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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Zavicefta 2 g/0.5 g powder for concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains ceftazidime pentahydrate equivalent to 2 g ceftazidime and avibactam sodium
equivalent to 0.5 g avibactam.

After reconstitution, 1 mL of solution contains 167.3 mg of ceftazidime and 41.8 mg of avibactam (see
section 6.6).

Excipient with known effect:

Zavicefta contains approximately 146 mg sodium per vial.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for concentrate for solution for infusion (powder for concentrate).

A white to yellow powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Zavicefta is indicated in adults and paediatric patients aged 3 months and older for the treatment of the
following infections (see sections 4.4 and 5.1):

. Complicated intra-abdominal infection (cIAI)
. Complicated urinary tract infection (cUTI), including pyelonephritis
. Hospital-acquired pneumonia (HAP), including ventilator associated pneumonia (VAP)

Treatment of adult patients with bacteraemia that occurs in association with, or is suspected to be
associated with, any of the infections listed above.

Zavicefta is also indicated for the treatment of infections due to aerobic Gram-negative organisms in
adults and paediatric patients aged 3 months and older with limited treatment options (see sections 4.2,
4.4 and 5.1).

Consideration should be given to official guidance on the appropriate use of antibacterial agents.
4.2 Posology and method of administration

It is recommended that Zavicefta should be used to treat infections due to aerobic Gram-negative
organisms in adults and paediatric patients aged 3 months and older with limited treatment options

only after consultation with a physician with appropriate experience in the management of infectious
diseases (see section 4.4).



Posology

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

Table 1 shows the recommended intravenous dose for adults with estimated creatinine clearance
(CrCL) > 50 mL/min (see sections 4.4 and 5.1).

Table 1: Recommended dose for adults with estimated CrCL > 50 mL/min'

Type of infection Dose of Frequency | Infusion | Duration of treatment
ceftazidime/avibactam time

clAI?? 2¢/05¢g Every 2 hours 5-14 days

8 hours
cUTI, including 2¢/05¢g Every 2 hours 5-10 days*
pyelonephritis® 8 hours
HAP/VAP? 2¢/05¢g Every 2 hours 7-14 days

8 hours
Bacteraemia associated 2g/05¢g Every 2 hours Duration of treatment
with, or suspected to be 8 hours should be in
associated with any of accordance with the
the above infections site of infection.
Infections due to 2¢/05¢g Every 2 hours | Guided by the severity
aerobic Gram-negative 8 hours of the infection, the
organisms in patients pathogen(s) and the
with limited treatment patient’s clinical and
options?? bacteriological

progress’

' CrCL estimated using the Cockcroft-Gault formula.

2 To be used in combination with metronidazole when anaerobic pathogens are known or suspected to
be contributing to the infectious process.

3 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 Zavicefta followed by appropriate oral therapy.

3 There is very limited experience with the use of Zavicefta for more than 14 days.

Dosage in paediatric patients with creatinine clearance (CrCL) > 50 mL/min/1.73 m’

Table 2 shows the recommended intravenous doses for paediatric patients with estimated creatinine
clearance (CrCL) > 50 mL/min/1.73 m? (see sections 4.4 and 5.1).



Table 2: Recommended dose for paediatric patients with estimated CrCL' > 50 mL/min/1.73 m?

Type of Age group Dose of Frequency | Infusion Duration of
infection ceftazidime/avibactam’ time treatment
clAIZ?
50 mg/kg/12.5 mg/kg
OR Every 8 .
6 months to , 2 hours clAL:5 —14
cUTI to a maximum of hours d
including <18 years e
pyelonephritis? 2g/05¢ cUTI* 5 - 14
OR Every 8 2 hours days
hours
HAP/VAP? AR
7 — 14 days
OR LTO: Guided
Infections due DY e Seventy
of the
t(c}) aerobic _ 3 months to ) i " Every 8 - infection, the
orrgamni_:riia;llve <6 months® 0 mg/kg/10 mg/kg hours Ours | pathogen(s)
‘ ' and the
{).atl'en(tis with patient’s
imite clinical and
tre?tment bacteriological
?I}j ;gr;; progress’

' CrCL estimated using the Schwartz bedside formula.

2To be used in combination with metronidazole when anaerobic pathogens are known or suspected to
be contributing to the infectious process.

3 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.

4 The total treatment duration shown may include intravenous Zavicefta followed by appropriate oral
therapy.

3 There is very limited experience with the use of Zavicefta for more than 14 days.

®There is limited experience with the use of Zavicefta in paediatric patients 3 months to < 6 months
(see section 5.2).

7 Ceftazidime/avibactam is a combination product in a fixed 4:1 ratio and dosage recommendations are
based on the ceftazidime component only (see section 6.6).

Special populations

Elderly
No dosage adjustment is required in elderly patients (see section 5.2).

Renal impairment
No dosage adjustment is required in patients with mild renal impairment (estimated CrCL
> 50 - < 80 mL/min) (see section 5.2).

Table 3 shows the recommended dose adjustments for adults with estimated CrCL < 50 mL/min (see
sections 4.4 and 5.2).



Dosage in adults with CrCL < 50 mL/min

Table 3: Recommended dose for adults with estimated CrCL' < 50 mL/min

Age Group Estimated CrCL Dose of Frequency | Infusion
(mL/min) ceftazidime/avibactam®* time
Adults Every
31-50 1g/025¢ 2 hours
Every
16-30 12 hours
Every
6-15 0.75 g/0.1875 g 24 hours | 2 Dours
End Stage Renal Disease
including on haemodialysis® Every
48 hours

' CrCL estimated using the Cockcroft-Gault formula.
2 Dose recommendations are based on pharmacokinetic modelling (see section 5.2).
3 Ceftazidime and avibactam are removed by haemodialysis (see sections 4.9 and 5.2). Dosing of
Zavicefta on haemodialysis days should occur after completion of haemodialysis.
4 Ceftazidime/avibactam is a combination product in a fixed 4:1 ratio and dosage recommendations are
based on the ceftazidime component only (see section 6.6).

Table 4 and Table 5 show the recommended dose adjustments for paediatric patients with estimated
CrCL < 50 mL/min/1.73 m? according to different age groups (see sections 4.4 and 5.2).

Dosage in paediatric patients > 2 years of age with CrCl < 50 mL/min/1.73 m’

Table 4: Recommended dose for paediatric patients with estimated CrCL' < 50 mL/min/1.73 m?

Age Group Estimated CrCL Dose of Frequency | Infusion
(mL/min/1.73 m?) ceftazidime/avibactam>* time
25 mg/kg/6.25 mg/kg
31-50 to a maximum of Every
8 hours
1g/025¢g
Every
16-30
Paediatric 12 hours
patients 18.75 mg/kg/4.7 mg/k 2 hours
aged 2 years o3 GRS T YRS
to <18 years to a maximum of
0.75 g/0.1875
6-15 g g Every
24 hours
End Stage Renal Disease Every
including on haemodialysis® 48 hours

' CrCL estimated using the Schwartz bedside formula.
2 Dose recommendations are based on pharmacokinetic modelling (see section 5.2).
3 Ceftazidime and avibactam are removed by haemodialysis (see sections 4.9 and 5.2). Dosing of

Zavicefta on haemodialysis days should occur after completion of haemodialysis.




4 Ceftazidime/avibactam is a combination product in a fixed 4:1 ratio and dosage recommendations are
based on the ceftazidime component only (see section 6.6).

Dosage in paediatric patients <2 years of age with CrCl < 50 mL/min/1.73 m’

Table 5: Recommended dose for paediatric patients with estimated CrCL' < 50 mL/min/1.73 m?

Age Estimated CrCL Dose of Frequency Infusion
Group (mL/min/1.73 m?) ceftazidime/avibactam?* time
3to<6 Every
months 20 mg/kg/5 me/kg 8 hours
31t0 50
6 months Every
to <2 25 mg/kg/6.25 mg/kg R hours
years
2 hours
3to<6 Every
months 15 mg/kg/3.75 mg/kg 12 hours
16 to 30
6 months © Every
to <2 18.75 mg/kg/4.7 mg/kg 12 hours
years

! Calculated using the Schwartz bedside formula

? Dose recommendations are based on pharmacokinetic modelling (see section 5.2).

3 Ceftazidime/avibactam is a combination product in a fixed 4:1 ratio and dosage recommendations are
based on the ceftazidime component only (see section 6.6).

There is insufficient information to recommend a dosage regimen for paediatric patients < 2 years of
age that have a CrCL < 16 mL/min/1.73 m>.

Hepatic impairment
No dosage adjustment is required in patients with hepatic impairment (see section 5.2).

Paediatric population
The safety and efficacy of Zavicefta in paediatric patients < 3 months old have not been established.

No data are available.

Method of administration

Intravenous use.

Zavicefta is administered by intravenous infusion over 120 minutes in an appropriate infusion volume
(see section 6.6).

For instructions on reconstitution and dilution of the medicinal product before administration see
section 6.6.

4.3 Contraindications
Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.
Hypersensitivity to any cephalosporin antibacterial agent.

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




4.4 Special warnings and precautions for use

Hypersensitivity reactions

Serious and occasionally fatal hypersensitivity reactions are possible (see sections 4.3 and 4.8). In case
of hypersensitivity reactions, treatment with Zavicefta must be discontinued immediately and adequate
emergency measures must be initiated.

There have been reports of hypersensitivity reactions which progressed to Kounis syndrome (acute
allergic coronary arteriospasm that can result in myocardial infarction, see section 4.8).

Before beginning treatment, it should be established whether the patient has a history of
hypersensitivity reactions to ceftazidime, to other cephalosporins or to any other type of B-lactam
antibacterial agent. Caution should be used if ceftazidime/avibactam is given to patients with a history
of non-severe hypersensitivity to penicillins, monobactams or carbapenems.

Clostridioides difficile - associated diarrhoea

Clostridioides difficile - associated diarrhoea has been reported with ceftazidime/avibactam, and can
range in severity from mild to life-threatening. This diagnosis should be considered in patients who
present with diarrhoea during or subsequent to the administration of Zavicefta (see section 4.8).
Discontinuation of therapy with Zavicefta and the administration of specific treatment for
Clostridioides difficile should be considered. Medicinal products that inhibit peristalsis should not be
given.

Renal impairment

Ceftazidime and avibactam are eliminated via the kidneys, therefore, the dose should be reduced
according to the degree of renal impairment (see section 4.2). Neurological sequelae, including tremor,
myoclonus, non-convulsive status epilepticus, convulsion, encephalopathy and coma, have
occasionally been reported with ceftazidime 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. In

some patients, the creatinine clearance estimated from serum creatinine can change quickly, especially
early in the course of treatment for the infection.

Nephrotoxicity

Concurrent treatment with high doses of cephalosporins and nephrotoxic medicinal products such as
aminoglycosides or potent diuretics (e.g. furosemide) may adversely affect renal function.

Direct antiglobulin test (DAGT or Coombs test) seroconversion and potential risk of haemolytic
anaemia

Ceftazidime/avibactam use may cause development of a positive direct antiglobulin test (DAGT, or
Coombs test), which may interfere with the cross-matching of blood and/or may cause drug induced
immune haemolytic anaemia (see section 4.8). While DAGT seroconversion in patients receiving
Zavicefta was very common in clinical studies (the estimated range of seroconversion across Phase 3
studies was 3.2% to 20.8% in patients with a negative Coombs test at baseline and at least one
follow-up test), there was no evidence of haemolysis in patients who developed a positive DAGT on
treatment. However, the possibility that haemolytic anaemia could occur in association with Zavicefta
treatment cannot be ruled out. Patients experiencing anaemia during or after treatment with Zavicefta
should be investigated for this possibility.



Limitations of the clinical data

Clinical efficacy and safety studies of Zavicefta have been conducted in cIAl, cUTI and HAP
(including VAP).

Complicated intra-abdominal infections in adults

In two studies in patients with cIAl the most common diagnosis (approximately 42%) was
appendiceal perforation or peri-appendiceal abscess. Approximately 87% of patients had APACHE II
scores of < 10 and 4% had bacteraemia at baseline. Death occurred in 2.1% (18/857) of patients who
received Zavicefta and metronidazole and in 1.4% (12/863) of patients who received meropenem.

Among a subgroup with baseline CrCL 30 to 50 mL/min death occurred in 16.7% (9/54) of patients
who received Zavicefta and metronidazole and 6.8% (4/59) of patients who received meropenem.
Patients with CrCL 30 to 50 mL/min received a lower dose of Zavicefta than is currently
recommended for patients in this sub-group.

Complicated urinary tract infections in adults

In two studies in patients with cUTI, 381/1091 (34.9%) patients were enrolled with cUTI without
pyelonephritis while 710 (65.1%) were enrolled with acute pyelonephritis (mMITT population). A
total of 81 cUTI patients (7.4%) had bacteraemia at baseline.

Hospital-acquired pneumonia (including ventilator-associated pneumonia) in adults
In a single study in patients with nosocomial pneumonia 280/808 (34.7%) had VAP and 40/808 (5%)
were bacteraemic at baseline.

Patients with limited treatment options

The use of ceftazidime/avibactam to treat patients with infections due to Gram-negative aerobic
pathogens who have limited treatment options is based on experience with ceftazidime alone and on
analyses of the pharmacokinetic-pharmacodynamic relationship for ceftazidime/avibactam (see
section 5.1).

Spectrum of activity of ceftazidime/avibactam

Ceftazidime has little or no activity against the majority of Gram-positive organisms and anaerobes
(see sections 4.2 and 5.1). Additional antibacterial agents should be used when these pathogens are
known or suspected to be contributing to the infectious process.

The inhibitory spectrum of avibactam includes many of the enzymes that inactivate ceftazidime,
including Ambler class A B-lactamases and class C B-lactamases. Avibactam does not inhibit class B
enzymes (metallo-B-lactamases) and is not able to inhibit many of the class D enzymes (see

section 5.1).

Non-susceptible organisms

Prolonged use may result in the overgrowth of non-susceptible organisms (e.g. enterococci, 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 medicinal product contains approximately 146 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. Zavicefta is considered high in sodium. This should be considered when
administering Zavicefta to patients who are on a controlled sodium diet.

Zavicefta may be diluted with sodium-containing solutions (see section 6.6) and this should be
considered in relation to the total sodium from all sources that will be administered to the patient.

Paediatric population

There is a potential risk of overdosing, particularly for paediatric patients aged from 3 to less than
12 months of age. Care should be taken when calculating the volume of administration of the dose (see
sections 4.9 and 6.6).

4.5 Interaction with other medicinal products and other forms of interaction

In vitro, avibactam is a substrate of OAT1 and OAT3 transporters which might contribute to the active
uptake of avibactam from the blood compartment and, therefore, affect its excretion. Probenecid (a
potent OAT inhibitor) inhibits this uptake by 56% to 70% in vitro and, therefore, has the potential to
alter the elimination of avibactam. Since a clinical interaction study of avibactam and probenecid has
not been conducted, co-administration of avibactam with probenecid is not recommended.

Avibactam showed no significant inhibition of cytochrome P450 enzymes in vitro. Avibactam and
ceftazidime showed no in vitro cytochrome P450 induction at clinically relevant concentrations.
Avibactam and ceftazidime do not inhibit the major renal or hepatic transporters in the clinically
relevant exposure range, therefore the interaction potential via these mechanisms is considered to be
low.

Clinical data have demonstrated that there is no interaction between ceftazidime and avibactam, and
between ceftazidime/avibactam and metronidazole.

Other types of interaction

Concurrent treatment with high doses of cephalosporins and nephrotoxic medicinal products such as
aminoglycosides or potent diuretics (e.g. furosemide) may adversely affect renal function (see
section 4.4).

Chloramphenicol is antagonistic in vitro with ceftazidime and other cephalosporins. 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  Fertility, pregnancy and lactation

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 (see section 5.3).

Ceftazidime/avibactam 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. A risk to newborns/infants cannot be excluded. A decision must be made
whether to discontinue breast feeding or to discontinue/abstain from ceftazidime/avibactam therapy
taking into account the benefit of breast feeding for the child and the benefit of therapy for the woman.

Fertility

The effects of ceftazidime/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 (see section 5.3).

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
machines following administration of Zavicefta (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

In seven Phase 2 and Phase 3 clinical trials, 2024 adults were treated with Zavicefta. The most
common adverse reactions occurring in >5% of patients treated with Zavicefta were Coombs direct
test positive, nausea, and diarrhoea. Nausea and 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 Zavicefta. Adverse reactions are classified according to frequency and
System Organ Class. Frequency categories are derived from adverse reactions and/or potentially
clinically significant laboratory abnormalities, and are defined according to the following conventions:

Very common (>1/10)

Common (>1/100 and <1/10)

Uncommon (>1/1,000 and <1/100)

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

Very rare (<1/10,000)

Unknown (cannot be estimated from the available data)

Table 6: Frequency of adverse reactions by system organ class

System Organ | Very Common Uncommon Very rare Not known
Class common
Infections and Candidiasis Clostridioides
infestations (including difficile colitis
Vulvovaginal
candidiasis and Pseudomembranous
Oral candidiasis) colitis
Blood and Coombs Eosinophilia Neutropenia Agranulocytosis
lymphatic direct test
system positive Thrombocytosis Leukopenia Haemolytic
disorders anaemia
Thrombocytopenia | Lymphocytosis
Immune system Anaphylactic
disorders reaction




System Organ | Very Common Uncommon Very rare Not known
Class common
Nervous system Headache Paraesthesia
disorders
Dizziness
Cardiac Kounis
disorders syndrome®”
Gastrointestinal Diarrhoea Dysgeusia
disorders
Abdominal pain
Nausea
Vomiting
Hepatobiliary Alanine Jaundice
disorders aminotransferase
increased
Aspartate
aminotransferase
increased
Blood alkaline
phosphatase
increased
Gamma-
glutamyltransferase
increased
Blood lactate
dehydrogenase
Increased
Skin and Rash maculo- Toxic epidermal
subcutaneous papular necrolysis
tissue disorders
Urticaria Stevens-Johnson
syndrome
Pruritus
Erythema
multiforme
Angioedema

Drug Reaction
with
Eosinophilia and
Systemic
Symptoms
(DRESS)
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System Organ | Very Common Uncommon Very rare Not known
Class common

Renal and Blood creatinine Tubulointerstitial
urinary increased nephritis
disorders

Blood urea

increased

Acute kidney injury

General Infusion site

disorders and thrombosis

administration

site conditions Infusion site
phlebitis
Pyrexia

* ADR identified post-marketing.
2 Acute coronary syndrome associated with an allergic reaction.

Paediatric population

The safety assessment in paediatric patients is based on the safety data from two trials in which

61 patients (aged from 3 years to less than 18 years) with cIAl and 67 patients with cUTI (aged from
3 months to less than 18 years) received Zavicefta. Overall, the safety profile in these 128 paediatric
patients was similar to that observed in the adult population with cIAI and cUTI.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Overdose with ceftazidime/avibactam can lead to neurological sequelae including encephalopathy,
convulsions and coma, due to the ceftazidime component.

Serum levels of ceftazidime can be reduced by haemodialysis or peritoneal dialysis. During a 4-hour
haemodialysis period, 55% of the avibactam dose was removed.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antibacterials for systemic use, other beta-lactam antibacterials,
third-generation cephalosporins, ATC code: J01DD52
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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,
including extended-spectrum B-lactamases (ESBLs), KPC and OXA-48 carbapenemases, and AmpC
enzymes. Avibactam does not inhibit class B enzymes (metallo-B-lactamases) and is not able to inhibit
many class D enzymes.

Resistance

Bacterial resistance mechanisms that could potentially affect ceftazidime/avibactam 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 iz vitro drug combination studies with
ceftazidime/avibactam and metronidazole, tobramycin, levofloxacin, vancomycin, linezolid, colistin
and tigecycline.

Susceptibility testing breakpoints

Minimum Inhibitory Concentration (MIC) breakpoints established by the European Committee on
Antimicrobial Susceptibility Testing (EUCAST) for ceftazidime/avibactam can be viewed on the
following website:

https://www.ema.europa.eu/documents/other/minimum-inhibitory-concentration-mic-
breakpoints_en.xIsx

Pharmacokinetic/pharmacodynamic relationship

The antimicrobial activity of ceftazidime against specific pathogens has been shown to best correlate
with the percent time of free-drug concentration above the ceftazidime/avibactam minimum inhibitory
concentration over the dose interval (% fT >MIC of ceftazidime/avibactam). For avibactam the PK-PD
index is the percent time of the free drug concentration above a threshold concentration over the dose
interval (% fT >Cr).

Clinical efficacy against specific pathogens

Efficacy has been demonstrated in clinical studies against the following pathogens that were
susceptible to ceftazidime/avibactam in vitro.

Complicated intra-abdominal infections
Gram-negative micro-organisms
o Citrobacter freundii
Enterobacter cloacae
Escherichia coli
Klebsiella oxytoca
Klebsiella pneumoniae
Pseudomonas aeruginosa
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Complicated urinary-tract infections
Gram-negative micro-organisms

e FEscherichia coli
Klebsiella pneumoniae
Proteus mirabilis
Enterobacter cloacae
Pseudomonas aeruginosa

Hospital-acquired pneumonia including ventilator-associated pneumonia
Gram-negative micro-organisms
e  FEnterobacter cloacae
Escherichia coli
Klebsiella pneumoniae
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/avibactam in the absence of acquired mechanisms of resistance.

Gram-negative micro-organisms
e Citrobacter koseri
Enterobacter aerogenes
Morganella morganii
Proteus vulgaris
Providencia rettgeri

In-vitro data indicate that the following species are not susceptible to ceftazidime/avibactam.
o Staphylococcus aureus (methicillin-susceptible and methicillin-resistant)

e Anaerobes

e  Enterococcus spp.

e Stenotrophomonas maltophilia
e Acinetobacter spp.

Paediatric population

Zavicefta has been evaluated in paediatric patients aged 3 months to < 18 years in two Phase 2
single-blind, randomised, comparative clinical studies, one in patients with cIAl and one in patients
with cUTI. The primary objective in each study was to assess safety and tolerability of
ceftazidime-avibactam (+/- metronidazole). Secondary objectives included assessment of
pharmacokinetics and efficacy; efficacy was a descriptive endpoint in both studies. Clinical cure rate at
TOC (ITT) was 91.8% (56/61) for Zavicefta compared to 95.5% (21/22) for meropenem in paediatric
patients with cIAI. Microbiological eradication rate at TOC (micro-ITT) was 79.6% (43/54) for
Zavicefta compared to 60.9% (14/23) for cefepime in paediatric patients with cUTIL.

