

Antibacterial activity in combination with other antibacterial agents

No synergy or antagonism was demonstrated in in vitro drug combination studies with

and ycin, linezolid,

collstlnandtlgecycllne
Susceptibility testing breakpoints

Minimum Inhibitory C (MIC) by the European Committee on
Antimicrobial Susceptibility Testing (EUCAST) for Ceftazidime and Avibactam are as follows:
(o]
<8 mg/L >8 mg/L
Pseudomonas aeruginosa <8 mg/L >8 mg/L

Pharmacokinetic/pharmacodynamic relationship

The antimicrobial activity of ceftazidime against specific pathogens has been shown to best
correlate with the percent time of free-drug above the Ci

minimum inhibitory concentration over the dose interval (% fT >MIC of Ceftazidime and
Avibactam). For avibactam the PK-PD index is the percent time of the free drug concentration
above a threshold concentration over the dose interval (% T >CT).

Clinical efficacy against specific pathogens

Efficacy has been demonstrated in clinical studies against the following pathogens that were

to C invitro.
Compli intra- i
Gram-negative micro-organisms

*  Citrobacter freundii

*  Enterobacter cloacaeEscherichia coli

*  Klebsiellaoxytoca

*  Klebsiellapneumoniae

* Pseudomonas aeruginosa
Complicated urinary-tractinfections
Gram-negative micro-organisms

*  Escherichiacoli

* Klebsiellapneumoniae

*  Proteus mirabilis

*  Enterobacter cloacae

* seudomonas aeruginosa
Hospital-acqui iaincluding ventilat
Gram-negative micro-organisms

*  Enterobacter cloacae

*  Escherichiacoli

* Klebsiellapneumoniae

.

Proteus mirabilis

Serratia marcescens
* Pseudomonas aeruginosa
Clinical efficacy has not been established against the following pathogens that are relevant to the
approved indications although in vitro studies suggest that they would be susceptible to
Ceftazidime and Avibactam in the absence of acquired mechanisms of resistance.
Gram-negative micro-organisms
«  Citrobacter koseri
*  Enterobacter aerogenes
* Morganella morganii
«  Proteusvulgaris
Providenciarettgeri
In-vitro data indicate that the following species are not susceptible to Ceftazidime and
Avibactam.
« Staphylococcus aureus (methicillin-susceptible and methicillin-resistant)

* Anaerobes
*  Enterococcus spp.
*  Stenotrophomonas maltophilia
* Acinetobacter spp.
5.2 Pharmacokinetic Properties
Distribution
The human protein binding of both idime and avi n is app 10% and 8%,

respectively. The steady-state volumes of di were about
17 Land 22 L, respectively in healthy adults following multlple doses of2 g/O 5¢ Ceftazidime and
Avibactam infused over 2 hours every 8 hours. Both and into
human bronchial epithelial lining fluid (ELF) to the same extent W|th concentrations around 30%
of those in plasma. The concentration time profiles are similar for ELF and plasma.
Penetration of ceftazidime into the intact blood-brain barrier is poor. Ceftazidime concentrations
of 4 to 20 mg/L or more are achieved in the CSF when the meninges are inflamed. Avibactam
penetration of the blood brain barrier has not been studied clinically; however, in rabbits with
inflamed meni CSF of and were 43% and 38% of plasma
AUC, respectively. Cefta2|d|mecrossesthe placentareadily, and is excreted in the breast milk.
Biotransformation

idime is not ised. No ism of

was observed in human liver

29 every 8 hours for 5 days, provided renal function was
not impaired. The pharmacokinetics of ceftazidime in patients with severe hepatic impairment

has not been The of in patients with any degree of
hepatic impairment has not been studied.
As ceftazidime and avibactam do not appear to undergo signifi hepatic

Ertapenem Sodium
Potassium Phosphates Injection

Compatible Drugs for use with 5% Dextrose or Lactated Ringer's Injection as Diluents

the

systemic clearance of either active substance is not expected to be significantly altered by
hepaticimpairment.
Elderly patients (=65 years)
Reduced clearance of ceftazidime was observed in elderly patients, which was primarily due to
age-related decrease in renal of jon half-life of
ceftazidime ranged from 3.5 to 4 hours following intravenous bolus dosing with 2 g every 12

of

Heparin Sodium Injection
Linezolid Injection

in Injection or Tobramycin for Injection

Drugs for use with One ible Diluent
for Injection (0.9% Sodium Chloride Injection diluent only)

hours in elderly patients aged 80 years or older. Following a single i

500 mg avibactam as a 30-minute IV infusion, the elderly had a slower terminal half-life of
avibactam, which may be attributed to age related decrease in renal clearance.
Genderandrace

The phar ics of Ceftazidi d Avil isnotsi

genderorrace.