The European Medicines Agency has deferred the obligation to submit the results of studies with

Zavicefta in one or more subsets of the paediatric population in the treatment of cIAl, cUTI,
pneumonia and Gram-negative bacterial infections (see section 4.2 for information on paediatric use).
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5.2 Pharmacokinetic properties
Distribution

The human protein binding of both ceftazidime and avibactam is approximately 10% and 8%,
respectively. The steady-state volumes of distribution of ceftazidime and avibactam were about 17 L
and 22 L, respectively in healthy adults following multiple doses of 2 g/0.5 g ceftazidime/avibactam
infused over 2 hours every 8 hours. Both ceftazidime and avibactam penetrate into human bronchial
epithelial lining fluid (ELF) to the same extent with 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 meninges,
CSF exposures of ceftazidime and avibactam were 43% and 38% of plasma AUC, respectively.
Ceftazidime crosses the placenta readily, and is excreted in the breast milk.

Biotransformation

Ceftazidime is not metabolised. No metabolism of avibactam was observed in human liver
preparations (microsomes and hepatocytes). Unchanged avibactam was the major drug-related
component in human plasma and urine following dosing with ['*C]-avibactam.

Elimination

The terminal half-life (t.) 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 glomerular filtration. Approximately 97% of the avibactam dose is
recovered in the urine, 95% within 12 h. Less than 1% of ceftazidime is excreted via the bile and less
than 0.25% of avibactam is excreted into faeces.

Linearity/non-linearity

The pharmacokinetics of both ceftazidime and avibactam are approximately linear across the dose
range studied (0.05 g to 2 g) for a single intravenous administration. No appreciable accumulation of
ceftazidime or avibactam was observed following multiple intravenous infusions of 2 g/0.5 g of
ceftazidime/avibactam administered every 8 hours for up to 11 days in healthy adults with normal
renal function.

Special populations

Renal impairment

Elimination of ceftazidime and avibactam is decreased 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, see section 4.2.

Hepatic impairment

Mild to moderate hepatic impairment had no effect on the pharmacokinetics of ceftazidime in
individuals administered 2 g intravenously 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 established. The pharmacokinetics of avibactam in patients with any degree of hepatic
impairment has not been studied.
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As ceftazidime and avibactam do not appear to undergo significant hepatic metabolism, the systemic
clearance of either active substance is not expected to be significantly altered by hepatic impairment.

Elderly patients (=65 years)

Reduced clearance of ceftazidime was observed in elderly patients, which was primarily due to
age-related decrease in renal clearance of ceftazidime. The mean elimination half-life of ceftazidime
ranged from 3.5 to 4 hours following intravenous bolus dosing with 2 g every 12 hours in elderly
patients aged 80 years or older.

Following a single intravenous administration of 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.

Paediatric population

The pharmacokinetics of ceftazidime and avibactam were evaluated in paediatric patients from

3 months to < 18 years of age with suspected or confirmed infections following a single dose of
ceftazidime 50 mg/kg and avibactam 12.5 mg/kg for patients weighing < 40 kg or Zavicefta 2 g/0.5 g
(ceftazidime 2 grams and avibactam 0.5 grams) for patients weighing > 40 kg. Plasma concentrations
of ceftazidime and avibactam were similar across all four age cohorts in the study (3 months to

<2 years, 2 to < 6 years, 6 to < 12 years, and 12 to < 18 years). Ceftazidime and avibactam AUCy.. and
Crmax values in the two older cohorts (paediatric patients from 6 to < 18 years), which had more
extensive pharmacokinetic sampling, were similar to those observed in healthy adult subjects with
normal renal function that received Zavicefta 2 g/0.5 g. Data from this study and the two Phase 2
paediatric studies in patients with cIAl and cUTI were pooled with PK data from adults (Phase 1 to
Phase 3) to update the population PK model, which was used to conduct simulations to assess PK/PD
target attainment. Results from these simulations demonstrated that the recommended dose regimens
for paediatric patients with cIAl, cUTI and HAP/VAP, including dose adjustments for patients with
renal impairment, result in systemic exposure and PK/PD target attainment values that are similar to
those in adults at the approved Zavicefta dose of 2 g/0.5 g administered over 2 hours, every 8 hours.

There is limited experience with the use of ceftazidime plus avibactam in the paediatric groups of

3 months to < 6 months. The recommended dosing regimens are based on simulations conducted using
the final population PK models. Simulations demonstrated that the recommended dose regimens result
in comparable exposures to other age groups with PK/PD target attainment > 90%. Based on data from
the completed paediatric clinical trials, at the recommended dose regimens, there was no evidence of
over or under exposure in the subjects aged 3 months to < 6 months.

In addition, there is very limited data in paediatric patients aged 3 months to < 2 years with impaired
renal function (CrCL < 50 mL/min/1.73 m?), with no data in severe renal impairment from the
completed paediatric clinical trials. Population PK models for ceftazidime and avibactam were used to

conduct simulations for patients with impaired renal function.

Gender and race
The pharmacokinetics of ceftazidime/avibactam is not significantly affected by gender or race.

5.3 Preclinical safety data
Ceftazidime
Non-clinical data reveal no special hazard for humans based on conventional studies of safety

pharmacology, repeated dose toxicity, reproduction toxicity or genotoxicity. Carcinogenicity studies
have not been conducted with ceftazidime.
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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 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.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium carbonate (anhydrous)

6.2 Incompatibilities

The compatibility of Zavicefta with other medicines has not been established. Zavicefta should not be
mixed with or physically added to solutions containing other medicinal products.

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life
Dry powder
3 years.

After reconstitution

The reconstituted vial should be used immediately.
After dilution

Infusion bags

If the intravenous solution is prepared with diluents listed in section 6.6 (ceftazidime concentration
8 mg/mL), the chemical and physical in-use stability has been demonstrated (from initial vial
puncture) for up to 12 hours at 2 - §°C, followed by up to 4 hours at not more than 25°C.

If the intravenous solution is prepared with diluents listed in section 6.6 (ceftazidime concentration
> 8 mg/mL to 40 mg/mL), the chemical and physical in-use stability has been demonstrated (from
initial vial puncture) for up to 4 hours at not more than 25°C.

From a microbiological point of view, the medicinal product should be used immediately, unless
reconstitution and dilution have taken place in controlled and validated aseptic conditions. If not used
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immediately, in-use storage times and conditions prior to use are the responsibility of the user and
must not exceed those stated above.

Infusion syringes

The chemical and physical in-use stability has been demonstrated (from initial vial puncture) for up to
6 hours at not more than 25°C.

From a microbiological point of view, the medicinal product should be used immediately unless
reconstitution and dilution have taken place in controlled and validated aseptic conditions. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user and
must not exceed 6 hours at not more than 25°C.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

Store in the original package in order to protect from light.

For storage conditions of the reconstituted and diluted medicinal product, see section 6.3.

6.5 Nature and contents of container

20 mL glass vial (Type 1) closed with a rubber (halobutyl) stopper and aluminium seal with flip-off
cap.

The medicinal product is supplied in packs of 10 vials.

6.6 Special precautions for disposal and other handling

The powder must be reconstituted with water for injections and the resulting concentrate must then be
immediately diluted prior to use. The reconstituted solution is a pale yellow solution and is free of
particles.

Zavicefta (ceftazidime/avibactam) is a combination product; each vial contains 2 g of ceftazidime and
0.5 g of avibactam in a fixed 4:1 ratio. Dosage recommendations are based on the ceftazidime

component only.

Standard aseptic techniques should be used for solution preparation and administration. Doses may be
prepared in an appropriately sized infusion bag or infusion syringe.

Parenteral medicinal products should be inspected visually for particulate matter prior to
administration.

Each vial is for single use only.
Any unused product or waste material should be disposed of in accordance with local requirements.

The total time interval between starting reconstitution and completing preparation of the intravenous
infusion should not exceed 30 minutes.

Instructions for preparing adult and paediatric doses in INFUSION BAG or in INFUSION SYRINGE:

NOTE: The following procedure describes the steps to prepare an infusion solution with a final
concentration of 8-40 mg/mL of ceftazidime. All calculations should be completed prior to initiating
these steps. For paediatric patients aged 3 to 12 months, detailed steps to prepare a 20 mg/mL
concentration (sufficient for most scenarios) are also provided.
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1. Prepare the reconstituted solution (167.3 mg/mL of ceftazidime):
a) Insert the syringe needle through the vial closure and inject 10 mL of sterile water for

injections.

b) Withdraw the needle and shake the vial to give a clear solution.
c) Insert a gas relief needle through the vial closure after the product has dissolved to relieve the
internal pressure (this is important to preserve product sterility).
2. Prepare the final solution for infusion (final concentration must be 8-40 mg/mL of ceftazidime):
a) Infusion bag: Further dilute the reconstituted solution by transferring an appropriately
calculated volume of the reconstituted solution to an infusion bag containing any of the
following: sodium chloride 9 mg/mL (0.9%) solution for injection, dextrose 50 mg/mL (5%)
solution for injection, or Lactated Ringer’s solution.
b) Infusion syringe: Further dilute the reconstituted solution by transferring an appropriately
calculated volume of the reconstituted solution combined with a sufficient volume of diluent
(sodium chloride 9 mg/mL (0.9%) solution for injection or dextrose 50 mg/mL (5%) solution
for injection) to an infusion syringe.

Refer to Table 7 below.

Table 7: Preparation of Zavicefta for adult and paediatric doses in INFUSION BAG or in INFUSION

SYRINGE.
Zavicefta Volume to withdraw from | Final volume after Final volume in
Dose reconstituted vial dilution in infusion infusion syringe
(ceftazidime)' bag?
2e Entire contents 50 mL to 250 mL 50 mL
(approximately 12 mL)
Ig 6 mL 25 mL to 125 mL 25 mL to 50 mL
0.75 g 4.5mL 19 mL to 93 mL 19 mL to 50 mL
All other doses Volume (mL) will vary | Volume (mL) will vary

Volume (mL) calculated
based on dose required:

Dose (mg ceftazidime) +

based on infusion bag
size availability and
preferred final

based on infusion
syringe size availability
and preferred final

N concentration concentration
167.3 mg/mL ceftazidime (must be 8-40 mg/mL of | (must be 8-40 mg/mL of
ceftazidime) ceftazidime)

! Based on ceftazidime component only.

2 Dilute to final ceftazidime concentration of 8 mg/mL for in-use stability up to 12 hours at 2 - 8°C,
followed by up to 4 hours at not more than 25°C (i.e. dilute 2 g dose of ceftazidime in 250 mL, 1 g
dose of ceftazidime in 125 mL, 0.75 g dose of ceftazidime in 93 mL, etc.). All other ceftazidime
concentrations (> 8 mg/mL to 40 mg/mL) have in-use stability up to 4 hours at not more than 25°C.

Preparation of Zavicefta for use in paediatric patients aged 3 to 12 months of age in INFUSION

SYRINGE:

NOTE: The following procedure describes the steps to prepare an infusion solution with a final
concentration of 20 mg/mL of ceftazidime (sufficient for most scenarios). Alternative concentrations
may be prepared, but must have a final concentration range of 8-40 mg/mL of ceftazidime.

1. Prepare the reconstituted solution (167.3 mg/mL of ceftazidime):
a) Insert the syringe needle through the vial closure and inject 10 mL of sterile water for

injections.

b) Withdraw the needle and shake the vial to give a clear solution.
c) Insert a gas relief needle through the vial closure after the product has dissolved to relieve the
internal pressure (this is important to preserve product sterility).
2. Prepare the final solution for infusion to a final concentration of 20 mg/mL of ceftazidime:
a) Further dilute the reconstituted solution by transferring an appropriately calculated volume of
the reconstituted solution combined with a sufficient volume of diluent (sodium chloride




9 mg/mL (0.9%) solution for injection or dextrose 50 mg/mL (5%) solution for injection) to an
infusion syringe.

b) Refer to Table 8, 9, or 10 below to confirm the calculations. Values shown are approximate as
it may be necessary to round to the nearest graduation mark of an appropriately sized syringe.
Note that the tables are NOT inclusive of all possible calculated doses but may be utilized to
estimate the approximate volume to verify the calculation.

Table 8: Preparation of Zavicefta (final concentration of 20 mg/mL of ceftazidime) in paediatric
patients 3 to 12 months of age with creatinine clearance (CrCL) > 50 mL/min/1.73 m?

Volume of
reconstituted Volume of
Age and Zavicefta . Dose . diluent to add
Dose (mg/kg)! Weight (kg) (mg ceftazidime) . solution to be . for mixing
withdrawn from vial (mL)
(mL)

5 250 1.5 11
6 300 1.8 13
6 months to 7 350 21 15
12 months 8 400 2.4 8
50 mg/kg 9 450 2.7 20
of ceftazidime 10 500 3 22
11 550 33 24
12 600 3.6 27
4 160 1 7.4
3 months to 5 200 1.2 8.8
< 6 months 6 240 1.4 10
7 280 1.7 13
40 mg/kg 8 320 1.9 14
of ceftazidime 9 360 22 16
10 400 2.4 18

'Based on ceftazidime component only.

Table 9: Preparation of Zavicefta (final concentration of 20 mg/mL of ceftazidime) in paediatric
patients 3 to 12 months of age with CrCL 31 to 50 mL/min/1.73 m?

Volume of
reconstituted solution .Volume of
Age and Zavicefta Weight (kg) Dose. . to be withdrawn from diluent .to. add
Dose (mg/kg)! (mg ceftazidime) vial for mixing
(mL) (mL)

5 125 0.75 5.5
6 150 0.9 6.6
6 months to 7 175 1 7.4
12 months 8 200 12 8.8
25 mg/kg 9 225 1.3 9.6
of ceftazidime 10 250 1.5 11
11 275 1.6 12
12 300 1.8 13
4 80 0.48 35
3 months to 5 100 0.6 4.4
< 6 months 6 120 0.72 53
7 140 0.84 6.2
20 mg/kg 8 160 1 7.4
of ceftazidime 9 180 1.1 8.1
10 200 1.2 8.8
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'Based on ceftazidime component only.

Table 10: Preparation of Zavicefta (final concentration of 20 mg/mL of ceftazidime) in paediatric
patients 3 to 12 months of age with CrCL 16 to 30 mL/min/1.73 m?

Volume of
Age and Zavicefta . Dose reconst.ituted solution .Volume of
Dose (mg/kg)! Weight (kg) (n.lg. to be w1th(.lrawn from dllue.n? to add
ceftazidime) vial for mixing (mL)
(mL)

5 93.75 0.56 4.1
6 112.5 0.67 4.9
6 months to 7 131.25 0.78 5.7
12 months 8 150 0.9 6.6
18.75 mg/kg 9 168.75 1 7.4
of ceftazidime 10 187.5 L1 8.1
11 206.25 1.2 8.8
12 225 1.3 9.6
4 60 0.36 2.7

3 months to 5 75 0.45 33
< 6 months 6 90 0.54 4
7 105 0.63 4.6
15 mg/kg 8 120 0.72 5.3
of ceftazidime 9 135 0.81 6
10 150 0.9 6.6

' Based on ceftazidime component only.

7. MARKETING AUTHORISATION HOLDER

Pfizer Ireland Pharmaceuticals
Operations Support Group
Ringaskiddy, County Cork
Ireland

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1109/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 24 June 2016

Date of latest renewal: 11 February 2021

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European
Medicines Agency http://www.ema.europa.eu.
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ANNEX IT
A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE
B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A. MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

ACS Dobfar S.p.A
VIA A. FLEMING, 2
VERONA 37135
ITALY

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

e Periodic safety update reports (PSURs)

The requirements for submission of PSURSs for this medicinal product are set out in the list of
European Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND EFFECTIVE
USE OF THE MEDICINAL PRODUCT

¢ Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities
and interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation
and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency;

e  Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile or
as the result of an important (pharmacovigilance or risk minimisation) milestone being
reached.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

ZAVICEFTA 2 g/0.5g powder for concentrate for solution for infusion
ceftazidime/avibactam

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains ceftazidime pentahydrate equivalent to 2 g ceftazidime and avibactam sodium
equivalent to 0.5 g avibactam.

3. LIST OF EXCIPIENTS

This product has high sodium content (see package leaflet for further details).

4. PHARMACEUTICAL FORM AND CONTENTS

powder for concentrate for solution for infusion
10 vials

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Intravenous use
Dilute before use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original package in order to protect from light.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Ireland Pharmaceuticals
Operations Support Group
Ringaskiddy, County Cork
Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1109/001

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

| 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

ZAVICEFTA 2 g/0.5 g powder for concentrate
ceftazidime/avibactam
v

| 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

ceftazidime 2 g/avibactam 0.5 g

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Zavicefta 2 g/0.5 g powder for concentrate for solution for infusion
ceftazidime/avibactam

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or nurse.

- If you get any side effects, talk to your doctor or nurse. This includes any possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet:

What Zavicefta is and what it is used for

What you need to know before you use Zavicefta
How to use Zavicefta

Possible side effects

How to store Zavicefta

Contents of the pack and other information

ANl o e

1. What Zavicefta is and what it is used for

What Zavicefta is

Zavicefta is an antibiotic medicine that contains two active substances ceftazidime and avibactam.

. Ceftazidime belongs to the group of antibiotics called “cephalosporins”. It can kill many types
of bacteria.

. Avibactam is a “beta-lactamase inhibitor” that helps ceftazidime kill some bacteria that it cannot
kill on its own.

What Zavicefta is used for
Zavicefta is used in adults and paediatric patients aged 3 months and over to treat:

. infections of the stomach and gut (abdomen)

. infections of the bladder or kidneys called “urinary tract infections”

. an infection of the lungs called “pneumonia”

. infections caused by bacteria that other antibiotics may not be able to kill

Zavicefta is used in adults to treat infection of the blood associated with infections of the abdomen,
urinary tract, or pneumonia.

How Zavicefta works
Zavicefta works by killing certain types of bacteria, which can cause serious infections.

2. What you need to know before you use Zavicefta

Do not use Zavicefta if:

. you are allergic to ceftazidime, avibactam or any of the other ingredients of this medicine (listed
in section 6)
you are allergic to other cephalosporin antibiotics

. you have ever had a severe allergic reaction to other antibiotics belonging to the penicillin or
carbapenem groups

Do not use Zavicefta if any of the above apply to you. If you are not sure, talk to your doctor or nurse
before using Zavicefta.
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Warnings and precautions
Talk to your doctor or nurse before using Zavicefta if:

. you have ever had any allergic reaction (even if only a skin rash) to other antibiotics belonging
to the penicillin or carbapenem groups
. you have kidney problems - your doctor may give you a lower dose to make sure you don’t get

too much medicine. This could cause symptoms such as fits (see section If you use more
Zavicefta than you should)
If any of the above apply to you (or you are not sure), talk to your doctor or nurse before using
Zavicefta.

Talk to your doctor or nurse if you suffer from diarrhoea during your treatment.

Other infections
There is a small possibility that you may get a different infection caused by another bacteria during or
after treatment with Zavicefta. These include thrush (fungal infections of the mouth or genital area).

Lab tests

Tell your doctor that you are taking Zavicefta if you are going to have any tests. This is because you
may get an abnormal result with a test called “DAGT” or “Coombs”. This test looks for antibodies that
fight against your red blood cells.

Zavicefta can also affect the results of some urine tests for sugar. Tell the person taking the sample that
you have been given Zavicefta.

Paediatric patients
Zavicefta should not be used in paediatric patients aged under 3 months. This is because it is not
known if the medicine is safe to use in this age group.

Other medicines and Zavicefta
Tell your doctor or nurse if you are using, have recently used or might use any other medicines.

Talk to your doctor before using Zavicefta if you are taking any of the following medicines:
. an antibiotic called chloramphenicol

. a type of antibiotic called an aminoglycoside — such as gentamicin, tobramycin

. a water tablet called furosemide

. a medicine for gout called probenecid

Tell your doctor before using Zavicefta if any of the above apply to you.

Pregnancy and breast-feeding
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before using this medicine.

Driving and using machines
Zavicefta may make you feel dizzy. This may affect you being able to drive, use tools or machines.

Zavicefta contains sodium

This medicine contains approximately 146 mg sodium (main component of cooking/table salt) in each
vial. This is equivalent to 7.3% of the recommended maximum daily dietary intake for sodium for an
adult.

Talk to your doctor or pharmacist if you need 3 or more vials daily for a prolonged period, especially
if you have been advised to have a low salt (sodium) diet.
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3. How to use Zavicefta
Zavicefta will be given to you by a doctor or a nurse.

How much to use

The recommended dose for adults is one vial (2 g of ceftazidime and 0.5 g of avibactam), every

8 hours. The dose for paediatric patients aged 3 months and over will be calculated by the doctor based
on the weight and age of the child.

It is given as a drip into a vein — this will normally take about 2 hours.

A course of treatment usually lasts from 5 to up to 14 days, depending on the type of infection you
have and how you respond to treatment.

People with kidney problems
If you have kidney problems your doctor may lower your dose. This is because Zavicefta is removed
from your body by the kidneys.

If you use more Zavicefta than you should

Zavicefta will be given to you by a doctor or a nurse, so it is unlikely you will be given the wrong
dose. However, if you have side effects or think you have been given too much Zavicefta, tell your
doctor or nurse straight away. If you have too much Zavicefta it could have an effect on the brain and
cause fits or coma.

If you miss a dose of Zavicefta
If you think you have missed a dose, tell your doctor or nurse straight away.

If you have any further questions on the use of this medicine, ask your doctor or nurse.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. The
following side effects may happen with this medicine:

Serious side effects

Tell your doctor straight away if you notice any of the following serious side effects - you may need

urgent medical treatment:

. severe allergic reactions — signs include sudden swelling of your lips, face, throat or tongue, a
severe rash or other severe skin reactions, difficulty swallowing or breathing, or sudden chest
pain (which may be a sign of Kounis syndrome). These reactions may be life-threatening.

. diarrhoea that keeps getting worse or does not go away, or stools that contains blood or mucus —
this may happen during or after treatment is stopped with Zavicefta. If this happens do not take
medicines that stop or slow bowel movement.

Tell your doctor straight away if you notice any of the serious side effects above.

Other side effects
Tell your doctor or nurse if you notice any of the following side effects:

Very common: (may affect more than 1 in 10 people)

. abnormal result with a test called “DAGT” or “Coombs”. This test looks for antibodies that fight
against your red blood cells. It is possible that this could cause anaemia (which may make you
feel tired) and jaundice (yellowing of the skin and eyes)
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Common: (may affect up to 1 in 10 people)

. fungal infections, including those of the mouth and vagina

. change in the number of some types of blood cells (called “cosinophils” and “thrombocytes”) —
shown in blood tests

headache

feeling dizzy

feeling sick (nausea) or being sick (vomiting)

stomach pain

diarrhoea

increase in the amount of some enzymes produced by your liver - shown in blood tests
raised itchy skin rash (“hives”)

itchiness

redness, pain or swelling where Zavicefta was given into a vein

fever

Uncommon: (may affect up to 1 in 100 people)

. increase in the number of a type of blood cell (called “lymphocytes”) — shown in blood tests
decrease in the number of some types of blood cells (called “leucocytes”) - shown in blood tests
tingling or numbness

bad taste in your mouth

an increase in the level of some types of substances in your blood (called “creatinine” and
“urea”). These show how well your kidneys are working.

Very rare: (may affect up to 1 in 10,000 people)
. swelling in a part of the kidney that causes a reduction in its normal working function

Not known: (frequency cannot be estimated from the available data)

. significant decrease in the type of white blood cells used to fight infection - shown in blood tests
. decrease in the number of red blood cells (haemolytic anaemia) — shown in blood tests

. severe allergic reaction (see Serious side effects, above)

. yellowing of the whites of the eyes or skin

sudden onset of a severe rash or blistering or peeling skin, possibly accompanied by a high fever
or joint pain (these may be signs of more serious medical conditions such as toxic epidermal
necrolysis, Stevens-Johnson syndrome, erythema multiforme or a condition known as DRESS,
Drug Reaction with Eosinophilia and Systemic Symptoms)

. swelling under the skin, particularly lips and around the eyes

Tell your doctor or nurse if you notice any of the side effects listed above.

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this
medicine.

5. How to store Zavicefta

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the container. The expiry date refers
to the last day of that month.

Store in the original package in order to protect from light.
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Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer require. These measures will help to protect the environment.

6. Contents of the pack and other information

What Zavicefta contains

. The active substances are ceftazidime and avibactam. Each vial contains ceftazidime
pentahydrate equivalent to 2 g ceftazidime and avibactam sodium equivalent to 0.5 g avibactam.

. The other ingredient is sodium carbonate (anhydrous) (see section 2 “Zavicefta contains
sodium”).

What Zavicefta looks like and contents of the pack
Zavicefta is a white to yellow powder for concentrate for solution for infusion in a vial. It is available
in packs containing 10 vials.

Marketing Authorisation Holder
Pfizer Ireland Pharmaceuticals
Operations Support Group
Ringaskiddy, County Cork

Ireland

Manufacturer

ACS Dobfar S.p.A.

Via Alessandro Fleming 2
Verona 37135

Italy

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Luxembourg/Luxemburg Pfizer Luxembourg SARL filialas Lietuvoje
Pfizer NV/SA Tel. +370 5 251 4000

Tél/Tel: +32 (0)2 554 62 11

buarapus Magyarorszag

[aiizep JlrokcemOypr CAPJI, Kion bearapus Pfizer Kft.

Ten: +359 2 970 4333 Tel.: +36 1488 37 00

Ceska republika Malta

Pfizer, spol. s r.0. Vivian Corporation Ltd.

Tel: +420 283 004 111 Tel.: +356 21344610

Danmark Nederland

Pfizer ApS Pfizer bv

TIf: +45 44 20 11 00 Tel: +31 (0)800 63 34 636
Deutschland Norge

PFIZER PHARMA GmbH Pfizer AS

Tel: +49 (0)30 550055-51000 TIf: +47 67 52 61 00

Eesti Osterreich

Pfizer Luxembourg SARL Eesti filiaal Pfizer Corporation Austria Ges.m.b.H.
Tel: +372 666 7500 Tel: +43 (0)1 521 15-0
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EX0LGoa
Pfizer EAMGG ALE.
TnA.: +30 210 6785800

Espaiia
Pfizer, S.L.
Tel: +34 91 490 99 00

France
Pfizer
Tél: +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland

Tel: +1800 633 363 (toll free)
Tel: +44 (0)1304 616161

island
Icepharma hf.
Simi: +354 540 8000

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21

Kvnpog

Pfizer EAAGG A.E. (Cyprus Branch)

TnA.: +357 22817690

Latvija

Pfizer Luxembourg SARL filiale Latvija

Tel: + 371 670 35 775

This leaflet was last revised in MM/YYYY

Other sources of information

Polska
Pfizer Polska Sp. z o.0.
Tel.: +48 22 335 61 00

Portugal
Laboratérios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L.
Tel: +40 (0) 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja
farmacevtske dejavnosti, Ljubljana

Tel.: +386 (0)1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL, organiza¢na zlozka
Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

Sverige
Pfizer AB
Tel: +46 (0)8 550 520 00

United Kingdom (Northern Ireland)
Pfizer Limited
Tel: +44 (0) 1304 616161

Detailed information on this medicine is available on the European Medicines Agency web site: http://

www.c€ma.curopa.cu.
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The following information is intended for healthcare professionals only:
Important: Please refer to the Summary of Product Characteristics before prescribing.

The compatibility of Zavicefta with other medicines has not been established. Zavicefta should not be
mixed with or physically added to solutions containing other medicinal products.

The powder must be reconstituted with water for injections and the resulting concentrate must then be
immediately diluted prior to use. The reconstituted solution is a pale yellow solution and is free of
particles.

Mix gently to reconstitute and check to see that the contents have dissolved completely. Parenteral
medicinal products should be inspected visually for particulate matter prior to administration.

Infusion bags

If the intravenous solution is prepared with diluents listed in section 6.6 (ceftazidime concentration
8 mg/mL), the chemical and physical in-use stability has been demonstrated (from initial vial
puncture) for up to 12 hours at 2 - 8°C, followed by up to 4 hours at not more than 25°C.

If the intravenous solution is prepared with diluents listed in section 6.6 (ceftazidime concentration
> 8 mg/mL to 40 mg/mL), the chemical and physical in-use stability has been demonstrated (from
initial vial puncture) for up to 4 hours at not more than 25°C.

From a microbiological point of view, the medicinal product should be used immediately, unless
reconstitution and dilution have taken place in controlled and validated aseptic conditions. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user and
must not exceed those stated above.

Infusion syringes

The chemical and physical in-use stability has been demonstrated (from initial vial puncture) for up to
6 hours at not more than 25°C.

From a microbiological point of view, the medicinal product should be used immediately unless
reconstitution and dilution have taken place in controlled and validated aseptic conditions. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user and
must not exceed 6 hours at not more than 25°C.

Zavicefta (ceftazidime/avibactam) is a combination product; each vial contains 2 g of ceftazidime and
0.5 g of avibactam in a fixed 4:1 ratio. Dosage recommendations are based on the ceftazidime

component only.

Standard aseptic techniques should be used for solution preparation and administration. Doses may be
prepared in an appropriately sized infusion bag or infusion syringe.

The resulting solution should be administered over 120 minutes.
Each vial is for single use only.
Any unused product or waste material should be disposed of in accordance with local requirements.

The total time interval between starting reconstitution and completing preparation of the intravenous
infusion should not exceed 30 minutes.
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Instructions for preparing adult and paediatric doses in INFUSION BAG or in INFUSION SYRINGE:

NOTE: The following procedure describes the steps to prepare an infusion solution with a final
concentration of 8-40 mg/mL of ceftazidime. All calculations should be completed prior to initiating
these steps. For paediatric patients aged 3 to 12 months, detailed steps to prepare a 20 mg/mL
concentration (sufficient for most scenarios) are also provided.

1. Prepare the reconstituted solution (167.3 mg/mL of ceftazidime):
a) Insert the syringe needle through the vial closure and inject 10 mL of sterile water for
injections.

b)

Withdraw the needle and shake the vial to give a clear solution.

c) Insert a gas relief needle through the vial closure after the product has dissolved to relieve

the internal pressure (this is important to preserve product sterility).

2. Prepare the final solution for infusion (final concentration must be 8-40 mg/mL of
ceftazidime):

a) Infusion bag: Further dilute the reconstituted solution by transferring an appropriately
calculated volume of the reconstituted solution to an infusion bag containing any of the
following: sodium chloride 9 mg/mL (0.9%) solution for injection, dextrose 50 mg/mL
(5%) solution for injection, or Lactated Ringer’s solution.

b)

Infusion syringe: Further dilute the reconstituted solution by transferring an appropriately

calculated volume of the reconstituted solution combined with a sufficient volume of
diluent (sodium chloride 9 mg/mL (0.9%) solution for injection or dextrose 50 mg/mL
(5%) solution for injection) to an infusion syringe.

Refer to the Table below.

Preparation of Zavicefta for adult and paediatric doses in INFUSION BAG or in INFUSION

SYRINGE.

Zavicefta Volume to withdraw from | Final volume after Final volume in
Dose reconstituted vial dilution in infusion infusion syringe
(ceftazidime)! bag?

2 Entire contents

& (approximately 12 mL) 50 mL to 250 mL 50 mL
Ig 6 mL 25 mL to 125 mL 25 mL to 50 mL
0.75 g 4.5 mL 19 mL to 93 mL 19 mL to 50 mL
All other doses Volume (mL) will vary | Volume (mL) will vary

Volume (mL) calculated
based on dose required:

Dose (mg ceftazidime) +
167.3 mg/mL ceftazidime

based on infusion bag
size availability and
preferred final
concentration
(must be 8-40 mg/mL of
ceftazidime)

based on infusion
syringe size availability
and preferred final
concentration
(must be 8-40 mg/mL of
ceftazidime)

'Based on ceftazidime component only.

? Dilute to final ceftazidime concentration of 8 mg/mL for in-use stability up to 12 hours at 2 - 8°C,
followed by up to 4 hours at not more than 25°C (i.e. dilute 2 g dose of ceftazidime in 250 mL, 1 g
dose of ceftazidime in 125 mL, 0.75 g dose of ceftazidime in 93 mL, etc.). All other ceftazidime
concentrations (> 8 mg/mL to 40 mg/mL) have in-use stability up to 4 hours at not more than 25°C.

Preparation of Zavicefta for use in paediatric patients aged 3 to 12 months of age in INFUSION

SYRINGE:

NOTE: The following procedure describes the steps to prepare an infusion solution with a final
concentration of 20 mg/mL of ceftazidime (sufficient for most scenarios). Alternative concentrations
may be prepared, but must have a final concentration range of 8-40 mg/mL of ceftazidime.
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1. Prepare the reconstituted solution (167.3 mg/mL of ceftazidime):
a) Insert the syringe needle through the vial closure and inject 10 mL of sterile water for

injections.

b) Withdraw the needle and shake the vial to give a clear solution.
c) Insert a gas relief needle through the vial closure after the product has dissolved to relieve the
internal pressure (this is important to preserve product sterility).
2. Prepare the final solution for infusion to a final concentration of 20 mg/mL of ceftazidime:
a) Further dilute the reconstituted solution by transferring an appropriately calculated volume of
the reconstituted solution combined with a sufficient volume of diluent (sodium chloride
9 mg/mL (0.9%) solution for injection or dextrose 50 mg/mL (5%) solution for injection) to an
infusion syringe.
b) Refer to the Tables below to confirm the calculations. Values shown are approximate as it may
be necessary to round to the nearest graduation mark of an appropriately sized syringe.
Note that the tables are NOT inclusive of all possible calculated doses but may be utilized to
estimate the approximate volume to verify the calculation.

Preparation of Zavicefta (final concentration of 20 mg/mL of ceftazidime) in paediatric patients 3 to 12
months of age with creatinine clearance (CrCL) > 50 mL/min/1.73 m?

Volume of reconstituted

. Dose . Volume of
Age and Zav1ce]fta Weight (kg) (mg . solution to be . diluent to add
Dose (mg/kg) .o withdrawn from vial . .
ceftazidime) for mixing (mL)
(mL)

5 250 1.5 11
6 300 1.8 13
6 months to 7 350 2.1 15
12 months 8 400 24 18
50 mg/kg 9 450 2.7 20
of ceftazidime 10 500 3 22
11 550 33 24
12 600 3.6 27
4 160 1 7.4
< 6 months 6 240 1.4 10
7 280 1.7 13
40 mg/kg 8 320 1.9 14
of ceftazidime 9 360 22 16
10 400 2.4 18

'Based on ceftazidime component only.

Preparation of Zavicefta (final concentration of 20 mg/mL of ceftazidime) in paediatric patients 3 to 12
months of age with CrCL 31 to 50 mL/min/1.73 m?

Volume of reconstituted

Age and Zavicefta . Dose solution to be withdrawn .Volume of
1 Weight (kg) (mg . diluent to add
dose (mg/kg) Lo from vial o
ceftazidime) for mixing (mL)
(mL)
5 125 0.75 5.5
6 150 0.9 6.6
6 months to 7 175 1 74
12 months 8 200 1.2 8.8
25 mg/kg 9 225 1.3 9.6
of ceftazidime 10 250 15 11
11 275 1.6 12
12 300 1.8 13
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4 80 0.48 3.5

< 6 months 6 120 0.72 5.3
7 140 0.84 6.2

20 mg/kg 8 160 1 7.4
of ceftazidime 9 180 11 8.1
10 200 1.2 8.8

'Based on ceftazidime component only.

Preparation of Zavicefta (final concentration of 20 mg/mL of ceftazidime) in paediatric patients 3 to 12
months of age with CrCL 16 to 30 mL/min/1.73 m?

Volume of reconstituted
Age and Zavicefta Dose solution to be withdrawn Volume of
1 Weight (kg) (mg . diluent to add
dose (mg/kg) o from vial .
ceftazidime) for mixing (mL)
(mL)

5 93.75 0.56 4.1
6 112.5 0.67 4.9
6 months to 7 131.25 0.78 5.7
12 months 8 150 0.9 6.6
18.75 mg/kg 9 168.75 1 7.4
of ceftazidime 10 187.5 11 8.1
11 206.25 1.2 8.8
12 225 1.3 9.6
4 60 0.36 2.7
3 months to 5 75 0.45 3.3

< 6 months 6 90 0.54 4
7 105 0.63 4.6
15 mg/kg 8 120 0.72 5.3

of ceftazidime 9 135 0.81 6
10 150 0.9 6.6

' Based on ceftazidime component only.
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4. BRRIZBE 3 23640
4.1. ZhEE - R

AFNE, MABEBIO3 » AL EO/NEBREIZRBIT DL FORBYUEDIRE B L5
44TEBLOS51HSBR) |

o HIHEVEREENIRYLE (cIAD

o BEREBREELEMIERIEIVE (cUTD)

o ANLMERZRBEEMI% (VAP) & TeBirlitiZk (HAP)

FROBEIHEDONT NN ERIH LTV DD, O8O H 2 HEIE % FIE L 72 RN B DR

F77, AFNL, BEEIREOBELNAMABREB L3 » ALl Eo/NREGE IR A 50
7T LEMEIC LA RYYEDIREZ A E T2 (42718, 44THB LS 1HSR)

BRI B Tz > TIHIHE OB IEF T 2 AR A X 22 BB 5 L,

4.2. Ak - A&

TBREEIRE DR SN DA BE B LT3 5 ALl EO/NEEBFICHT iK1t 7 T AatkRE I
KD RRGE DRI T, BYYEDFHEIZ IS T D) 228 & A % BRI & AHRR L7258 2R
D, KAeEHT L ENHERSND G4THSHR)

A&
I L TF=2 2 T F X (CrCL) 73550 mL/min &2 58N EEIZ517 5 /4

HEBL CrCL 7% 50 mL/min %8 2. D N BE BT D5 IRN &5 OHESE 8% Table 1 12777 (4.4
HBIOS51H) .

Table 1.  #E CrCL! 23 50 mL/min ##8 X AR AEBZICBITAHRHAE

RRYE DOTELH w7 EAOVL/TEN| BERE | BEARMN B®E5HIM
7 HLADORE

cIAI>? 2g05g 8 W[ = & 2 IR 5~14 A

BREREET cUTP 2g/05¢g S B = & 2 R 5~10 H *

HAP/VAP? 2g/05¢g 8 B = & 2 R 7~14 H

FREDEYLE DV 2g/05¢g 8 HFf = & 2 IRef] | B RGBT

INEBE L TWD M, L5

Z DEND B B MLE

TRFREREOR S5 2g/05¢ 8 HFf] = & 2 W[ | RRYYIE O BEAEEE, IR

BETOHRMET T A 72 & N EBE DGR

PPk T K 2 IRGE 23 13 KOS R #26E
253

I Cockeroft-Gault 20z L A HER CrCL
PERPEE DS EYYERBUCE S LTV D Z EBH L TV D Eidsbn 2 5E, A he=FY—1 LA
LTHWD,
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Table 1. H#HE CrCL!' 28 50 mL/min 28 2 2 ABE BT 3 #ERE

JRYE DFEXE w7 ATV L,/TEAN] BEEE | BEAER BEHR
72 ADOHE

3 7T ABMEEPEMERBUCEE LTS Z EBNHA L CW A RN 5E, 7T ABEEICR L
THRHEE LA L THWS

4 FPTR LRSI, Kﬁ@#mm&@&%n fe WU R D IKOB S MM 2 ELHE1RH 5,
5 14 HME B 2 AKKOFEARBRIZIEFICRON S,

CrCL 7350 mL/min/1.73 m> & 2 5 /NEEFIZ 175 5

HEFL CrCL 7% 50 mL/min/1.73 m? % i@ 2 5 /NEEBE BT 2 IR 5-OHELE & %4 Table 2 (TR
T G4 EBIOS1H) |

Table 2. HEE CrCL! A3 50 mL/min/1.73 m® 28 2. 5/NRBE IR 2 #HEHE

RRYMRE DFESE FERREE I EFOTASTEN | BERR | AR 55
2 LAORE"
cIAI?3
*720% 8 BEfE = & 2 R clAl : 5~14 A
A 50 mg/kg/12.5 mg/kg
BhBxEE 6 ﬁfﬁﬁ 18 K cUTI*: 5~14 H
cUTP A 2¢05¢g
713 8 IEfE = & 2 B
HAP/VAP :
HAP/VAP? 7~14 H
721 LTO : FEYYED
VAR I D[R JUER, W
P SE SN2 3~6 % H i . ASYON I E40)
N i a iE =
b % el 40 mg/kg/10 mg/kg | 8 Bif] & 2 R B R EOE L OOl
(LTO) TOht BHORERIC &
T PN Il 7 s
B2 X 2 R YE
2,3

I Schwartz bedside 0T & 2 HER CrCL

2 BRRMEE DS BYERFICE S LT D Z ERHIAL CW A b HA, A ha=F Y — L4t
LTHW3

3 U7 AR NERYYERBUCBE S L TWA Z LAV L T B EidBbn A GE, 7T ABMEREICR L
THYRPBEKR AL THNWS

4 R OR LRSI, Kﬁwﬁmmﬁﬁ&%m fe< MR RAEDOREEZELHENH D,

5 14 HME B 2 ARKOEARBIZIEFICRON S,

6 3~6 5 AR O/NEBEICB T AR OMEARBIIRSND (52 HSMR) |

T RTEDULSTENTZ A4 | OBFELEREEAITHY, HERAREZE T X OV ARG ORIHES
WTW5 (6.6 HBM) |

PFIZER CONFIDENTIAL
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Rl 2R 4R
B

BEEICBIT D HERGIIARETHD (2HESMR) |

B rENE &
R DO RBHERERE E (HEF CrCL 7% 50 mL/min # 80 mL/min LA F) 2442 BE 2B 5 HEHE

FARETHD (52HEM)

HEFL CrCL 23 50 mL/min PA T OB THERE X2 A EFRET 2 Table 3 12" T 44 HB LW
52 HBH) |

CrCL 7350 mL/min LU T DIEN BN 517 5 /7

Table3.  #% CrCL!' % 50 mL/min A FORNBREIZRIT 2#HERE
FEHniE HHE CrCL I BN TERY e A AR
(mL/min) 2 hADHE M
IBIN 31~50 1g/025¢g 8 EfH = &
16~30 12 BRI &
6~15 0.75 g/0.1875 g I
MFENT &2 & e R AR 43 48 FEf = &
Cockeroft-Gault 2012 & A HER CrCL

1

2 HEREFE, BRI AMITICES 52EBR)
3 kT EVVABIOTEARZ Z LT, MEEHIICEVBRESEND QOHEBL OS2 HESR) , Mk H
WCAFIZ B GTD580%, MRS TRICERT D Z &,

f R TEUTVLSTERT AT 1 OFEREREEGAITHY, HEABETE T X UV LR ORITEDS

WTW3 (6.6

HZM) .