6. Non-clinical Properties

6.1 Animal Toxicology or Pharmacology

Ceftazidime

Non-clinical data reveal no special hazard for humans based on conventional studles of safety
pharmacology, repeated dose toxicity, rep toxicity or

studies have not been conducted with ceftazidime.

Avibactam

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity or genotoxicity. Carcinogenicity studies have not been
conducted with avibactam.

Reproduction toxicity

In pregnant rabbits administered avibactam at 300 and 1000 mg/kg/day, there was a dose-
related lower mean foetal weight and delayed ossification, potentially related to maternal toxicity.
Plasma exposure levels at maternal and foetal no-observed-adverse-effect-level (NOAEL) (100
mg/kg/day) indicate moderate to low margins of safety.In the rat, no adverse effects were
observed on embryofetal development or fertility. Following administration of avibactam
throughout pregnancy and lactation in the rat, there was no effect on pup survival, growth or
development, however there was an increase in incidence of dilation of the renal pelvis and
ureters in less than 10% of the rat pups at maternal exposures greater than or equal to
approximately 1.5 times human therapeutic exposures.

7.Description
Ceftazidime and Avil is an i al ination product isting of the
i i in idi and the beta-lactamase inhibitor

sodium fori
Ceftazidime
Ceftazidime is a i beta-lact: ial drug. It is the pentahydrate of
(6R,7R,2)-7-(2-(2aminothiazol-4-yl)-2-(2-carboxyprop: imi ido)-8-0x0-3-

(pyridinium-1-ylmethyl)-5-thia-1aza-bicyclo[4.2.0]oct-2-ene-2-carboxylate. Its molecular
weight is 636.6. The empirical formulais C,,H,,N; 0,,S,.
Figure 1. Chemical structure of ceftazidime pentahydrate
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Avibactam
Avibactam sodlum chemical name is sodium [(2S,5R)-2-carbamoyl-7-0x0-1,6-
2.1]octan-6-yl] sulfate. Its weight is 287 23. The empirical formula is

C,H”,NJOESNa.
Figure 2. Chemical structure of avibactam sodium
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8.Pharmaceutical Particulars
8.1 Incompatibilities
Drug Compatlblllty
The C i and Avil solution for atthe range of diluted concentrations
of ceftazidime 8 mg/mL and avibactam 2 mg/mL to ceftazidime 40 mg/mL and avibactam 10
mg/mLis ible with the more used i infusion fluids in infusion bags
suchas:

*  0.9%sodium chloride injection [P

5% dextrose injection IP

all combinations of dextrose injection and sodium chloride injection IP, containing up to 2.5%
dextrose IP, and 0.45% sodium chloride IP

Lactated ringer'sinjection P, and

0.9% sodium chloride injection or 5% dextrose injection

Intravenous Line Compatibility

Compatible Drugs for use with 0.9% Sodium Chloride, 5% Dextrose or Lactated Ringer's Injection as Diluents

Sodium Bicarbonate Injection (5% Dextrose Injection diluent only

Tedizolid Phosphate for Injection (5% Dextrose Injection diluent only)

Potassium Chloride in Water for Injection (40 mEq/100 mL) (Lactated Ringer’s Injection
diluent only)

Y-site ibility of Ci idime and Avi admixed with other drug productsin
a1:1volume ratio at room ewas by visual and of
turbidity and particulate matter at 0, 1 and 4 hours after mixing. Ceftazidime and avibactam were
tested at concentrations of 20 mg/mL and 5 mg/mL, respectively, which can be obtained by
dilution of i C ime and Avi solution ina 100 mL intravenous infusion bag.
The highestr (40 mg/mL of idime and 10 mg/mL of avibactam)
was not tested in this study and should not be used during co-administration of Ceftazidime and
Avibactam with other drugs through the same intravenous line. Compatible drugs with the
corresponding compatible diluent (i.e., 0.9% Sodium Chloride Injection, 5 % Dextrose Injection or
Lactated Ringer's Injection) are listed in tables below. Any drug products not listed in the tables
below should not be co- i with C idime and Avil through the same
intravenous line (or cannula).

8.2 Shelf-Life : 24 Months.

8.3 Package Information
20 mlvial packed in carton along with leaflet.

8.4 Storage and Handling Instructions
Store at temperature not exceeding 30°C and protect from light.
Keep out of reach of children.