HEFL CrCL 7% 50 mL/min/1.73 m? DL F OFAEERED /NEBRE THERE S 2 A EE % Table 4 B &
W Table 5 12T 44 HEB IS5 2HEBR) |

CrCL 7550 mL/min/1.73 m? LL F D 2 Ll D/ 21T 5517 5 HH

Table4.  #E CrCL!' 7 50 mL/min/1.73 m2 LA FO/NRBEICB T 2 H#EFE
G2 e HH crCL vT7EVVL/ TR | BEHE | AR
(mL/min/1.73 m?) 2 hADFHE M
25 mg/kg/6.25 mg/kg
~ = H‘ :‘
2 ULE 18 31~50 {%ﬁ 8 By = &
BRI D/ Broo 8 - 2 W5
mm$%A 16~30 18.75 mg/kg/d.7 mghkg | 12 ¥ 2 &
e 6~15 PN 24 FEf T &
MR H % & e R R AN 4 3 0.75g/0.1875 g 48 IFfR = &

I Schwartz bedside =iz & 2 #E5 CrCL
2 HESEREY, EWERET T ARATICEE S 52 ESH)
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Table4.  HEE CrCL! 28 50 mL/min/1.73 m? L FO/NEBREFICBIT A HEAE

SEERE HH CcrCL vT7EIVL/TENRY | BERE | AR
(mL/min/1.73 m2) & LD
3 w7 EVVABIOTEARZ Z LT, MESEHIICEVBRESEND QOHEHBL OS2 HASMR) , Mk H
AR Z 53 25010, MRS THRICERT 52 &,

bR TEUVASTENTZ AT OFELEREAITH Y, HERAERIIE T X OV AR OIS
WTW5 (6.6 HBM) |

CrCL 7550 mL/min/1.73 m?> LL F D 2 jf 7/t n \d JBE1Z 5517 3 HH 2

Table 5. HEE CrCL! 23 50 mL/min/1.73 m2 L F /N REBE BT 2 HBRAE

FEHniE HHE CrCL I ECCLSTERIZ L | BE5ERE ¥ A BERS
(mL/min/1.73 m?) OHRE >

3f6?ﬂ 20 mg/kg/s mg/kg 8 I = L

B A
6 % H i~ 30 \

s 25 mg/kg/6.25 mg/kg 8 HEf = &

2 AT 2 R
3~6 7] 15 mg/ke/3.75 mg/ke 12 B = &

B A 16~30
6 » A~ .
\ . . R =
2 el 18.75 mg/kg/4.7 mg/kg 12 BFfI &

I Schwartz bedside ZCiZ X 2 #E%4 CrCL

2 MR, BRI AMITICES 52EBR)

3 kT EUVLS TR ZATA 1 OBELRRESAITHY, HIEAZETE 74 UV LB OHRIHES
WTW5 (6.6 HBM) |

CrCL 2% 16 mL/min/1.73 m? AJifi D 2 AN O/NEEF THIE S h 2 L - HEIC>W»W T, +4
IR RIT AR,

Vik: 1

IFREfEE 2 A3 5 E8F BT 2 HERESIIAETH L 52 HSH) .

I

3 Him R O/NREE BT 2 AR ORZ 2R TOEMMETHL L T b T, T—X3Ebh
TR,

B5I5ik

RN $ 5-

AHANL, 120 3 THREHEIC XV BOREAERZREG TS (6.6 HEH) |
B GRIOARF OEMRR LOMIRTEL, 6.6 HASZRDZ &,
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4.3. 25

BRI £720% 6.1 TEIZEEHE L 72 UINFI O W hN %3 2 B HUE,
Y77 v AR CRBUE I T 5 W EUE,

ZOMDOFEED B-T7 7 # LRPIEIK (= VU R, T/ NT X LR, DN RLRRE)
WXt A EEOBRBBUE (77 4 7 F > —t, BEORERISRY) |

4.4. B REEB I OER LOBRE
M BEURE S
HECTRECICESZ &L OMBUESRISD BT DN H D Q3 HB L4 HSH) |

EWHEUEROSRIEBL LT2GE, AFloRGE2EBICHIEL, #URRAHELZRG 205
7200,

WEIESOSAET L, 7 —=REBRR (OFBEEZEICE 2 WREMED H 5 7 L L — O S E)
IRiEHE, 4.8 THZM) ICE S TZEGIRRE STV 5D,

KRN OG- 2B AR, BEICET7HZ VL, 77 a AR UROMOBIEIEE 72134t
DOFEAD B-T 7 # LRI TR T 2 BUESOS OB OF AR T 52 &, X=2 U~
B, F NI B BRETILH AR AT DY 5 B TR G eV O O BEAE I % AT
LEEAR 2B ET D5 EITEETOLERD D,

Clostridioides difficile \Z B4 2 T i

YT BTV LST N X ADOEH-T Clostridioides difficile \ZB#E 325 FHRINME SN TEY,
FREEIIRE NS EMEENT LD LR D[RR B 5, AR OBGH £ 721 THGZ I TR
ROLNTRETIE, ZOBKEBETDHZ L G8HSBM) , AFIOELHH L IO

Clostridioides difficile \Z b LT 1RE 2 Matd 2 2 &, IRENEEh 2 Ml F 23K 2 & 5 L7an 2

o

N~

P PR RE P

YT H UV ABIOT BT X AR SPRE S D 70, BT ORISR
THZL W2HEZM) , BRERELZATLIEAETE 7 XV VLA ZHETTICKREG LI L &,
MREAAORRBE (REk, A7 m—X A, I TANAERIRE, 8, E, SR

&) BEHTE SN T 5,

BEREREE A AT HBE TIL, R CGCL 2FEIRLS =4 ) 795 Z LNt n s, B
IZ X - T, BRUBGUEDOIBRFAIMNC, M7 V7 F =S < HEE CrCL 2RI AT T 5
AHREVEDN B Do
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B aEtt

FHEOT T 7 m AR URFIEES OB REL AT 284 (7 70 2 FRAEEE
TATBARFRE (T ek I Fel) 2ate] 200 &, BREBICERE L KT et
N5,

HHEGLZ a7 ) 3B (DAGT £7213 7 — 2238 oo =V g o Lm0 BLE
By A7

BT HEOULS TN ZLAOBRIE, BHEHLZ e T Y R (DAGT £70137 — 2 ZHER)
BitEE 295 2 ER3BH Y, MKORZAEBEERBRICTH LY, SAFE R mEE i %
SIS LT rH L5 4.8 HSHM) | HRHERTIX, AAlEEGHO-BFEIZ DAGT O
trarAN—Ta UREHEETRD LN (RN—R T A VR — A AR T, JEERA
BEORBRZ D &b 1 HZTEEFICBTA2FEIHERBREAETOEra L =T g VROHE
EHEIPHIE 3.2%~20.8%) , 52 DAGT Btz & L7 B8 TRl O -IXER O Hive o
oo L2L72R D, WlMEE s AKI b & B U CHRBLT 2 a2 BRIV 5 Z &3 T&E 2
W, ABNOF G R F 23R G HICEMNARR LTZBE IOV TE, ZOrREEEZRET D205
N D,

BRR 7 — 2 DR

AR OREREZER L OB 23 8k1%, cIAl, cUTIHB L OHAP (VAP &5 te) Z x5t
Gl L CEmBINTWD,

JENNEL5 1T S PPNV IR

Al Z BT HEEZMNRE L2 >ORBRTIE, ER2Wis (42%) TR EEALE-I13RE
S Ch o7, % 87%DHEIL APACHE L 2 2 723 10 LLF, 4%DHEF 1T N—RF 1 I
ICHEIMIEDNZRD STz, AFlE A o= —LOPEEE%IZ 2.1% (857 il 18 i) D HBE MBI
CL, AaXRAOEEHIZ 1.4% (863 il 12 #i) OBFENFLT LT,

N—2F A IFOD CrCL A¥ 30~50 mL/min OFFHEHITIX, AAIE A b=V — L OFEERZIT
16.7% (54 B 9 i) DBHENIFEL L, A XKLOFEEHKIT 6.8% (59 BIH 4 f51]) DFEF DI
L L7, CrCL 23 30~50 mL/min O #EH X, BUEZOFMOEROBE THO O TV A HEEH &
FVERVWHE TR 2T T,

JENNZF5 1T S PEHEE IR BRI R i

cUTI 28T HBEZ G E L= 2 >ORERTIE, 1091 il 381 7l (34.9%) DHEFE THAAN
FRICBE BB R A ED ) cUTI 23320 B, 710 1] (65.1%) THLAANRFIZ AMEB LB R 1R
HHNT (mMITT 2£H) . & 81 Bl cUTI B (7.4%) TR—R T A URRCHEIMAEDFRO B4
77
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AN 1T B BEPIIR (N TIFRZE BN & & 1)

e PN i 2¢ %ﬁ#é$%%ﬁ%&btlo@ﬁ%fi 808 f5ilth 280 il (34.7%) (Z_X—A T A v
BRI VAP 25388 H A1, 808 511 40 7] (5%) ICHIMIEDNNZRD H LT,

BRI DIR 5 41 5 BE

TEREEIRE DR SN D IFANE S T AR I LD YYEZ BT 5 BEDOIRREZH N E Lzt
RIODNSTENRTZLADOFERIZ, B2V AEMBEOFHRBRBLI N 72O VL ST
ENT B AOIEYENRE — )OO IZE SV TS (5.1 TEEBK) |

Y IEDOVL ST ENRTZLDHEANT FL

Y7L, KRESD T T AGTERE R L ORI L TETIE & A ETEER VWD, 4
SHEMEDR 720y G2 B X OS5I HESM) . 200 OFRFEENRYGUERBUCES L Tnb Z &R
HEA L CWA EidEbNnN 256, MoiEEAHEHT Z &,

T ENRT B LDREART VTR, B 72OV A ERE T H% L OfEE (Ambler 23 ¥ED 7
TAAZRTHP-F774~—PBIOIFACITETDHB-TF74~—ERE) NEEND, T
ENTH ML, VT ABORE (A¥uB-TF 7 X~v—18) ZHELR2NED, £Z< DI T AD
DOEEFRZAET L Z LXTE Ry (51ESBR) |

FER MR

AF 2 IR G 0 LI MER (BERE, B, l) DERFEHEET O AREERH D, A
DG FWrRCZ OO 2GR ZT 255010 %,

BRI R A~ D U5

Y7V AT, RIS @R TTE (N2 T 47 ME, Y=V Tk 7=
TXF)L$6L,%%@@ﬁ%%é@éﬁ%@ﬁ%éot7&99A@,%%%Kié%%
BT T L2,

T r U v LEEGHIER

AFNL, 1234 7 A2, WHO BHELET H AN ORK 1 HEIE RDD) THH T M) U Ah2g
D 713%THE 58 146 mg DF F U U AEEHT D,

AR DOEK 1 BHETIE, WHO 2MESET 25K 1 HEIRED 2%ICFHY3+5F M) v A2 EH
T5, KANL, TRV OLAEAENSZNEEZOND, T U U AOERGIRDOH 5 BHEITAK
K54T35I ETINERD S,

AFNEZT P DA GABRICLEDFRBARETH D0 (6.6 THEM) , FRICHWSHEAIE,
NTOEIYEN S ORFT MY UL AEEZKE X THRHFTTLZ &,
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R

BEIZ 3~12 » AlRm o/ NERFE TIE, BERGOEBENY 271355, HEEEEHT D
X, EETAHIVNERH D 49HEBLO6.6 THERR) |

4.5. D EXKT L OMEERB X OZE MDD E/ER

TENRT X2 AKX, invitro ICBWT T U AR—F—TH 5 OATI BLOOAT3 DHEETH 5,
INHD T U AR—EZ X, KIS DT BT Z NOREEI 2B AT B % Al BE
WD D70, PR ELEZ KT, T axxT K (587172 OAT fEHL) 1X, invitro 2388\ T
Z DY A E 56%~T0%FHET 5720, T ENRY X LAOWMIITHEL KITT A REMERH 5,
TERTZLE TRy ROMAAAERIZET 2ERBRITEmR L Thiniey, 77 %
L& T2y ROMFHIFHELRE S 2,

T ENY B AL, invitro [IZBWTY R 1 A PASO ICKT L LWHFEIER A RS e ol 7
ENT BZNEETH Y AL, invitro IZBWTERR THEE SN ARE T, ¥ F7 v A P450 fiEE
REFHE L holr, TERZEZ AL T XV AL, WK THEEISNAREREOHFET, 13
RBELIFIF T U AR—=FZ—Z2AE LRV, 2O OMEZN LA AEER O ATREM: I
BnWEEZHND,

BR T —ZnbiE, B 72V AT ERIZLOBBIONE T EZIVL/  TENRTZLE R
fa=xY— & OB THAEMERIZRNZ ERRENTND,

< DDA EH

EMHEOE 7 7o AR URHFIEEL LOEBEEL AT 23A [T 7V a2y FRIUEEE
XA RRE (eI Fel) 2ate] 200 &, BREBICERE L KT et
NHo (44HZH)

ruaIs A7 z=a— L%, inviro lIZBWTE 72V ABLIOZEOMOE T 70 AR U RBT
EEIZHETUER 273, ZOMADHERMIERIIAATHLD, /e b7 c=a3—/Ldin
Vivo ICBW CHEHIHWER 2R/ REMER H D Z &6, R LAV &)

6. ZHREE, MEHRIS L UMRHL
b

72UV LAOMPERERTIL, EIR, MRIBORA, oE T AR OIEEITE L T
B E 72 ITEEN LB BIIR S TRy, TENY 5A@@J%niﬁ5ﬁf i, ABIEENEDGED D
NI, TR OFT IR otz (53 HEM)

EARTRI, RN T ¢y FBEBER R ) 27 % FERIZBEAICRBO 7200/ T ENR
IR REHRHTHZ L,
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Y72V NE, TP ERBITTS, TEARZ X ARE EAHTFICBITT A0 E 9 T
AATH D, FANR IR T DU A7 3HERTE v, RIS K D 8AER AR A~D =3
T4y N ERIBICK DRI A~DORIT 4 FEME LD 2T, BILEFRIET S0, BT X
VLS TENRTZ ARG ERIET AT 2 MERS D,

X AaE

B TEVVLSTENTZLNZEDZRESOEEILE MIBWTHRF SN TWARY, BT X
DY LD D DT —ZIE SN TWARY, T EARY X LAOEMRER T, ZHEEIC
L CHEEZE I RIN TV B3HEBHR) |

4.7. BB X OEARERIERE~D

AR OEE#IL, EE L RVERANECLAREENRS Y (FEMED E 0 d) |, ZUc Xy
HHRES X OB ERBIC BN R SFTREER H 5 (48 THESH) |

4.8. ZFE L 2WEHA

BT e 7 7 AV OEH)

HE2 B LOE 3D 7 >OERRBRICIBNT, 2024 FlORNEZ BAR OB 251F7-, =
REWER (RFIOEE 2212 BE D 5%LLEICRR) 1%, E#E7 — L ARG, BELBIO
THITH o7, BLBLIOTHIL, IZEAEPREEAIITEECTH -,

RIEH DEEER R

T E VTV LAORMBGR LU (F7203) AAIOF 2 HRERE LU 3 HABRIC BV TR &
NIZRWERNZLLT OB Y Th 5, FBHER X OSBRI EEM 20 LTz, JBLHE
EoHT 2V —i%, BIEME7I3ERIICERD H 5 TREMED & 2 MR A E S 7 12DV T
BY, UTOHANIGE- TEFR LT,

Very common (10 5 1 LA 1)

Common (100 5+ 1 BILA E 10 Bl 1 fi7)
Uncommon (1000 5l 1 FILL_E 100 619 1 FiIATH)
Rare (10,000 51 1 #5241 1000 i+ 1 i)
Very rare (10,000 fFiH 1 51 A35)

ARH (FIHATREZR T — & I D HEEARHR)

Table 6. & 'EBIKXERIRIVEM ORBSAEE
FEBIRSEE | Very common Common Uncommon Very rare A
JRYLE RS KO T vV HNE 7oA RY
A BUE (S pziniE TAFTAT

7Y HE, R T 4T 4

AlEn oz | IV RBR

iE & @ de)
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Table 6.

SERIRSERIBIER ORBRE

B AIRSE

Very common

Common

Uncommon

Very rare

R

] ON S

Mfigds Lot
U 2R E

HEET — A
AR BE

B P BREE e
i /N INE
i RIS

T R BRI IE
A 1 Bk i

U o REREE N
JiE

SR BRIE

e afn MR

TF7 4%
> — & ia

i
ec
=

FEMED v

o — = A
B o

!
&5
A

-

T HEE SR B

w
T

_N

To=7 2
S NT R
77—t
mn

T AINTG X
M7/ h
FUAT
7 —BHIm

A7 iy
AT 7 B —
BHIM

-7 E Ik
FUAT =
7 —EH#hn

i LR A K
N

PH

P& % L O
TR e i

ZRINITRZ /NS

7
Z

‘-LH
St

e S

AN
3

5 FEdiE

hERE IR Rk
e E

AT 4 =T
A eTg v

VU SEAERE
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Table 6.  #5'EBIRSEHIBIVEM OFEBIAE

FHEBIKRSEE | Very common Common Uncommon Very rare A
2 IALBE
IINERE
LFERER N &
BEER % 1
2 FW RS
(DRESS)
B3 K OUREK 7 L F | R R
b =AM R
1 PR SR EE N
AP EE
— % - EErkE TEAHBAL AR
FERLOESE
EBAL DR AE TEAFBAL SRR
%%
JEEL

* o HIRERICHRRE S AT BIER
T VIR =SS D SR B RE R

INRBEICBIT DA, 2 oORBRTAR O L 25177 61 D cIAL BE (3 m~18 A
i) BLOV6THID cUTHEFE (3 » A~ 18 mikiii) O3 bz et T — #1255 X5l
L7z, &KL LT, 2o 128 FlO/NREFICE T A LZE2MET a7 7 AV, cdAIB LW
UTI BT DM ANEBETROONTZHDLREETH -T2,

BIER S B DS

AFNAGRLICRWEA NGO DIERI 2 MET D Z L IXEETH D, LI L > TAFI DR
T4y R URIRGUADE=Z Y T hMiT D2 ENTE 5, BWEANSEDONAGEIC
WA VIOR LTEEORE VAT 22 W THRET 5 K 9 EREEHR ITRET 5,

4.9. BEER S5
Y IEDVLSTENRTZLOBERGICLY, ¥ 7 XY AR E T DR S E
(BME, Fei, FHEZe L&) ICED AR H 5,

MBS £ 7 XEESIC L0 IET 7 ¥ PP ABEME T T2 AEMRH 5, 4 R oIk
BT TT BT X LD 55%NBREIN5,
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2020 48 12 HYGET GB 1RO

HIVINR R AZRINEYE BF|

B & EERAE
AR - 3 £

BAERA

FINIBA)(® for Intravenous Drip Infusion/Kits

VibrEAi ST
T =) w2 X amistmA0.25¢
I =)\ X sak A 058

A RURRA

T4 =) WD X4y HiE#EH 0258

) EE-IEMEOUSZCLIVFENTH I &

HARRHE R b 0 B S
876139
SUTEHES 0. 25¢ | mURERE 0. 5g
RIRFS | 22300AMX00576000 | 22300AMX00625000
WRoehila 200549 A 2011 4E 11 A
F v bR
KREE | 22300AMX00577000
WFe bt 2006 4 6 A
@) sHioNoGI

Het]

2. B2 (ROBHEICIIEES LN L)
2.1 AFIORS I UBBEOMEREOH 5 8BE [9.1.15

2.2 )V 7afEF bU Y sEEESHOEE [10.1 2]

3. HARK - MK
3.1 #ARk
Wi 4 TAZINY T A TAZNY T A | TNy I XFy k
I SR 0. 25g | JMETE 0.5g | B 0. 25g
1 i 1 i EAN
HAIERS | KUK LARY | KU RFLKRS | KU A3 A KR
0.25¢ (J1fi) 0.5g (i) 0.25¢ (J11)
3.2 BAIDOMERK
W4, TN TR TAZINY I A | T ZNy I AFy b
- ST 0. 25g | IR 0.5g | AUMESTEN 0. 25g 1
P~ B8 1168 | 11~ B0 11 6| 1 B~ B 8 1 R O
PEIR - #IT | O RAE OB T|ORERIEOHR TR DMK TH 5.,
BB, GEHHED (BB GEHFED | GESHED
4.5~6.0 4.5~6.0 4.5~6.0
pH 10mg (J7fff) /mL | 10mg (J7ff) /mL | 2.5mg (Jyffi) /mL
K IR AR L
BB %1 %1 %1
(EE AW | 2. 5ng (J1ffi) /mL| 5Smg (F7{fi) /mL 2.5mg (i) /mL
1KY B ) B e d A A A b
T _ -~ EAN
IR I o A0 e e 100mL,
I DDTIAF v U RIBICHEREZ T T, LSICHAL TSI Mk
[ AW LT |
4. BhEE - IR
GBS ETE)

RURRAICBEEDT RUKERE. L UKERE. MXBKE. 5
BERE (703 vAhR-T7x29L%FKBR<). E2E5
(FZUNAZ) - hoZ—UR, KBE. > bONIF—E.
SVTIISRE IFTANSI—R. ZFTRE. 7ATUR
B. BEWART - BANAZ— JOETFUCTRE. AV T7IVITY
YHE. BRE. 7RO —F. RTMA MLV T MOV AR
B. NoTOA4TRE. TVERTIE
GEIGIE)
BOIMAE, BERMEOWNIESR, RIEMERERRERE, ) /XE - U /X
iR, M5 - MERUOFMEIZEO RS, S8hix. BRI
BB - REER. RHkR (RUFAERX. RUBEREZS0). A
FhlERE. BERD. 1BMEMRIRESRE D TR, EMMERR. BE
BR. BIIRR (BME. 1BMHE). BREGR EIEAR). &
Mo, RIENERE. BERX. BEERX KRS FEARE 73
fHESX. FTEEREEEMA. LRMEHER. RERE AERXR
(BEEEEZE80). BRAL (BREAXE2E0). PEX. BERE

WOBER, AR

(OV)

5. %hEE - MRICEET B ER
(MRZE - HREER. RHkR (RHYLEEXR.
HR)
A EECMEAOFS &) VESRL, FIHRKS OB
Tz L7z BT AFIOREGNEY) & S NS HBEITRET
5T &,

6. Aix- A=

WHEL. RAIERURRAELTIEO0.258 Orff)) Z=1H 2
E 3 ElL 30 A BT TGS B,

B, AEE - ERITON U TEEIEE T 275, BE - HATHRYE
i, LE0.5g (M) 2 1 H 3 [R5 L, BT &4k X
NDZHAITHED 1HEELTL0g (i), 1 HEEL T3 0g
i) £THETES,

WHEL. NRIERURRAELTIE 20mg Jiffi) /kg 2 1 H 3
|, 30 /3 BA B TliiiiET %,

7B, AEM - ERITS U THEEEE T 2%, HE - A THRGYE
IV, 1 40mg (JIffi) /kg ECHBTHIENTES, 7272
L. %580 R 1L 0g (Iff)) £TET 5.

7. R - ARICEET % FE

7.1 BHGEEEREAORGITHL T, FTEZHRICHRSRZH
b &, [9.2. 1, 16.6. 1 ]

BHHEEE#H O | B G RICHET 2 Cer 1o 1 5RO HE

RUARREEZST). F

Cer ERAEEHH (T0=Cer) O | B G- RICHIST 5 1 055 Ui
(mL/min) | 0.25gX2 [\ | 0.25gX3 [A] 0. 5g X3 [A] 1. 0g X3 [A]
50=Ccr<70 0. 25gX2 [a] | 0. 25gX2~3 [A] | 0.5gX2~3 [A] | 1. 0gX2 [@*!

0. 25g X3 [A]
30=Ccr<s . 208 X . 98X
30=Ccr<50 0. 25g X2 [A] Vi 0. 522 il 0. 5g X3 [A]
Cer<<30 0. 25g X 2 [a]*2 0. 25g X 3 [a]*2

Cer: Z L7 FZ2OUT TR
X1 1L 0g X3 [HHE G ITET 2 T EAEEL W,
X2 KAEBETIRLLMEICHEL, HEIREGTL L,

7.2 AHIOMMITHEL Tld, Be5HIR% 3 HZHZ & L CHEICH
BeGIBEPHE L, FehHh I3 X 0 #EY R MmANC I DA S
NREPWERZ2FTD T &

8. BEELEFNIR

8.1 AFDHERICHI=> TR, MHEEOFEBEH 2 <7z, A&
U CTRZIEZRERE L. SN OB B s i/ NR O B O #5512
LEDD I L,

8.2 AANCKD avl, YF T4 7F > —DREZHFEITTHT
EDHENIBNDOT, ROFEEZED L. [11L 1L 1 2H]

8.2.1 EANICBAEFIIOWTHARMB 2T 2 &, b, hidk
WEHICK DY LIVF—BIn IR 2 2 &

8.2.2 HEITHEL TR, L9 a v /BTN 2HBNEDEND
ez L TH T &,
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TARBEETD Z L, BT, REMMERISEERBETS
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R, AR ES O PIRMRERAVE Z DT, [1L 1.8 &
sy

(Fv MEBHEERO0.25) (EEBRIERICEAT 5EE)
9.1.5 DiF. BERBREERZTOHZEE

T RU T ADET R OIERINER 21T 2 &0 o ORI &EzE M,
U ERDVELT B BENBH S,
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18]
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9.7 NRE

R H A fR Y
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[11. 1. 3 ZHd]
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9.8.2 E¥ X UK RZICKAHIMBEMRAD 50D I ENDH D,

10. #HEER
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PR R RIEIR - FEiE A5 1% P - fEBRAT
VAVIAwasl: &all NURVEN NV T O O ifn R EE DMK | BT R B T H
FNNT e NV V% | FL. TADADFREIENHE | 5.
[2.2 Z] HKIT2BTNDH 5,
1. BIfERA

ROBWERDSH 5ONDZENHBDT, BRE TSIV, B
HONRD NG E IS E2PIET 27 MU LEETTS
&

1.1 EXZENWER

M1 2avy WEEAR)., 7F745F2— 0. 15K
AR, ONEER WS, e 3 J5R BEErs o b
NeHE3EsEERIEL, BULLAEEZTS L, (8.2
iy

1. 1.2 BEREMEREBR (0. 1~ 1%

TAREMERIG RS D MAE 2 > BERRIBRADND 5bND LMD
5OT, 8. BEO FHAD S bNZGEICIEB IR Z2H
IEd 570 U ILE =TS 2 &,

11.1.3 FRESREREE (0. I~ 1%RiEE) . BE (0. 1%ARHE)
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1.1.4 2HBEE 0. [~ 15RHT
AHERESFOHERELRERENSGSDODNDIIENDH D,
]

.15 GAMBRGEAAE (0. 19ARME) . BMBERIIRE WEAH)., A
mEkEA 0. 1A . m/MRED (0. 1~1%RET), AltE
o CHEEAR)

(8. 6 2]

11.1.6 REMREIEFERMEA (Toxic Epidermal Necrolysis :
TEN) (BEEEARH]). HEHERERE (Stevens-Johnson fEf&
) GHEEARH)

(8.3 &)

.07 EEMRR 0. 15AE)

FEEL, Wk, WIS O B R0 5 N H A ITIIES T e
X A G KL, MEEMRNEDN 255132 H
IEU. RIBEERERIVEROHREFOEYSANEZTTD T &,

11.1.8 fE8 (0. 1~ %R, BHEE (EEARH)

R, EHEREESORRMERN D SDNE ZENDH 5,
[9.1.4, 9.2.1, 9.2.2 %]
1.2 ZOOEIER

[8.5%

MR WL | 0 5~5ukiE | 0. 5%kl A
o P T, B %
HEGE . RS

WU ER D | 2GR Bk
ifii /N BB 2L |/ ANEBZDOE >
.A WEHIEE M. AT RS
e IS N
IR, P
%
AST B 5. |LDH E5. Al-
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L kR
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FRENBEEE | S%PLE

0. 5~5 A

0. S%A

BHEEA I

b

i

N T RS
Buk. Mo, £k
Rfit

R PR R

LUk, fiik

5 AU

HN%. oo
Rk

e3>
RZIE

EY I BEERZ
HER (GE% AN
%K. BEAR. A

EYICEKRZ
FER (78 bk
o> E >IfiE.

A T Hi I 5 55)

JIRTR RN
i

9. R 1
TO., EFHERAL ML
EyE, T R

[QIIRE R RIRV AR
Mmig> hU oA,
Mmiro—)) &

Z DAt

1) BERFEHRRE DM RICEED <

12. BFRBRERRICRITHE

121 T AT — T RIGEBR X2 T 1 7 biddE, 72—V > Vit
IZ KB REMAETIIMBEEE 2T 22 L0355,

12.2 B — A ARBGHEZRET 5 2 015 5.

12.3 wOBY ) =7 U RETIHBEEZETZE0H 5,

14 BRLOIFE

14.1 EFRRFOEE
(BIF$£58)

14. 1.1 HHBILESCMCHERTZ 2 L. b, DOEETHRES
WHEETLEETHHREMBERIOBM UGS, EiRAEEFET
V8 EERILAPNIC, YRR A7 TLE 24 BERILAPNICHE R 5 2 &,
[20. 1 28]

(SiEEHER 0. 252, SEEHER 0. 58)

14.1.2 3@%. AEAEK 1000l Z2HNWT, X<EEL THEMRT 5.
ESRKISIEENSREE RS R NEOFHLANT &, £z, L
SATFAURKOL YRAFUEEDTY IV BUAERAET S L.
FELLNAMEFT25DT, BALRBNT &,

14.1.3 0. 25g BHK| 1 iz F ok WANICAM L2 0ERER
14 1I1ZTRT Y,

11 ErEREH & OB A 2k
[ HEE %)
E4yii i &5 S MFMIRIETE | 24 BERIfR1EE
KGR 5% 100mL 97 90
KNI =ik 500mL 96 91
KN3 ¥k 500mL 95 88
70T N 500mL 97 92
1 — > D iR 500mL 96 90
F Uy ME % 300mL 98 94
T PF =) 3 B 500mL 95 85
PR Al 500mL 93 79
K& a—)) R ik 500mL 93 80

T AIMEIC S 2R FR () THFRR, WIER 5 HPLC
TRIFGEME 2 25°C

(Fv b=BERER 0. 25¢)

14.1. 4 R (A RAEFAER) Moz F THL CThREEZHES
. BIIEMHER 7 242 0 U L CHAI 2 58 2 IR T 5.
GEL WIBMHFEICDOWTIE, Fv MNEBOAZER T N—2 —
MR OB MERE L E RO Z &)

14.1.5 RIS L THA LW T &,

14.2 BAREEBOIE
REDRHEKDZIBLTOHLZEL THEATSHZ &,

16. EYENHE

16.1 IMERjEREE
flt Rk A B4 6 B112 0. 25¢ (Jiffi). 0.5g (Jiffi) &XUF 1. 0g
i) 7 30 301 THEIRTFEHFEL 2 & S 0MERE =X

TNy REBEER - Fv b (3)

16 112, FEMBE/N T A—FZ2X 16 LIRS, KEHRGTOR
WEIRBIIHEHR GG &I Z LA ELED S Iah o729,

(pg/mL)
80 —e— 1. 0g (Jyfif)
—o— 0.5g (J71ff)

6o b —v— 0. 25g (J7fi)
% CEHfE + R 22)
Lol
HE

20 H

0 i ) 5 1 5006 7 8 (o

R[]
16-1 Hi[al$e G Mg P (R A)

16 1 HEyEE/KT A —%
b o Cmax AUC 12 Ti2(B)
(g (Jifi)) (e g/mL) (4eg + hr/mL) (hr)
0. 25 6 18.1£1.9 20.26£3. 48 0.90+0. 08
0.5 6 33. 1£4.8 34.38+2.23 0.860. 04
1.0 6 63.0£5. 1 75.52£5.89 0.98+0. 09
(HIsEYE - bioassay) CE¥fE + fEHE(R )
16.3 9%

16.3.1 AT

KRG, BEETR. WML, MEARE. RCECE. W RITIRALR.
fEYE, BH3E, MERENBINR. TE - FEMER. BRI, 6l
K. HERSIE, MRk, hE B, tEA. A, BERA O
B sz 9,
16.3.2 FitHB1T

BRIy M M0 RUARZRA 2mg (JIi) /ke Z EIRHE S
U7z & & QAT RS REIREE I3 5 30 12 I IR 1T L 7=
25, RN BEIEE DRI 1/6 TH o729, [9. 6 BE]
16.3.3 EAKES

0.5g M) 1 H 2 [BIR 8% 555012 3 W) TERA 2 ik 1 THlE
U MmiEEEFEARIZK % TH o729,
16. 4 {55

ERBETEROXRTFY—Y 1IKLENEZRT D (in vitro ik
5.
16.5 HEft

F & U TRERMR S 8 K OIRME 5300 & D B S IRAICHRES
%, fEERR A B 6 112 0. 25¢ (). 0.5g (O1fii) KX 1. 0g

(i) 7 BEIRD S AE U 72 & = o R iRt gRIE, 58I B%
<. AW ETITREMARE L TR 5% BT 0% LERMHAE
L7eDAVR VR (R 2502 EK 905 THo7k Y,
16.6 HENDEREFT HEE
16.6. 1 BRERERE
(1) BESREREEBF 12 H11C 0. 25g JIff) 2 30 4370 1) T B [E]
FHEL 2 & &, BREOE T, s OWRAIELET 2
HEEAFED BN (F 16 2) V. [9.2.1 BH]

16 2 HEWEHENTA—F

Ccr. o Cmax AUCy 24 Ti2(B)
(mL/min) (rg/mL) (g - hr/mL) (hr)
50=Ccr<70 4 21.9£1.3 40. 55+5. 89 1. 98+0. 38
30=Ccr<50 6 21.2%4.6 48. 21+13. 41 2. 16%0. 32
Cer<<30 2 17.9 64. 31 3.56

Cer: L7y F2 U752 R
(I © bioassay, HPLC) CFEHfiE+ EEHE(R )
(2) fERER . BERERE E R E R MRS E O 92 Bl S5 h
72921 RA > S DISEFEREZEICDONWT, RHEEFEY RS MRT 2
127z, ARFNOEMEREITH T 2HERTL LT, BHERED
TR (Cer) OFENKREL, Cer IKINUEGEOFE NN E
TharrEzENEY,

®)



TAZNY O RRABEFER-Fv b )
Cer o 1 ARG REIEOBEHZER (1 HHZ0D D AIC) 2% 16 3
IZRd, [1.1, 9.2. 1 ]

%163 CerFlo 1 HEERIED 1 HHD D AU
GEsREE)

Cer I HEGEIED I HHZDDAUC (1g - hr/mL)

(mL/min) | 0. 25g X2 [a]|0. 25X 3 2] 0. 5g X 2 [a1{0. 5gX 3 [l | 1. 0gX 2 [a]| 1. 0g X 3 [A]

34.7 52.3 69. 4 104 139 209

=10
Cer=1051 ey 1y 5 |42, 7-60.3) | 6. 1-85.5) | (81, 4-120) | (113-172) | (170-256)

41.3 62.2 82.7 124 165 250

<(c 5
0SCer <05 oy 707y [ a7, 4-82.3) | 62, 9-110) | 95. 0-16%) | (126-218) | (191-331)

58.2 87.5 117 175 233 349

e
W=Cer<IO) 1y 56,00 | 67, 5-115) | 90. 3-158) | (135-220) | (181-308) | 271-459)

82.9 124 166 250 332 498

S <
=<0 61 s o1my |01, 3-176) | (122-235) | (182-346) | 246-472) | (368-700)

145 215 293 433 587 872

Cer<<30 | 05 9-969) | (141-397) | (189-518) | (285-798) | (375-1030) | 74-1580)

Cer: LY FZPUT IR
TE e (0% TRIGEIE) . REEFERAEIREARYT XS A — % (NONMEM ® %
HWTHEE) 2L Ialb—2a R
) MBS 6 #11C 0. 5g (Jffi) 2 1 BRI 2 U T B [a] 575 5
HUEE0MmEREEZK 16 210/, AEEE 2 FEE%,
5 A REMNT TBERT 2 2 S0 X0 MIRERT R EHOBH & & Hoig
L TAUCIE 48%ITIE R L7210 UREAF—4),

(pzg/nL)

100
—o— PGB IMMBGE T A I Nt
—o— PR IMIE T N

CE¥fil +AEHER )

AEEEEE

e

0 6 12 18 2 30 36 42 48 (0
i
[ 16-2 HEEHESHO Mg (s )

16.6.2 INREE
INEERE (2 5 A~135%) 99 FIlIC 20mg (J1ffi) /kg UKE 25kg
LA EVZ0.5g (1)) 7% 30 3LL b/ THlifE Lz & Z o
gEduE (190 R+ > ) 2F 16 31RT, £z, BEMHEY
FIREMMTAERICE DN THEE L= g H#ERE X 16 4107,
I, [9.7 B8]

(ug/mL)
60 -
50 A g
8
7 e
%f 30 Py
® Ge
05’60
10 ° ?0%%3%%"
0 0o ® %&&%’ BB 0 & Re00008
-1 0 1 2 3 4 5 6 ()
SRS T B E R
16-3 /N2 BT % ifn B 5 g
£ 16 4 /NRITHT 2R RERAEEE (1 H 3 =S
P h R P Cmax L H®7=0 D AUC
(g (J7fi) /ke) (1eg/mL) (4g + hr/mL)
20 99 30.5+2.6 140. 6£23. 1
7E 1 2 NONMEM ® % Fi Vs THEE
112 1 fRH 25kg LLRIZ 0. 5g (i)
CEE il + B (R )

@

16.6.3 SihE

fEREE ¥ (66~69 %) 6 #11C 0. 258 (Jiff) % 30 /A CTH
AR L & &, milhE TIRIEE IS XTI 28 5 03
FDSRIET B EAAGED 5ND B DD, Cmax ICHERAETHD
Nizmorz (E16 5 12, [9.8. 1 BH]

£ 16 5 FEYEEINTA—F
b5 Bk Cmax AUCy 21 Ti2(8)
(g (i) (e g/mL) (g - hr/mL) (hr)

i 0.25 6 17.5£2.5 25.72+4. 62 1.43+0. 19
Elas e 0.25 6 18.1+1.9 | 20.26+3.48% | 0.90+0. 08

7E D AUC) 12

(HIEYE © bioassay) (EEIl + (FEHE(R 22)

17. ERBRALE
17.1 BHURVRLHEICET 555

(A

17.1.1 ERE 1| ~ I 185 ER
RN DI ARSI fe O MM PR IS e R 2 i & L7258 1
HEF R T S MR 2 BB OV T AR S S H ML
Bk 2 B, SERYYEREEHRE LB I~THF—T> 5
NVt 13 @B GE 1T BaRRB) T, 1[E 0. 25~0. 5g (F1fi)
Z 1 H 2~3 [ UGkl RE0E 134 I Th . F2)
HRIZ 93.2% (684 ) Th-orz (FIT 1) 19,

17T 1 EEIRRAE
BB B B
i PR S @)
R, LB /11 100
VEAEVE R G IREGE, D) NG - U 2 NET R 19/19 100
SFHERISE I - A T ‘
Ol 20/22 90. 9
SR BRI | ARiZ. IR % 6/6 -
VR WIS - WIS Bk
MK 1B %6 . Bk e D
B &S e) . Wik, FfifE 299/326 91.7
W MK IR 55
O
RS eRE BT S, T
WiSTIRs Calbse. 184
). WLk @ Y| T
%)
TP W, I 53/% 913
0 - R |BgE%. k. T 22/21 9.7
ARSI | 15N, TETRE s
% TEBEEME
IFERE | |REER. B (I
BiEZ2E5D)., BAN% (& 15/15 100
Bk 1)
AR | E% 5/6 -
BEY - 19V R0k B O O e B
s 24/24 100

17.1.2 BRENEF —TF > S NIVt
RN DEJE « HIAETERYYERZ 2R E Uz LA 1L 0g Orff) 1
A3 mEFEGICEZENELNMA— 7> 7 X)Ll TRErI N
101 D55, ARFNLE L 0g Ciffi) | H 3 EHGSHESRS
FIE - HHATERGUERE T, N OAFIH T OH D IEE A 7l e
TSIE 2 AR U 7 K5 R RN PR =B T3 Bl &R0, %)
I T5.3% GBI Thorz (FIT 2 W15,
F17 2 EERERRE (1. 0g Ol 1 H 3 EHRE)

BB ARNBIE/ AR B | AR )
Wi EE 27/39 69. 2
[ifi %& 15/19 78.9
MERsEse. NEEPNES 12/14 85.7
FAl A D RIS 1/1 -




NGR)

17.1.3 ERENBA —T > 5 N)VatER
INED  RERGYERE AR 1 E 20mg (Hffi) /ke &2 1 H 2~
3 EHe ., SUFMLRRMEBAIR B E 2RI 1 [al 30 mg (J7il) /ke
HBHWEA0ng (fli) /kg 2 1 H 3 [m4%5 L 7= E N A A+ —
72T XV T O REFE R S E1E 100 H1TH D, ARhERIZ
97.0% 97T #) Thorz (FI73) 2,

1T 3 ERKAAE

g, ﬁfﬂﬁﬂﬁ/ﬁ?ﬁ a3
PEREEE SR BIE | (D)
B gE 5/5 -
U 2N - D) 2ONEIS 2/2 -
I i K i WA BH - MEEEH 4. R Bk &
O Bk JE B 28w bk & B 61/63 96. 8
A &) A%
PRI REGLAE RPN 11/11 100
(LR PERERR 28 6/6 1% -
Hafaeiddye | E % 8/8 -
PR - SN R A | SE RO D e B 5 B

T AFEAIT O A AT RE T do o 72 E BN 6 Flh 2 fITd . o> 4 il
3t 7w A RFUEWE & OB T OFER T 5.
18. EINEHE
18.1 {E AR
MEOMEEE SRR TH DR UHEGEAE (PBP) 1T
H L. MEoMEEESREFICXOPIHERZREL, ZOMEM
IFRENTH 5.
# T RERE TId PBPLIC, RS CIX PBP2, 312, KM T
13 PBP2 I W A BIFITE 2R U2 19 (i vitro 3B .
18.2 MEEA
HRMED T S LB, 75 LARERE I EKREREICH LT, 8
JRWHIEARY MLaA L, RSB IS L TRBEFED LN
RELRPEWEITHANBNE N 2ET 219 (in vitro i) .