Storage of Constituted Solutions

Upon constitution with appropriate diluent, the constituted Ceftazidime and Avibactam solution
may be held for no longer than 30 minutes prior to transfer and dilution in a suitable infusion bag.
Following dilution of the constituted solutions with the appropriate diluents, Ceftazidime and
Avibactam solutions in the infusion bags are stable for 12 hours when stored at room
temperature.

Following dilution of the constituted solutions with the appropriate diluents, Ceftazidime and
Avibactam solutions in the infusion bags may also be refrigerated at 2 to 8°C (36 to 46°F) for up to
24hours.

9. Patient Counselling Information

SeriousAllergic Reactions

Advise patients, their families, or caregivers that allergic reactions, including serious allergic

reactions, could occur that require immediate treatment. Ask them about any previous
itivity reactions to Ceftazidime and Avi other beta-lactams  (including

cephalosponns) orotherallergens.

Potentially Serious Diarrhea

Advise patients, their families, or caregivers that diarrhea is a common problem caused by

antibacterial drugs. Sometimes, frequent watery or bloody diarrhea may occur and may be asign

of a more serious intestinal infection. If severe watery or bloody diarrhea develops, tell them to

contact his or her healthcare provider.

Nervous System Reactions

Advise patients, their families, or caregivers that neurological adverse reactions can occur with

Ceftazidime and Avibactam use. Instruct patients their families, or caregivers to inform a

healthcare provider at once of any gical signs and , including

(disturbance of including inati stupor, and coma),

myoclonus, and seizures, for immediate treatment, dosage adjustment, or discontinuation of

Ceftazidime and Avibactam.

Antibacterial Resistance

Counsel patients, their families, or caregivers that antibacterial drugs including Ceftazidime and

Avibactam should only be used to treat bacterial infections. They do not treat viral infections (e.g.,

the common cold). When Ceftazidime and Avibactam is prescribed to treat a bacterial infection,

patients should be told that although it is common to feel better early in the course of therapy, the

medication should be taken exactly as directed. Skipping doses or not completing the full course

of therapy may (1) decrease the effectiveness of the immediate treatment and (2) increase the

likelihood that bacteria will develop resistance and will not be treatable by Ceftazidime and

Avibactam or other antibacterial drugsin the future.

10. Details of Manufacturer

Gufic Biosciences Limited

At: Plot No. 04, Village Kunjhal, Nr. Jharmajri,
Baddi, Dstt. Solan, Himachal Pradesh - 173 205.

Marketed by: Biocon Biologics Limited,
Biocon House, Semicon Park,
Electronic City, Phase - Il, Bengaluru - 560 100, India.

11. Details of Permission or License number with date:

Mfg. Lic.No.L/15/1688/MB, 17/01/2023

® -Registered trademark

To report adverse events and/or product complaints visit our website

www.biocon.com or call toll free No: 1800 102 9465 or e mail us at
dr i com

and L i was the major drug-related
component in human plasma and unnefollowmg dosing with [14C]-avibactam.
Elimination
The terminal half-life (t/2) of both ceftazidime and avibactam is about 2 h after intravenous
administration. Ceftazidime is excreted unchanged into the urine by glomerular filtration;
approximately 80-90% of the dose is recovered in the urine within 24 h. Avibactam is excreted
unchanged into the urine with a renal clearance of approximately 158 mL/min, suggesting active
tubular secretion in addition to filtration. Approxi ly 97% of the dose is
recovered in the urine, 95% within 12 h. Less than 1% of cefta2|d|me is excreted via the bile and
less than 0.25% of avibactam is excreted into faeces.

Linearity/non-linearity
The ineti

Daptomycin
Dexmedetomidine Injection
Dopamine Hydrochloride Injection
Furosemide Injection
Gentamicin Injection
Imipenem and Cilastatin for Injection
Magnesium Sulfate Injection
Norepinephrine Bitartrate Injection
Phenylephrine Hydrochloride Injection
Vasopressin Injection
Vecuronium Bromide
Metronidazole Injection
‘Aztreonam Injection or Aztreonam for Injection

of both idime and are approximately linear across the

dose range studied (0 05 gto 2 g) for a single i 0 app!
of or was observed following multiple intravenous infusions
0f29/0.5g0fC idime and Avi every 8 hours for up to 11 days in healthy

adults with normal renal function.

Special populations

Renal impairment

Elimination of idime and avil is in patients with moderate or severe renal
impairment. The average increases in avibactam AUC are 3.8-fold and 7-fold in subjects with
moderate and severe renal impairment.

Colistimethate for Injection
‘Amikacin Sulfate Injection
Azithromycin for

Ceftaroline fosamil for Injection
Levofloxacin
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