19. BIEKSICEAT HEEFHHR
MEE AR @ KU AR LK
(Doripenem Hydrate) (JAN) [H/&]
[i%5 : DRPM
{b224 0 (4R, 5S,65) 6 [(IR) 1 Hydroxyethyl] 4 methyl 7
oxo 3 {(35,58 5 [(sulfamoylamino)methyl]
pyrrolidin 3 ylsulfanyl} 1 azabicyclo[3.2.0]hept
2 ene 2 carboxylic acid monohydrate
T2 1 CrsHzaNg06S2 « 20
S FE - 438,52
IR - B~ B AR FEDOM R TS 5.,
KIZRRETFITS <, AY /= JVITEITIZ< LK, ¥/ —
Vo (99.5) ITIiEEAERITIRN,
TR VIR A ITHEB A A ET25,
{bt =

* H,0

Al WA 2R S a0, (140°CLL ETRA ICETRT 5.)
SrEfRER 1 0.002 [1 A2 %/ —)L/K]

20. Bk EDEE
(BUFI£L58E)

20.1 ABERIERARBORE M
0. 25g BIHKN 1L F v 2B AT 100nL TR LE &
DEEEHR 20 1ITRY, [14. 1.1 &)

®)

T4 Ny I RARFFER-Fv b (5)

%20 1 /EH WA O ZENE
P
A i PRt SH#FW%;; ;?H#Fﬂﬁ%ﬁ?‘ﬁ
R ——

T MBI 2R R () THUR. MlER 5 TIPLC
(Fv b=EFER 0. 252)

20.2 WEHOREZRIFT S0, Az A T S48
FTHE LN &,

20.3 ROBEICIIMALBENWI &,

C HMSHTHHR L T D & X DBMIRATRI L T D & &,

- PREEDBRIBEATICEAIDEML T b L&,
CERINEBL TND EE0, EREMATNCERRNEAL TV
Lz,

22. A%
(74 =Ny U REiEEER 0. 252)
108 [0. 258 10]
(F4Z/N\y U REiEEER 0. 58)
103 [0. 5gXx10]
(Z4 =Ny RFy bRiFEFeER 0. 252)
10Fy b [1Fy ~ (HEAEEAER 1000l 258 X10]

23. FEXHEL
ekt k& &)

1) JEAE ST B R S R R R AE AR < DL E SR E R O F 5 &

2) FNERL: T ¢ 2Ny 7 A DR G ELE

3) HEHAIE N H AL A M. 2005:53:104 123
(200501276)

1) thNERE: EN/NE KRR 3 AR (2012/5/25 HKFEL
BEEE2.7.2.3, 2.5.4.3. 2.5.4.4) [202000084)

5) HEEPIEESKAE S,  FRALRER T A : A A LRk 2 MisE. 2005553
303 312 (200501272) & &Es 10 TRk

6) FEREER: Ty MBI SHH BT (2005/7/25 KGR,
BHIESE 2. 6. 4.4) [200501112)

T RN A B A LIRS
(200501279)

8) R EMIE A H AL ZEF L M. 2005:53:130 135
(200501278)

9) FENERL: RHEM SR BIREMNT (2011/4/22 &G,
2.7.2.3) (201100103)

10) #:NERE: MBI EBRF BT 2y Eae (2011/4/22 &R,
FHESERMIEEE 2.7, 2. 2) (201100104)

1D thNEZORE: EIN/NYE R 558 3 Mlak B CRAENRE) (2012/5/25 7K
B, EHESEERMEEE 2.7.2.2) (202000083)

12) B E D H AR B IE 2 MR, 2005:53:124 129

(200501277)

13) MWy RS S IEHEE T H AL BB TA R A MR, 2005;53:
157 168 (200501261) Z&E> 17 SCHk

14) thNZRL: ENG 3 Mt & - ik NAD (2011/4/22 %
W, HEEERMEEE 2.5.4.2, 2.5.4.3) (201100101)

15) fhNER: ENE 3 Ml (EHE - miRNFEESLY  (2011/4/
22 TRFE. HRESECRMESE 2.5.4.2, 2.5.4.3) (201100102)

16) FEA FRzI1E 0 H AL FEE A2 MGE. 2005;53:57 70
(200501281)

24, MEERERVCEOEDLEL
IR R A RS Sy —
F541 0045 KPR H o KEEET 3 TH 1 %8 5
HWaE 0120 956 734

HIE ERE

HEEHE

2005:53:92 95

HiRE BB



TNy REAFEEEER - Fv b (6)

FAX 06 6202 1541
https://www. shionogi. co. jp/med/

26. BERGTEES

26.1 SIEARSETT

R ST

KRB RIXEENT 3 TH 1 %85

FBX 24 ) ® : BREE



*20224F 4 AYGET B

Uz -2 ST

BRI - AT

AR LR EYERA

BARERA EFEAONRKRA A ARG he

FON D) =umr710.25g

BARERRIEES

876139

&R E S |21900AMX01780|21900AMX01781|21900AMX01782
R 55 B % 19954E 9 J 20014E 6 H

FON D =wmr 710059
Om ®
FON D smm%-10.5¢g

BRNEAR © 34F (TN A4 7 10.25/0.58)
24 (A % v +0.5g)

) HEE-PRAEOL I X W52 L

Meropen For I.V. Infusion

]

RER(ROBHFIBIRELBVWI L)
2.1 AHI DB R L BBE D BEEIED & 5 B#([9.1.12

2.2 N7 afgd ) AL o EFE[10.1504]

3. fERK - IR
3.1 #m
Wird | Ao LA 700,250 | AT ST A 710,58
5 INA TUHHBEABREL |15 POUHHRA BR324
TR | 1mimno.258 (i) KAI0.58 i)
WiFet | An~y %y F0.5g
5 T
FRIRTY |15 5 b A HJR A B Z L
KA 0.5g (J71i)
e A B A il 100mL
VARG (100mLHPHifLF k) % 2
0.9g%H)

3.2 RFIDHER

WG | ARV ANA 71 0.25g | An Xy i A 71 0.5g

il NA T

LERIN FH A~ DR E E DB R

724 | Ay iiEHY v R0.56g
¥ b

A (s T
HJRTESR A | = A H e B s
(FHRFIAAR - YA) (i)

pr o~ 8 (L D i M D B | SIS DR

(EZN *

AR AR OpH R NREEIIERD L B ) Th %,

LR ES pH BE K

0.25g (J71iffi) /100mL

0.5g (J74ifi) /100mL

Ta (i) /100mL 6.7~8.7 1

2g (J1fiii)/100mL

AP RIS 5 b

4. HBERIITHR
O—fREAFAE
CEETE)
AORKALICREED T R VIRERE. LY YIRERE. MXIKE.
BRERE. BEXE. €573 (TFYN\X3F) - h55-Y
A, KBE. > hANYS—E, VLTVISRE. TV7AN
J59—R. EZF7R. 7OTVRRE, JAETVYITRE. 1
YIZILIVHYHE, Ya—REFRE. BREA. N—JKILTY
7oK F NI TAATRE. 7LIKT IR
CGEEE)
BUmfE, REMRBRERIE. UV /NE - UV INEIR, HM5 - 3
SRUFMAZFORESR, IFRERS, S8R, B,
X (RREARREZS0). MR, MRE. R, SEER

_1_

BIRED RS, SRR, BRER. RRX, BEX,
EEX, FFIRE. FERRR, FERERLX. FTESHESEA.
{LIRMEREE R, RAX (ZRIRRZSV). FEL, BISER.
HERDOEER, R

OFREMEIFRIRF A IE

5. SEEX IS RICEET 2ER

(GhEEHIE)

5.1 ARHIB G EZ M DOMER DT A e o T e, RAIS
PG 3 H %2 HE& L L TARFN T 2 S22 38 L. AHIR
HHHIETH 20HW T2 2 &, nE, AHNEZERRD S
Nz wa, WL Il oREANCAT T2 2 L, [8.32]

(RHkx (RLARBRSZS ). FEX. BIBER)

5.2 Wit EREIERHO BE & V22 L, PRGSO 5%
TPE2 I L 7 BT, AR LAY LAl S B 84108
5952k,

(FBEIF PR AME)

5.3 AANX, LT D25tk % W7z THEGNIC R 5.9 2 2 &,
< 1M DR T38°CLL Lo F gk, XIXTRFRHIDL EFffE T %

37.5°CLA_E DB,
« I EREAS500/mm3 Kl D A, XU 1000/mm3 i T 500/
mm3 RICIRD T 2 Z E BTSN GE

5.4 MANDTA R4 v %2BH L, REBROERICTHD7%
BB FEOEAID b & T ARFID M AEY] & WX 12 5ER
IZOWTHOAREMT S &,

5.5 ARAIZGHTICMEESESOREZ FEET 2 2 &, RERD
IR U 7B &, AAE GO B 2 Wit 32 2 &,

5.6 AHIRG OBIBIHE O IEEE T H 2 hF rpBRE DS B ARG 45 T
T E WA I, AR5 % ki s L ClEET
2L,

5.7 UFhERE, FKEDNIEDSRD & NBA I, ARlOR G ]
IE2EETH L,

5.8 MG EL - FABEDIEREDFETDH 5 2 LRSI N
Pt R e By S d B N1 [T 1 25t S | o R RPN

6. BERUAE

(GhEESE)
ARADMHEAICERL Tk, BEGHAR‘IHEZHLE LTS Ik
B G- B HIE L, 5 1k X E & 0 b)) e fh i B b
BzsREpHHEIT) L,

(—ARRRFRE)
LR BRAE 26 AN D — R RERAE
WH, RAICIE A TR L E LT, 1HO0.5~1g(H11ff) % 2~3
[FHZAEIL ., 3045 BA L i CRiEMEd %, B, Hi - IR
IR U GRS % 23, EE - EEEEGE I, 1 1g ()
fili) # R E LT, 1 H3g(Jifili) £ THRmT 22 L TE S,
WE . ANIZE A e %A E LT, 1 H30~60mg (J1fii) /kg%
SENAEI L, 3043 B b o Tl 3 5, k. El - I
RIS U CGHEERI T 2 25, B - HEAREEYYE I, 1H
120mg (J1fili) /kg £ CHIR T 2 2 &N TES, 727 L. A
B2 1 Hie KHE3g(JIfil) # 2 2wZ & ET 5,
{LRRIEBERE 2
R, RAICIE A n R L E LT, 1T H6g(Jif) 2 31011z 45
L. 303D L THiERE T %, k. Fii - RIS <
HEHIET %,
WHL I A a2 A E LT, 1H 120mg (Vi) /kgZ 310]
WAEIL L 3043 LA B CRUMENE T 5., 2. Fl - R
JB U CGHERERT 2, 7272 L, BRAICE T 51 HAHE6g (1)
ZHAROVIEET S,

(FEMEIFRERRAME)




MH RAICIE A B2 L E LT, 1 H 3g(Jufii) % 3[aic 43
L. 3043 A s i T3 %,

WHL, ANICIE A r R4 E LT, 1 H 120mg (Jifli) /kg % 31a]
WEIL 3043 DA B W CREE T %, 2L, MAICE
21 HAE3g(OOfli) 2 A BV L ET 3,

1. BERUVAEICEET SFE

7.1 BHREEED H 2 BE TR, XEL2 BLICAH DR G5 %
OPe 50 Z T 2 722 £ BEDIREZ B L 2h3 o EfIC
BehH92 2k, [9.2, 16.6.1 2]
Cer*350mL/minkA N OB BHE e R () % G,
[k D H %

5.

5:4

Cer (mL/min) $EE, BERRE
26~50 1l& 72 Y D52 iR
1211 & & 14k 4
10~25 1[5 72 h O GARZ 1/212 it L
121RfH & & 1 5
<10 1ld 7 ) Ol 2 1/212 9805 L
241 2 L IS

XIVLT7F v IIVTTVA
7.2 MUBOENT HIC I, BT 7RI G35 2 L. [13.1 311

8. EELERNIEER
8.1 KAk %> avy, 7174 7F>—0RAEx2EFICT
HITE 2 HEDRODOT, ROMEE &5 L, [11.1.151H]
C HANCHEREE I LT RN EIT) 2 L, B, bk
WHHICX 27 VILX —ERBTHRT 2 2 &, [9.1.131H]
LI L T, BT a y ZECHT A RANED L b
Hfiz LTsL 2,
cBERRD oG TR E T, BB R LHOIREBICHRE,
T E Ty 2 &, B, BGDIRTER I3 EEE Bl
T,

8.2 54 3~5HH £ TIEHEFEORIMEM OFEBU T RIS
U IEIRDSFBLL 72 & S &, fliflc bl b # 2 2 7 £b) 24

EEHL 528, B, EMHIChz> T, 5l & ZHIE

FRERICTEE T 5 2 &, [11.1.7244]

3 RAIDMN & 72 > TE, TPER O FEBISE 2 B <7z 5l
LTI 2 MR L L B O TR b B 2 i/ NIR O SR o 4%

HizkEws L, [6.12H]

8.4 BEDRELSHW LT, LPL2ETHREAHO £ 4

Fl 2 L 723856, SCH BIAPIC S8 O BB ASEE 0 & 117w &
FITIE ABANCYI D 2 % % LY R AEZGEC S 2 L, kB,
MEGEREHIIC 72 > T, Bl THE SHIROSGESD S Wi L, 72
WERWoREG 27w L,

5 EFOIRESED S W L <. THH EIch - TAKIZ 5
T EAICIE, Z O 2 FRFIHAEIC L, 782 0 BB PG
B SOREMICHE L, BA L LS 3 fibkn
E,

.6 AST, ALTO EADH 5o D 2 L3H 5 DT, 1AM LL E
DERIZER L Tk, T IR 2 i 2 2 &,

T AR o S A R AR . BUEIF S, FREE R
B, PLIMERIA | SERERBRAE | VA MR, FImERIEA | /s
WD 3% btz 2 La3d 5 DT, EMIRICHRRT (B
AetAr, IFRSREM A, M) 2479 2 &, [11.1.2, 11.1.3,
11.1.8&1H]

8.

9 . RPFEDEREZEIZEEICHIIEE

9.1 AHE - BEESDHIEE

(BEIIE)

9.1.1 AIRRLR RZVIYVRREBE7 LRREYE
I UBBEEDBEEREDH 2 BE (72 L. FFITH UBEEE
DEFEEDH ZEBHICIHBELEVT L)

(2.1, 8.1%”]

9.1.2 FAXRHH. RHRICKEZHE. H#B. CAREZED7
LILF—ERERI UPTWEEEFTZIEE

9.1.3 BROENOFARABERIIIERORBOEE. 25IRRE
DEWNEH
€% I VKRZIERDH 5 b D 2 L03H 5,

9.1.4 TADLADEEREHZWIPREREEEETZEE
&%\%ﬁﬁ%%@#ﬂ@@ﬁ%ﬁt:b%?onUﬁﬁ
Het

(Fv L) EERIERICETZER)

9.1.5 D, BRBIREEEZTDHZEE
TRER M R 2 83 2 & 2 & DI Bl % 2, IR LT

L2BEZNDDH 5,
9.2 BREEREERE
(EFIE)
FREE, RO A o PR RE IR A5 2 D 9w, [7.1

_2_

11.1.6. 16.6.1 1]

(Fv M) (EERIERICET 3ER)
Koy, BT U A OEREIRGICH D R <L SRR LT
282NN D 5, [7.1, 16.6.1 2]

9.3 FFEEEZEEE

9.3.1 BEOHEEBRZEDHEE
IFERERE E AL 2 B2 3H 5, [11.1.320]

9.5 iR
I SARIEHR L T\ 2 a[BEE D & 2 o1k I i3 Lo A ik
DIEMMEZ BRI S LHB SN A BAICDOREETE L,

9.6 ®IE
B DB R RO A M2 R L. BRI ok
ik mEtT 5 2 b, b FRELPARAITT 2 2 LR

INTW32),

9.7 N
fRHAEARE, FrER2NRE L BRI FE L Tz
W, BN O/NRERRETCIE, BEOAST, ALT A% @)
HEINnTns,

9.8 EHAE

ROFITER L, RIS SRFEICHET 2% SLFD
WEZBIZE L 2036 HEHICKG 95 2 &,
CEPIREREDME T L T 3 2 E 3% CHIERIDFEBLL 30,
s B8 2 VKRZICK B HIMEIAD S 5 b s 2 EDD B,

10. tHE1EA
10.1 HAERBGALEBWZ &)
A4 % RPREIR - 57 | BRI - fabmiA 1
N 7a@Er by AR EDPERICED, BT IR E N
/N SV RIEDIMAFEEE | Twkny,
For v PETL, TADAD
Ny v RAEPFFT LD
Ny % bbb,
[2.221H]

11. BEFE
ROBEHDIH &b s 2 E23dH 5D T, BEEToITiTv,
BEPRD SN IGE IS 2P IRT % % EEY) 2 ALiE %

s -

iro 2 &,

11.1 EXLEIER

N.1.1 23y 9. 7F77147FV—(0F1d 0.1%A)
WP PR 3 ASERJRR TP S IR RS M, R, EFUS. FEIT.
BEERL. BT, U ARBSOMERD S &b
Feh ik L, sl R E%2179 2 &, [8.120H]

11.1.2 AHBEEEZE0EBELBEHEEREE (0.1%A1)

[8.7&M]

11.1.3 BURERF 2 (B AH) . FFEEEREE (0.1~5% A1) . EHE
(0.1%A:7i)
[8.7. 9.3.1&1]

11.1.4 BEMHXBAZOMIEERSEBRKER (0.1%A0)
GG, SEEID THIDH & b B Ic RE b Ic G 2tk d
%7 EY 2 E AT T k.

11.1.5 FIEMRA. PIEGEREE (30 d 0.1%AK1)

FEEN, DMK, PRWRDREE, TR, AR S 03 h & b
NreBaiciz gz mhib L, fIgRES Ve v HlO%RG50
W) R EZITH 2 &,

11.1.6 &2, SEESEOPEHBIER (0.1%A:1H)

[9.1.4, 9.250]

NI 7THEERKRERXRRMEBIE (Toxic Epidermal
Necrolysis:TEN) (0.1%A) . RS #hIEARAEIREF (Stevens-
JohnsonfEREE) HEEAHH)

[8.2%:M]

11.1.8 RMIERFA, MEBRIERAE, BMEB M (>3 1 b HEAR
1), BIMERFEA . IIMRES (V373 0.1%A0)
[8.721H]

11.1.9 MA@ MEERER A (5HEEAHH)

11.2 Z0OtDEIER

0.1~5% A5 0.1%A BAEEANHA
WE  |[FEE, FEEN U %/Vm% FLBE, 2 9 5. | B
M PERIERIR A | P BRI % ) v oSER

JBERIG % | I/
B A A3 B
%, R IILER I
B ~NESBE
> DY

W% KBRS . BBk
W% ~vbt2Uy b
Wb B SR




0.1~5% A 0.1%A i BEEEAH
JH- i AST., ALT . |#HEH,. a2V YT AT 55—
LDH. ALP |¥{&TF
LAP, y-GTP,
EYLEY, R
vaey /-
LA N
e ik BUN, 7LV 7|RpBo-vA 20 rn
F=v o k5 ;Uymkﬁ\ﬁﬁa%
Mibas N W5, WEH:, HERE FRARIR
B fUE HNR, A v P FhE
[SP AN vy I VKR ZHEIR (K
RZHE 7a tbu v VI, 1
Mm%, €4 3 B
BERZIER (F 22, O
R, BIAR, w28 55)
Zofl gAY 7 LR, BRE AR S A4 7 e
& T RY Y AR, i — 2 2
AV LMET, CKER, | A%
FU )XY R
TEABLIE, L R
SLUEBEIN, PR S
(JAE, FI, WSS
giﬁ%ﬁ\lgbi/ﬁ?&ﬂ% F T O IRGAER B O IR % O Fi A D F I
54,

12. RRRERRICRIETHE

121 7RAT=7RKIGZES RXR27 4 7 FildE, 72— v 75k
HIZ X BIRBERE CIRBEEZ RT3 EBH 2D THEET
32 ¢&,

12.2 HEE 7 — L ARG Z 2T 2 L0320 THET S Z
&

12.3 o) ) — Ui TR BBtz 242283520 T
FEET22L,

13. BERS
13.1 Wi

AN IMAGENT X IF MR A X D ErE S 5, [7.221/]

14. BRAELDIER

14.1 FRARRKOER

(BHHE)

14.1.1 ARFAME, WRIZEGOD S M OEHE2 R 3225,
DIRIIARKI DN ININIEEEL 220,

14.1.2 EfR% eI T2 2 8, B, PUE2ETRE
AL T AATY . HIRAEBEERICAR L 254, il
PR TIZOIRFREIDAN IS, 5°CIAAE T IX 24RFRIDINIC T 3 %
L, [14.1.4%04)

U1 7))

14.1.3 i 0.25g~2.0g (JIfi) 24 7z D 100mLLA F o H Jaj A4 B fx
HORE SRR S 2, 722 L. HEEHRIZEIRIC R 5 2w o Tfff
HLZzwZ E,

14.1.4 EBEREDEASZEL
0.5g34 7IVEIFI % 25 £ 2°CTELIHICIAMR L7 L 3. A
FIDFEE I 2390% L %2 R L RIZ FTRDO EE D TH 5,
[14.1.2%0]

i A3 f?aéfﬁyj:nn%
90 % LA
4 B it L 7 I
(mL) (hr)
E=ii62w41d 10 6
100 24
5% 7" 1 7 BEESR 10 1
100 3
XYy FEF% 500 3
FBETSG % 500 3
TOF v MiE 200 6
10 % EL— 351k 500 6
KN3 S 200 3
500 6
V) & T 345 200+500 3
V) % =T 35Glififg 200 1
500 3
7 4 DA =)V 3R 500 6
INI T R 200 3
500 6
% 4 —Di 500 6
SNV U 500 3
A& 3 — LRIk 500 6

i i Tetr I
it 90% LA k%
A i 7 L 7
(mL) (hr)
F7T v IiE 250+500 6
7 77 v 7 Gl 500 3

(Fv )

14.1.5 Ao A AR 100mLIC CRARART 2,

14.2 EHHRSROER

(v k)

14.2.1 BHROWHEY ZBXZOHLE LTSI L,

15. ZDMDEFEE

15.1 ERERERAICED < 1B

15.1.1 {LIEMERII L D g <ld, EEOHAARBICL 2 60D
EH, BEYUDTFIICBAT LR T %5 2 L6, KEED P
HRGEIRDEERT LI EBHMENT WS,

15.2 FEERERFBRICE D < B

15.2.1 SO BHERBIC B WT, 7 v b o 14 HEFIRN &
LB TlE, 500mg/kgZ TN 1000mg/kg & & 12 E#EME 2 RE T
LETRIEED SN otz, H=2 4 ¥ DT HEEIRNE S
BT IE. 180mg/kg % TR 500mg/kg T #¢ 540 1o — 1k o JR
rREERIG VNG (ALP, y -GTP, NAG) D25 o s, %7
500mg/kg Tl IR FEF GO S iz,

15.2.2 v b D 3» HERPIE 20 #0308 1 B v T ASTHE
P EA23ME D 120mg/kg bl D5 TR Sit, 7, 6%
A R T IXAST R ONALT FF A3 o 240mg/kg Lo
BLGTRO 6,

16. EYERE

16.1 IMAREREE

16.1.1 BHEHRS
AR AT 3027 )R T L 72 85 DS EIRE R T X — & IZRED
EBDTH Y, BT IRIE RGO L THERR L 2299,
TR IS 81 2 EYEIRE 5 X — %

i aEA Ty Crax Tiz AUC CL{*1D CLr*2
(B1%0) (pg/mL) (hr) | (gg-hr/mL) | (L/hr) (L/hr)
0.25g (6451)% 15.8 0.98 16.3 16.27 9.60
0.5g (641 26.9 1.03 33.9 14.88 9.44
lg  (641)Y 53.1 1.02 58.0 17.46 10.50
28 (641 131 0.92 170 12.01 PEE 3

XD IMEIVTIVA K2)BEIIT TR
1000

[FNE s T+ B HEfR 22 (n=6) ]

307 KR

001 ———— T T T T 1

W] (hr)
AT B 5 R D IR e (f IR ) 9 D

16.1.2 RigRSE
fER A B O TR G R ORNEIE L GR & IZ LA L
[{%TdH b, ERMEZRD s kh oD,

16.3 2%
R0 LR D, A o 5 8 IR Y, i 10 105
W RIF BT R R L7,

16.5 HEtt
FEUTHE L DY, (HTRA K OV LRI YE HR 12 30
53 R R S IR F TR HRIR L R TS ]ICH
b 5T 60~65%Th b | NG R TR 61%10 T
Hote,

16.6 RHEDEREZFIIEE

16.6.1 BEEEEEEE
BHERE IR 0 &b 2 HRF 2 0.58% 3047 MUHENE L 72 5 A o3y BhkE
NIRXA=ZBREDELBDTHH, BHEEIET I VK~
PEIDHEE2ME T L2212, E 7, o B » T b RO ERIE 5
NTLB W) fE5 T, Kz SEEREEDH 2 BEIC#ET 2
Eé?M\ﬁéi\ﬁ%@ﬁ@ﬁ%&%%ﬁ%%f%%oﬁk92
2



BT O H 2 BEICE T 3 EYWE T X —5 12 . HEPR (HBIBA L)
Cer*1) Tisz AUC CL{*2) CLr*3%) BREH Bk (%)
(mL/min) () | (ugrhyml) | (L/hr) (L/hr) I - MR | s 19/20 (95.0)
=50 (4#i) 1.54 36.6 14.64 7.61 S HHA% 45 34/38  (89.5)
30~50 (4f5) 3.36 74.6 7.67 2.78 JFMES 5/9  (55.6)
=30 (50 5.00 186.8 2.99 0.92 i 89/113 (78.8)
XKD IVLTF =27 IV A K2 MUREIIT IV A X3) BT TV A I ABHEIE | FEAERR 19/20  (95.0)
R b e B [ . S B < S YR FrENESR 44/44  (100)
3 WS D B 2 BEIC B 1T 2 M TIES 5 A — e )
g%;ﬁ)ﬁ?{U»Jﬁﬁzﬁ b5 EHE T % HY e 7 5 (SHEA ESnstonynoN 10/12 (83.3)
Cor®D Tim AUC LD LD WP | IV (CRlIR% % 1) 23 (667)
(mL/min) (hr) (pg+hr/mL) (L/hr) (L/hr) E%‘ﬂﬁﬁh & TEUE i 36/46  (78.3)
>80 (681) | 1.5 36 15.30 11.58 jﬁ S “;g%%k ;Zj ;g 2?201;
30~ i o E PR - LI ) SO
080 (081) | 19 5 6.50 = U HE | S o 122 (63.6)
2~30 (1041) 5.22 179 3.39 1.24 e 1501/1816 (82.7)
<2 (6h) 9.73 360 1.52 T =L : P

KN IVTFZVIVTIVA K2 MURIIVTIVA X3)BIIT TV A
16.6.2 /R

ANV ARG JE A 12 30 29 RUT I U 72 545 o VS PR & JH

T, RE2L—ya YPKIEITIC K D oNAETVIERED LB

NTHo719,

AN REERFIC B2 A EaL—va YPKETIL

NTA=% HEEM £ BERE | CV %
2075 A (L/hr/kg) 0.428 =+ 0.0151 —
b a8 — b XY b oS AiA R (L/kg) 0.287 £ 0.0181 —
2= bAVMEIZY 75 v A (L/hr/kg) 0.0452 + 0.0203 —
KR a8 =AY O AER (L/kg) 0.0537 + 0.0127 —
2977 ADMEIKZ B 0.0229 =+ 0.00812 15.2
A NZES) 0.0975 =+ 0.0214 32.0

F7. LEEDE TV E RO THEE L 7o, N RIEE R E OXEY)
FENT X —FEREKDEBY TH -7,

KE L= a YPKEFLH S HEE L 72, AN UAE 14 0 36 s e
287 A =8 (B554F 3047 1UHE)

SEYTRE T X — 5
ekt (180 Cmax Tij2p AUC)-o
(ng/mL) (hr) (pg-hr/mL)
10mg/kg ( 64i) 23.34 +0.96 0.97 +0.03 21.91 + 2.42
20mg/kg (36451 47.65 £ 1.70 0.99 £0.04 46.83+ 6.04
40mg/kg ( 8l) 97.33+£5.22 1.01 £0.04 101.55 +14.29
it B A2
L
m 10 mg/kg
100 | Ao.a, T 020mg/kg |
IfiL N A ° A 40 mg/kg
Es A A
10 fS-nmmoen Q0
h m° o A
o § &0
e ° ° [} % P O A
,,,,,,,,,,,,,,,,,,, o J Ny S
i ! ‘. e 207750, 4
(11g/mL) o © oo 500
w ° >
P T s._0 2 ..
ooy _
=30 0 30 60 90 120 150 180 210 240 270 300 330 360
R84 7 R & D FEEIRFH] (min)
A A IR O MU R (N — AU G )
17. BRERRRHE
17.1 BYHERURLEICET 2HER
(—RRREIE)

17.1.1 EIRERREER (RA)
SR ARG 2 & ORI D 5 bIREEIEG] 2 W R & L

17.1.2 EPASE MAAER (BEA)

ACIEPEREIE 28 13 (NGB 2 b e & L CAAIT IR 2g% 1 H 3[n]J5
114 H DA (e 28 H) s aERINE G- U 72 B AR GRBR B O BESE 1%
REDEBN THoT, i, MBETFIRIRIL, BE5H TR RO
G TSHHDWIFN LA THh -7,

AUMRPERERR A D ERIR R F

A EMIECH

BG4 T IR #5447 8HH

RS 5/5 5/5
AL L BHIRIG 2> S ALBRVEBERE 5 1< 5 KER T Lo 8 23380 5 4, Bl
Tl L CLUXBEBBE/ b L) o b5 BRI D A 53380 & f- By
2R EHE U, BG5BT S HH £ Tl hoHiEE
2R L 785 bl & & L 7,
S5ERSHIE Ny a4 > P S, SEIRSEIIEIR R E A T rA K
B E N,
FIEANES BT SHICFR e & 4, 32 2 BRI RS RE 24 (4/541)
Tho7,

17.1.3 ERSIHEFER (MR

7R ABREOMBE IR ED LB TH Y, ZDRENERIZ,
82.7% (1501/1816651) Tdb - 7=,
PRI BIER R
AR ERLL L)
B
ik B (%)
i 78/118 (66.1)
AR | BV EOGREYSIE, VoS - VooREi | 31732 (96.9)
P JILF el DR RS 13/13  (100)
SEEE - BEBAL | ERER 25/33  (75.8)
P& Y | B2 11/14  (78.6)
GHG - B S VTR A S 0 TR 51/62 (82.3)
WP ARG | Bk (i bk DHIESSS % &5 8r) 21/23  (91.3)
PRVEITIR A2 D — RS 169/205 (82.4)
fifi %¢ 412/471 (87.5)
JiliHE5E 17/20  (85.0)
0] 5/8  (62.5)
IR B SEAE BB AR 122/158 (77.2)
BIHEPESIE 2 222/278 (79.9)

AR F 20 G & LTAAITIENT0, 20, Xi340mg/kg# 1 H 3[H]J5
HI 14 H DU (et 28 H) RO EIRIN S 5 U 72 BRGBUR A O 2815

REDEEDTHY ., ZOMALTFEIL, 95.9%(47/4941) Tdh - 7=
10)

PRSI
- AR (R L)
Pk Bk (%)
B 2/2 (=)
FRMAE (5E\>) 4/4 =)
FRAEVEALB Y TEAEIE R IR, ) oo
(=N (P 45  (2)
WA i JE i Jitige 25/25  (100)
IS /1 (5)
RIS BB 3/3  (-)
LB PERERLR 55  (-)
H AP SE PEH % 33 ()
HRE CUPESP RIS YT | SR /1 (=)
Al 47/49  (95.9)

Bl 75 T 76 B 13 23.19% (12/52441)) | T PR f 5 if S 45 25 ) 1 30.8%
(16/520) Td > 7z, F 2 El A FEBSHEE 235%LL E) 1ZAST |5
17.6% (9/51 %) . ALT - 57-27.5% (14/5151) . M/ 84 15.9% (3/51
Bl TH-ot,
17.1.4 BHERERFER (MR

MR OB IERED E BV TH D, 2 DRAEHRIZ,
98.6% (290/294 %) TH > 7z, F 7=, (LIEERGBLZS 1D W TIRBIER
B G/ TIREO EFFRTIHl S 1T B b | 97.3%(109/11241) T

Hol,
ISHIEZROIES
| AR (EHRLE)
R Bl (%)
WINE (%€ ) 37/37  (100)
PP R VPR BN RERE, ) o8
RPN P 37/38 (97.4)
SR BRI GAE | SME - BME R O T A S o
TR 2/2 ()
I i S i Jifig¢ 95/96  (99.0)
JififE 1/1 =)
PRSI E EEAEE 71/72 (98.6)
JEIE Y R i JERSE 6/6  (100)
ALBEPEBEIR S 41/42  (97.6)
&l 290/294 (98.6)
(SFEBMESFIIRFAME)

17.1.5 ERSEMHERR(RARVMNE
FEEMELF R ERIEAE BB 2 R L LT A IEARRIT [ 1g(101
). ANV IEAK] T [E 40mg/kg (541) i3 1[H 1g (1451) 2 1 H 367
] (B 14 R AR SR IIR N 15 - U 7 B AR SR B D B 1 R 4
DEEYTHoRI,



e IES
HRhFEH
#L54HH #45-7HH
B (%) B (%)
SR 40/100  (40.0) 42/100  (42.0)
AN 4/6 (=) 3/6 (=)

¥ 1 H D s iRk AY37.5° C A 12
L a e TR SHEL 72,
JEN D RIE I FE BB EE 13 45.5% (46/10140) Td b . F 22 RIMEH (F&
BB L H35% DA 1) 13 JF B HE 5245 8.9% (9441]) . ALTHI 7. 9%(8{5'1])
ASTHEM5.0% (541) Td > 72, /NI TIEEIEFH 2364 s 46112 5B
S, ERRIWERNE THI(3/661) Th - 72,

fEE L Do GBI 5 0.5°CUL L fig

18. EEshERE

18.1 {ER#RF
Rz UAEGEE (PBPs) i@ WBAMEZ R L, S o filakE &
R GIEEER 7F R 27 h v OGN % HE§ 2 19,

18.2 HiE{ER
77 LBEE, 77 LR R OB R I L CIRIA WL A
X7 PV EBOHIEGEEZ R L, 2 OERIBRENTH 5, Fic
77 LMEEREICNT 2 PIE 25 <L RIEE 2 D 7 R o REIER
fEdE 7 7 nBatEE o L Ch BN PIEEEZ R T, v o5
LB - EMEEIC K DEEIND B-TF 7 ¥ e —RITH L THRE
TH2, £, WERDHNNRZLARPUEME L IZ8 2D, b D
BFe RuR7F 85—V -NLETH 2190

19. AR IR HEEFNHR

— MR A TR % LKA (Meropenem Hydrate)

%5 : MEPM

b2 4 : (4R,55,65)-3-[(3S,55)-5-(Dimethylcarbamoyl)
pyrrolidin-3-ylsulfanyl]-6-[ (1R)-1-hydroxyethyl]
-4-methyl-7-oxo-1-azabicyclo[3.2.0]hept-2-ene-2-
carboxylic acid trihydrate

95F30 1 CizHzsN305S +3H20

Jrf t437.51

PER A~ RE O OO R TH %, KITPPHEITIC(L, =
% 7 = (95) i i/i%}w:——rﬂ/ 1FEALR 7‘7?:l«> R IBIK
FF bV LEHRICIE T

fheemit

_ CH3
- 3H0

RN Y T70°CARE A & B IS HE 1 LIR®, 230°CHIECREL %>
THAL (i) L7z,

DRI 1-F 7 % 7 =Lt AKRICBOTCARMZL-A 7% ) =V )E
TIFEAETELES R,

20. kW EDEE

(Fv k)

20.1 WSO EERIFT 2720, Rz @A TV 2 /MR £
ThELZWwZ L,
20.2 ROAICIRFEHLEVI &,
HMEPBHRL T 2 & ERLBRMRMRIEL Tw 3 & &,
- BEREOBREATIC T EANER L T b L &,
s PUEWEDZEE L T % & &0, HNARRRTIC ISR DTS (L L C
w3 EE,

22. AR

(AORY FEA/INA 7)00.259)
104 7

(AORY R#EA/INA 7)V0.59)
1034 7V

(AORYHFEBA+x Y b0.5g)
10% v b

23. FEXM

l)?ﬁi%‘ﬁﬂ%‘@%%%ﬁ&@%&fﬁ%m s YU I O T

2)Sauberan JB., et al. : Pediatr Infect Dis J. 2012; 31(8): 832-
834

3) th Y6k © Chemotherapy. 1992; 40(S-1): 258-275

A)FENERE ¢ S 6g A 1% 5 ek B (2013 4F 12 A 20 H %72, CTD
2.7.6.1)

5) kN R ST 3g S 18 £ 5Bk (20104 1 H 20 H &, CTD
2.7.6.1)

6) 1L %EI1EA> 1 Chemotherapy. 1992; 40(S-1): 432-439

T)RHFE 3D 302-311
8) R HfE D>
9) /NBFERFNZ A ¢
10) K 1320 ¢
114k N RERE + 55 T 6t 5% 28 I P9 B IR
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20214 6 AfERR (3 1 iR)

BHARERRIEES
876129
E?i?j D BIRRAF = e P ) AGRES | 30300AMX00296000
BEHEARS : 34 3-77‘97—tﬁﬁ?§ﬁu@amﬁh$%§%§u BRFSRIA 20214E118

ERRALUUNT I LK - A SRRLKHDY - YSRIFVFRUD L

(55,1 ) b Y e

SRR - R —EMEOMTEIC
FOERTRHIL

RECARBRIO®Combination for Intravenous Drip Infusion

¢ MSD

1. wE
=0

FHOMUEDORIREH S, [5. HMEEX TR ICESE
I2FE] KU [8. EBLEANEIE] OEEZAZ:D L.
BIEERICEHD T &,

2. 22 (ROBHEICFEBELBEVE)

2.1 REIO B UVBBREDOBHEE D H 5 BE

22 D B -7 75 ARFUEWE IS LEBLBEBRE (77
T4 7F—FB0EEOLEET VLI —KIE) OBEE
BDH 2 EE

23 N FuEF MUy ABEROEE [10.1 3R]

3. #EAE - MK
3.1 #8m
HR7E4 LAV T Y R s EE A
L LNT & LIKFIM
BRI HASR S A I LK%,/
HA#ERS YIA¥FYFhITL
LVUNT 5 LKHIM263mg (LU S
SBER LELT250mg) /A I3 LK
(154 7 L) 530mg (+ I~R%xL&LT500mg) /¥
SAFFF I L53Img (Y5 RS
F > & LT500mg)
RINA] BEKFEF bV 7 L20mg
3.2 "WHIOMIR
HR7E 4 LAV T VR ke A
AlTE EHH] ON1 7))
pH 6.5~7.6
ZEEN 1 (EHEAIERICNT 51
RN H&~REEOMAE
4. SHEEX IR
CELETE)

ARICREOKRBE. ¥ bONII—R. JUVITVISE. T
VFONTII—B. ESF7R. REE. PYRMNITI—B
2L, DILNARR LRAEZEICTHE Z RS ERICRRS
GEIDAE)

5. EEX FXNRICRHET 232

5.1 A#lZ. AmblerZ 5 AAXIZ 7 S ACDB-5 75 <—Y D
E53EZ2 6NBREREIC K2 BYYEICHRET ST &, [18.1.
18.2.2 Zg]

5.2 BiRREBE TCOREMERCEIEIIRF SN TVZR N,

6. BIERURE
EE. RACEIEL25g (LLAZH A8 L T250mg/ 1 I
FLELT500mg/ ¥ T A5 F & LT500mg) %1HAME30
APV TEREET 5o

7. BEENUHECEEY 5FE

7.1 BlEEEOHHBRE (VL T7F=> 275> A (CLx)
Ao0mL/minkii] 1K LTI NEEZSZICAFOHRE %2
figadl L, o BHRENMEHLTVIEFTIE, ClaZ
BRTHZ L. [9.2, 16.6.1 ]

7v7%@ﬁ3277/x I

60~89mL/min 1mE1g! 21 HAmES

30~59mL/min 1[0.75g% %1 HARES

15~29mL/min 1[610.5g> % 1 H4R#%5
1[0.5g> #1H4E&S (MK

MBI HORAEALEEE ﬁg?FEMEﬁ%T%E%#
Iz o

1) &Fllg (L LA % 25200mg. A 3<%A5400mg. ¥ 5 A%
F > 400mg)

2) A#10.75g (L L7 % 4150mg. 1 IR%xA300mg. &5
2% F>300mg)

3) AAI0.5g (LAY & 2L100mg. 1 I_%4200mg, ¥ T &
% ¥ >200mg)

T Cockcroft-Gaultz{c & D #E7E L 72 CLcr

TLTNORHELIF P THET 5,

7.2 CLax?*15mL/minKiiff CIEENT 2 L T W WEEICBIT S
BRI B ORI E 25 T — 7138 56N TR,

8. EEREANER

8.1 AAIDOMRIL. BUEDIREIC 57 72 HIFk & 1258 2 F DR
RIZZDEEDORTITHZ &,

82AANCE DY avy, 7FT745F L —OFERBERICTM
TEDHEPEVOT, ROBEEZELEDHZ L, [11.1.2 2]
8.2.1 HEICHERZIC DLW T+ LMBZ22ITH>2 &, B,
MEVEZEZIEIA7 VLY —BRIBITHIET S L.
[9.1.1. 9.1.2 ]
822 BHEICELTIX. BT YayvrZHEINTs2HELED L
N5H#EfH2 LTHEL T &,
823 HERIEN S EKRTHRET. BEEZREOREBICHET
B, FORBEEZITOIE. BIC. BREMAERRIEER
EBET S Lo
83 AADMEHICH /- > Tk, TEEOFEREZH /-0, JFHAl&
UCRBSZHEHR L. BROGE LRELR/NROIM O
Bicrlhsnz k.

8AHELITIEENHLDLNHZENHAHD T, EMNICHEZ
EfiT 5% EBEETSITOITE, [11.1.4 3]

85 EEAMBEENSHLDLNZ I ENDHZHD T, EMWICHE
BEMT S EBRE2TFMTHIE. [11.1.6 2]

8.6 HELEBEENHOLDLNLZENHHDT, EMWICHER
Eid 5% EBEETDITHOI T E, [11.1.7 3]

9. HENERZET 2REICHTIIER

9.1 BHIE - BHEESEDH2EBE

9.1.1 D B-57 9 LRMEME K UBBIEDEHEEDSH 5
BE
[8.2.1 &)

9.1.2 FANBEH, ZBICTEXHR., RE. BMBEEDT
UVILF—EREZECUPTVWHFEZRT EE
(8.2.1 ]

9.1.3 ROBMOARBEENFIRORBOERE. 2HRE
DBNES
BREHFTIT L. ©F IVKRZERDP S 5DND
ZENBB,

9.1.4 TADLADELERES S W\ EHEBRERIEESZH I 585
R, PRI L, RGRARE . FRIRINHSE O R AR R
AREZ DTV, [11.1.1 B

9.2 BHEERERE

WEEL LM S o BB, LG IR, EERERE, FRD
SO PRHRERASEC 02T 0. (7.1, 11.1.1 B3]




9.3 FHikeEE=EEE
FEESBEILT 2BFNAH 5. [11.1.4, 16.6.2 BH]

9.5 17
R ATERE LT WA REE D & 5 4ctEic i, BB EoAR
MWh a2 Em s s 2B IC0AKRE5T 5 &,

9.6 %317
BELOERERUOBARBEOEREZER L. BILOMS
NIEHRIEZHREHT A L. £ IRFLBKVVITATFViEL
NI ABITT AN H B, LLNITLERTY FOR
HPABITT A EPMESNTVSA, & FRBAThABIT
THNEIPIRIARHTH 5.

9.7 INR
INRERRR & U BRRRRBRIE I LTk,

9.8 SEE
BHESE. BEORE2BE Ly oEEICKET S L,
AFHEESE T LT W AERE TIIEER S 5 b3,
AENIBHHMB OB TH 5. BB, HoFEME (7
L% T3I)T7VaYRRE) 2EESLEEEHREIIBLT,
vy I VKRZICKAHMERD S 5bhiz L OWMESH 5,
[16.6.3 2]

10. #8E{FA
10.1 HARR BHRALBWLIL)

HEHIZE BRARRER - BEAE | BF - BRET
NILFTafgF b REEOFHIC KD | FEFREH
VA N7 a o IR
S AV EPERL. TAD
[2.3 2HE] ADREVEHRT S
ZENDH B

10.2 HEEFE WHAICFEISRIL)

11.1.8 (REEEXEEN (A=)
M{EZHESEELRGRPSSDNL I ENH D, IEHE.
HEIOTNRAH 6 bNIFGEICBES ICREGE2HIET %
% EHEYRNEBETO &,

11.1.9 Mig4ESIRA (BHEEARHTE)

EL) BLARD THHEHAA IRKLKHY - ¥ FAYF T b

HRAE ARG - BEAE | W7 - alRRET
oy raein BEORBEIRE S | BFEAH
nctwa,
T7ruaRZLF M| T 7R3 L0MmMP EHHER (5 )
PN BENERTEIBZF|ICBVWT. YTRY
nnds, FUI KD REEESR

(DHP-I) #MHEFS
Ny 770XRAL0D
mEED» LFT 5
ZepmEIhTw
%,

1. BIfER
ROBWERAH 6O 2 EWH2HDT, BEZHITV,

REDPRD SNLHEITIIKREG 2 HIET 5 % SHEY) L UE 21T

ST &,

11.1 EXZEWERA

11.1.1 SPiRAEHRAER
R, IR L, RS, SRR, MR, AEL.
A (WITHBHERPEE) EOHFIRMIRERY S 5D
N5ZEHH5. [9.1.4, 9.2 2]

11.1.223v I, 7FT45FY— (WT NG HERRFE)
FIHRER & Uy ARPER, ONREER. B, K&, #
BH.OHB, BTFXFREE, 25@L FESSDH S
bhbdZENH5. [8.2 2]

11.1.3 hEHREIRIFERFERAE (Toxic Epidermal Necrolysis :
TEN) . FEHERIRERSE (Stevens-JohnsonfElES¥)
(W& SEERIED)

11.1.4 SEGHES
BIERF 26, R, AL, BE (WIS HERE)
HOEELNEENH SDLNHENDH B, [8.4, 93 &
]

11.1.5 USRS, RAEMAN, PEREREE (L3N IHERIEH)
HEFRERVOFREOTE RS, R, WK, 1T
TGRS, BOSRXAREE . IFERBRIE 2% 2 1k S M A 25
PIESEBEHENH ODNEHZ DD, 2O XD ZERD
HobhBEIcdkEERIEL, BIERERILE A
DEEHEOBEY 2 MBEITH Z &,

11.1.6 EERMAKREE
ULIIERIAME ., B BEIE], MEREE, BIEEmD (Vv
THLHEERRE) SOEBRMBREIHS5DNS
EWH 5. [8.5 SH]

11.1.7 EERBREE
ANBEE, RAE (WTNLHEERRY) S0HEEL
BERENHODNHEND D, [8.6 ]

U LTHRESNTWAEIER
11.2 ZDDEIER
3%LLE 3% SHERERED
JYLRE K O 71> Y AE
A HUE
MK K%Y FHEERIES
VISTREE
R RO F=ling BYMAE, £ 3I0K
HEEH RZEER (K7 T b
oy ey MmiE, Him
Hrm%), £¥ I8
BRZER (FK.
O %, BRAR.
TRERTE)
FEpEE SE. BEE. B
R R E eHHREE Y AF YT, LY
MMREFRE (W&, R¥E. &R,
WHEET
MmEREE R
B E EEG, OWNK. B
. R, IER. I
H:
B2 8 B O 2 HE. TOE. EK
RS Z. K3
B KU R B SRR MR, SR
R
—f% - 25 FE, EALMBRR. FE. WE.
[ O 8 [IFIBE T 5 R A 0 IR K O
B oR G
5
ERmE B L7y = BRI A | fFiEE
Ve ITSY HRIEZ ., Y o SERHE
AP %, M/NREA -
%, KRMMEKBD. AN
EZUE VL. A
< b7 U NEA,
ASTER. ALT L&,
LDHER. AI-PER.
v-GTPLRE. Rvua
[ AN oF - 3N
BUNLSR., mE 7 L
TFZrER, M
7IS—¥YER, M
HF MU T LET.
mEHY 7L LR -
&T

EL) BLARS THHEHAA IRKLKHY - ¥ FRAYF 2 F b
U LTHRESNTW2EIEA

12. RARIRERBRICRIFTHE

B —LARBRGE2E2T 52 &0H 5.

13. BERS

VULNNTZ L, A4 IRXLRVY T AYF RIMBEN ThE
Ehay., BERSISHT 2MEEROEREEIARHTH %,
[16.6.1 ]

14. BRALDEFR

14.1 ZRIRNRFOER
14.1.1 AANIFIRNE S ORICHRT 2 2 &
14.1.2 RAENZKBHESBEN O, DUTOFRRFIEICHES 2 &
(1) RFNNA 7O X, EBEEEKXIZ5%T B gt
100mLD =iE/ N v 77 5 FEGHE2AR I Z 2 19 10mL
WEBMDBHRBET 5. AFNZ. FLBIE S 320
REETHAHDT, ABEZEALBRICEBR LW L,
(2) 1REHOBEBABRKLOMLZNA TIVIIA CTEBHRT %,
COBBREEERG LanT &,



(3) B E LRV IBEE. BRBEAONA TP E64
BEHEEIID . RENIOMLO SR/ Y ZICEA L. R
ERAN

(4) ZZONA T IVI2KREOBBRABAI10mLZMA T & <R
DR N TIUVHNICEBIDPBIER-> TR WZ L2
RUEBREBZHEWMD .. SHENY ZICEAL. HRE
MWEHEZZETRVDIEE 5,

14.1.3 BHEREDOH 5 EE (CLrA*90mL/minaki) I8 L
THERESZT288 1. FIEICEVWEREZHML -
B, HMWENY IO TRESZICRBEDEZIREMD ., JE

HIHI L,
AAIE | FHHEO100mL | HHEED %0
CLcx B0 O |HFENY TP 50| RNy T
HE58 HEWMOE a8
60~389mL/min 1g? 20mL 80mL
30~59mL/min 0.75g? 40mL 60mL
15~29mL/min 0.5g% 60mL 40mL
T =
$Z§§¢@*@ﬁ 0.5g" 60mL 40mL

1) A#llg (L LAY 5 L200mg. £ I~FA400mg. T AY
F >400mg)

2) AA0.75g (LLANT & L150mg. A INFXAL300mg. T A
% F>300mg)

3) AHI0.5g (LLNZ ¥ L100mg. A IR%x4200mg. ¥T A
% F>200mg)

1414 BEAZ(LZRITOT, TaRT +—LEDRESIET
BT &,

14.1.5 FB8ZII30°C LR TIR4BERILIA. 2~8C T3 2485 1L
PHCER L, HfsEanc &,

14.1.6 RHIOEARNICIZER TR FROE R CEFAOLE(LH 7%
WHTERT AT L. FRBOBIIECISEOEZET S
A, BOBBIAF O ITIZHEL LWV, BRICKT
RMEREOH D > 1FEIHRALZNT &,

14.1.7 IR FRBORZFBEEICRO THEAT S &,

15. ZOfthDFER

15.1 ERARERICE D 1EH
FRABGRECBNT, A IXKLPDBEN. ROPFEE
R2THEND 5.

15.2 FFERPREIER ICE D < 1B%R
WEIRYIVIC, WRARHEREA R ERRE (FREEREE) oA
INRKL - VT AYF U EZGBERBRIICEIRAES LR,
BRTEZRD SN o 7ot BRI 72 & O
BH%,

16. EYpEhRE
16.1 MpRE
16.1.1 B2ERRA
(1) BOgs

HARMNMERBABHICL LAY S 4 (125~500mg) &1 IR A
(500mg) * ¥ 5 A% F > (500mg) % ik CHf B EE 5
LD L LT H L, A IRZLKVY T AYF > OIMEhEE
HBERL, 2RO, EYFHESITA—FE2RITIRT., LLNY
5 LD Ceoi kAU Co-ol T FHRICHMBI L THEM L0 F/20 LY
5 LDt A ARKFN R ZLEERD s iz o7z,

M1 HAANMERBABEICV LTS LELS IRIL Y TRAYF
> & HEENE COHARERG Lo L LN Y ¥ Lo Mg
EHERS (CPIOE+ R R)

A= VU 15 (125mg)+4 SRR L (500mg) - ¥529F > (500mg) : n=6
-6~ LLINT9 1(250mg)+4 ZRR L (500mg) - ¥529F > (500mg) : n=6
-8 LLINT9 L(500mg)+4 2RRA(500mg) - ¥529F > (500mg) : n=6

MEEPLLNT S LHEE (ug/mL)

0.14

X2 HAMEERBRABUHICLVLNZZLEL IRAL - VTAYF
> % RUMERE TH A RERS LZBRO A I X LD MmEEH R
# (PHEHRERZ)

100

-0~ LLINT9 1 (250mg)+4 SRR L(500mg) - ¥529F > (500mg) : n=6

SRRLE (ug/mL)

[ggEcho

0.14

o4

2 3 4
BSRmEEER (hr)

K3 HAANMEERBRABEICLV LN LEAL IRRL - Y TARYF
V& FMERE TR RER S LIZBRO Y T 25 5 o liiEhiR
R (PHEHTERZ)

100

-0~ LLINT9 1(250mg)+4 ZRR L (500mg) - ¥5R9F(500mg) : n=6

MIFPYSRIFVRE (ug/mL)

o4

2 3 4
BSRILEESE (hr)

£l HEAANERBABEICV LN Y LEA IRIL - Y TAYF U ER
THFHE CHABEERSG L ROENEHE/ ST X —5 BRI GEA
SHFICEED < EBRH%) ]

P2ZAVELN A IRKN|VITAIF Y
& 125mg | 250mg | 500mg | 500mg | 500mg
e 6 6 6 6 6
AUCo-» 14.4 29.6 63.4 49.0 40.0
(pg - hr/mL) (5) (12) (14) (9) (18)
7.23 15.0 32.6 34.3 36.5
Cooi (ug/m) 1) (1) ) (12) () (1)
. 145 141 131 160 196
CL (mL/min) | (5, 12 | (4 ©) (18)
t (hr) * 1.55 1.71 1.72 1.11 0.865
(0.227) (0.194) (0.202) (0.105) (0.102)
A IRZLBPTYTAYF IF, !/V/\‘757A250mg&0)9{°)5ﬁ9§@1ﬁ
¥ Coot * BHIRPHEEHE T HE O MAEFFIE
Ftoo: SAPPE (B3

(2) Rig#®RS
HARMNERBRABEICL LAY & L (250mgXid500mg) &1 IR
F 4 (500mg) - ¥ T RAFF > (500mg) % HiMEE CORE &
IC1AHBEHHRERSE LZBOEFERETOLVLNI Y AL 13
RIALFOY T AYF > OEYFREIST X —% #RUIRT . HYH)
8T A —%13, HORGRERERSHTHMLTEY .. T
IR THoT,



K2 HARANERBRABEICVLNI S LEA IRIL - VTR F U 2EA
TFE COHARERS L BOERRETOENHE/ ST A -5 [
AP (BRI B D < EBRH%) ]

LLND %L AIRIL |[VTRATF
& 250mg 500mg 500mg 500mg
i 3 6 3 3
AUCo-hr 25.9 54.4 427 347
(pg -« hr/mL) (6) (11) (1) (8)
176 34.0 37.6 39.2
Ceat Lpg/ml) T (1) (10) (20) (18)
. 161 153 184 226
CL (ml./min) (6) (11) (1) (8)
ta (hr) * 173 1.90 1.02 0.721
(0.0720) (0.134) (0.0482) (0.106)
A4 IRILRKVYITATF VIE. VLAY F L250mg e OB RO E
T Ceot * HRARAIFL G4 T R D MAE IR FE
e AP (BHERZ)

16.1.2 FRRAIA X (F A TFIRSSESERMNEE ., BHMEEFRREEN F
ML RIS RERE
HRARUOHBEAFBEEDP SBONIZLUNTF LKA I %
LOMAEFEE T — % ZHWT. ZhZNREFEY B REMT 2
EifE L. BHARADBRPIINA XA T IR E i B, RO
T 1M T R PR TR RE SN A MR PR IR IR RE RS 1 AR & R
FETORH S EICREREG LIBOEFERETOL LN ¥ LR
A IR LDOEYFREINT A — 5 2 R3ITRT,

%3 HAANOBRAGR IS N TR0 & Bl 2 . R O AR Py s
GURE A3 HTHE I PR B RGUIE BB A 2 MU T ©RIEIR G L 720
RHEFZEMBEATICE D S EHREBTOEMHE/ YT XA -5 [
S (BT IC D < BB RH%)]

BT ¢ S 1k TE M RE Y PN R YE
T W SR A UM IR B R SerE
e e
LULNTZHIL| £ 3IRIL [ LULNTIL| £ IRKAL
A 2% 26 81 80
AUCozm 2024 2415 132.2 187.7
(p.g « hr/mL) (51.1) (32.8) (27.7) (22.4)
o (pg/mLy | 192 325 16.0 30.1
(30.9) (23.8) (24.1) (25.8)
35 58 58 8.2
CL (L/hr) (82.5) (60.3) (41.5) (31.1)
18 0.6 12 0.6
tz (hr) T (0.9) 0.1) (0.5) 0.1)
Too: BRTE (BERD)

16.3 5
VAT Y LD F TOMFEABERIIN22%THD . A I L
RO I A5 F 0 s TOMEEAFBERIZENENH20%KT
40%TH -7z (in vitroT—4 ).
HA N A B BF]) 1L L7y L4 (250mg) &4 IRKLA
(500mg) - ¥ F 2% F > (500mg) % rilEHE CORFHE & IC14HH
MRARERS LI BOEFERETOSHRER () & LLn
75 5 T24.0L, A4 IRFALTL6.2L, ¥ FTAYF 2 TI40LTH -7z,
@A (16f]) LV L NZ & LA (250mg) &4 IR A
(500mg) - ¥ I A% F > (500mg) % ik CORE & IEH5[E
PERRERG L7z LULNT L&A IRIRLADIMFERIEZ RIS
T2 M EEHERADRE (BEMAERTHIE) IREET. VLA
75 L T54%, A4 INRAALTE5% TH->7z HHEAT—%). LN
7H L B MIBTBES - MBRITH I R TRET STy
2\,
A INRZ AL, POMRIR, B B, EE, . BEPRBHIR.
TE. BREESHE. B, K ATEANOBTFRO AT
52) 9,

16.4 {34
A INRTLZHEMBE LB, BoBHdehydropeptidase-I
(DHP-I) ic& @S, b MRACHRES N2 IXRFL0RIE
Dlehpotce YTAYFUIIIOBBEOHEATHD ., HETOA IR
FLORBEMHIT 5o
LUNTZ LAEFEICREGEE LTERtsh (BE5EEBDI0%H) .
BEAERBISNAZV, b MR TRES W EMBEEDEIZ, L
UNT 5 AREMEDHTH -7z GMEAT—%).

16.5 Heittt
LUINTH L A IRJLRVY TR F VIFEICERE, oS 1
% BHEANT—%),
ERA (6f) L LAY &L (250mg) &4 IRFL
(500mg) - ¥ A% F> (500mg) %= REHEG LB, VLAY
LZHEERO0NBEARENMAE LT MRAERES Wz, LA
75 LOFEE ) 7T A1F135mL/minTdH D, MEEr I 77>
A (148mL/min) LFEBETH-/1 &6 LLNTZ Y LDIZIT
ITRCHPBEIP SHRtSND EEZ SN, LILNY Y LADOIEETE
DETVT T2 ARKESBEREE ERl> Tl s, LAY
% L OBHMITIERIRE S 8721 T BB RME B ABEE L,
REBNRME WSR2 ) 7T ADON30%% 5D 5 EEZ 5Nz,
Fro. BEBRAICL LAY 4 (250mg) &4 3% 4 (500mg) -

525 F Y (500mg) EREHRS LR, 1 IRALD63BKRV Y
FAYF Y DTT%HRAICKEFE LTSNz, 4 IHALRK
VY5 AYF 2 OEHMNCIE. SRERMAE S 8 OHEB) AU FR I E 5390 O Tl
FHHEET B,
16.6 HEDERZE I HEE
16.6.1 BHaEEEE
BE, PEERUCEEETRERES. MKBETHFORHELLE
BELCICBREERZICLLNAIIYLEL IRZL - VIRV T
> % R CH A BERS L BOFEMBESS X — & 2R
R, BE, FEERVEEEREREEICBIZ LIS L
DAUC (GEfIF) 13, BREEEELHELT, #h2hle,
22RUVAIEEN o720 4 IRFLDAUC GEMIFH) 132hZ
N1.4, 1.5KRU25EE<. ¥ FAYFDAUC (EAFY) &
FNENL6. 1L.IORUS.6fEGE M -7z, MBETHFORHBEALE
BT LULNAT I L (67~87%). A IR L (66~87%) K
VY FAYF > (46~56%) RMBBENTICEVBEESNZ GLE
ANF—=%). [7.1. 13. ]

R4 BE. PEEROCEEBHREREE. MEOERTORMER2BE L
CICERBEFEICLLAAZ YA (125mg) &4 IR A

(250mg) - ¥ I A& F > (250mg) % miEiEE CHREERSE L
TBROEMBAE) ST A — 5 [FAFH GREAFEICE D EHRY
%)]
e LU T YL 1 IRFL YIRYFY
;fﬁfgg Z'AUCow | Ceoi | AUCow| Ceoi |AUCow | Ceoi
(g hr/mL)| (pg/mL) | (ug h/ml)| (ug/mL) | (ug-hr/ml) | (pg/mL)
BEEREE  25.0 8.47 25.9 13.2 29.0 17.3
e (16.9) (12.5) (16.6) (26.2) (23.7) (18.7)
T 15.7 7.67 17.6 11.4 17.2 13.7
(12.7) | (23.8) | (15.3) | (19.6) | (11.0) | (14.6)
PR 373 7.55 30.6 12.5 38.1 16.1
HEREE (14.6) | (26.3) | (17.5) | (27.5) | (18.6) | (28.4)
i 17.6 7.60 20.1 12.3 20.0 14.9
(33.8) | (29.1) | (25.6) | (25.8) | (28.2) | (24.8)
HEEME 820 8.56 50.3 14.6 112 20.0
[ (36.3) | (19.6) | (26.7) | (16.6) | (57.3) | (15.9)
E 17.4 6.96 20.4 11.7 19.9 14.2
(11.7) (18.4) (15.3) (20.8) (17.4) | (19.4)
ESRD 146 16.4 57.4 27.7 250 35.1
GENTER) | (97.9) | (337.4) | (80.4) | (399.6) | (105.1) | (296.5)
ESRD 27.2 5.98 18.4 9.68 65.2 13.2
(GEHTR) (55.0) | (25.9) | (20.3) | (26.8) | (73.0) | (26.4)
T 16.0 7.22 18.5 11.6 17.9 14.5
(16.8) | (12.4) | (17.3) | (13.1) | (18.7) | (16.7)
ESRD : KEABEARE, Ceoi : BIRMNIL G T RO MTEHREE, CLer: 7 L7
FZUIIVT TR
BEREREO DT £1n=6, 7272 L. ESRD GBEIHI) OLLNZ &L
ROY I 2% F > DAUCH»IEn=5
B HERE O
BB E © CLcr280mL/min/1.73m?
BREBHAEREY | 50<CLcr<80mL/min/1.73m?2
SR REREE# © 30<CLcr<50mL/min/1.73m?
HEBREERER | CLcr<30mL/min/1.73m?2
ESRDEH : M@+

16.6.2 FFgaEE=EE
LINTF L, A IRZLBEVOPYTRAYF VIZEICERED S HEit
ENBD. LULNTTL A IRFLARVYITAYF UV OBRE
BIIFRERECL2HEBL2ZIRVEEISNS, (9.3 2]
ShnE
i OBERERE (60~758%) ICLLAZ YL (125mg) RUA
IRA L (500mg) - YT AFF > (500mg) % silE#EHE O
BEHE G U 72O Ceoift AU Co. I3 FEE I D R E (18
~455%) EHBLT. LTI L, £ IRKLKRVPTVTRAYF
VTENENL~19% K V39%. -18~20%K% V'8 ~43%f MIZ-22
~14% K U9%mEm» -7 (HEAT—%). [9.8 2]
16.7 EYHEEER
16.7.1 RAREYIEE(ERER
B (1461 1&H [LLAZ &L (250mg) « £ 3% AL
(500mg) + ¥ 5 A% F > (500mg). BEHRAZRS] &7 TN
¥R (lg. BERO#KRS) 2000 L. BRONICEKRDOD S
EYHEERERDN o7 (£5) BHEAT—%),
[16.7.2 28]

£5 BEWHRE ICAHZBHEE O TORR Y RlglEEOHRS & OftHT
HEEIRNES LIZBOLV LN T L, £ IRFLKBTY T AT F ¥
DIEMBIRE/N S A — & O L

16.6.3

VLAY S L PR A
GMR 90%CI GMR 90%CI
AUCo- 1.24 (1.19, 1.28) 1.16 (1.13, 1.20)
Ceoi T 1.06 (1.00, 1.12) 1.07 (1.01, 1.13)
GMR : /N FMMFHH (fRRS  Bmis), Cl: FHEXH
T Ceoi * BRIRINIX S T RO MAEHIRE




Fo, BEHRE 2 AR E LBREERBY 5. LTS A
AIRKLKPYITRAYF Y EDOMT, BYHEER IR 6N
mirotz SHEAT—%).
16.7.2 In vitrost5&

VLN Y LBZERT =4 T ZAR—=%— (OAT) 3.
OAT4, Multidrug and toxin extrusion protein (MATE) 1%
UMATE2KOEE TH %,

In vitroT. 7uXZY RIZOAT3ZN L7z L LT ¥ LDOHGA
HEHEEL. ZOIC0E1.9uMTH>7ze LA LENS, EERH
ICEKRD & 2 Y EER RO S o7z, [16.7.1 BH]

) ARRSNAAE - AR DER. RAICIEL25g (LLAZ S 6
LT250mg,/ A IR LELT500mg,/ ¥ AYF > & LT500mg)
% 1HAEB0A P CHEEEIET 5] Thb.

17. ERIRREAE
17.1 BIMERURESME(CET B35
17.1.1 ERHEESEIEEHR (013558

52 PR 2 S0 N T e IR i TS 4 0 2 1P O PR R i S A 2
HRBEEIED A I A AR (FEEMEEZET) BIYER
# (506, %&b, HAAWRE GHAANSNEP572) 1T, &
#l [LLAZ &4 (250mg) - 4 IRF 4 (500mg) - ¥ 5 AYF
> (500mg)] Z6EERT EICSIETED ~21 RS L B0k
UEROREREZ IV AF U EA IRFL -V TRAYF U OHH
B5 & T 2 MR, EFME, —HEMRARE FEME L 72,
AREBROTY AF Y +A IRFL - VT AT F VRHRBETOEL
RRVRREROBREREZ R KROKR2IIRT,

K1 AE (0133E)

TYRF A IR
L VITREIF Y
70.0 (7/10)

AFH
71.4 (15/21)

REXIRT*
% (BI%)
T Microbiological Modified Intent-To-TreatfH
T BEPl 2 UG N TIFIR SR B E T 7 5 12 B 2 Day28 % TOAEFR (23
TRICED ), EMEIEENEIERE 0B 5Day28 D RIIE. #
HMRIEBIVERFICB I 2R 7 + 0 —7 v kb (&EKT5~9H
%) OEEWMR (BRRROMEAEOZIR) 125D < 5l

K2 FREHOBENRT (013745%)

kN K
T hunyy—g 0.0 (0/1)
JLVTVITR 333 (1/3)
IO FuUnyy—Ig 100.0 (1/1)
TR 81.3 (13/16)
% (%)

T BEPUT 2 3L N TRFIR 3R B ¢ 8 10 B 1 2 Day28 & TOEFR (25
TRICHED), EHEEENRERIERE B 5Day28 DRI R, #
MURBERIYERE B 287 v u—7 v 7Tk (AEKRT5~9H
%®) OBEAER (BRDRZOMEENRIR) 1CED < FHb

¥ Microbiological Modified Intent-To-TreatfH

K@J%?&Eféntﬁéﬁﬁﬁﬁﬁ%ﬁ'ﬂﬁ‘:PSW (16.1%) IZEIEH
MR LNz, BOLNIITXTORIERIF, BZ7L7F= -
U7 T v REA2H (6.5%). (i]\ﬁlifffliﬁl{ﬂ (3.2%) . FE#41
Bl (3.2%) KUOEIAELF (3.2%) TH -7z

TE1) ST S B U 0 1 P P TR E S 98 A PR B TR E 1
SHE. BEPiR I AN TR 25BN 2 Tld7HE & L7z,
17.3 Z0fth
17.3.1 DERICKEFTHE
75 R OHEBOQT/QTciRER Tl A (36f]) I
LU %A (1,150mg) % SMEE cRERGE LBEOQT
FRAOEEICOVWTHREF Lz, QTCHBOR=25 1 > H 50
SEHELRD T 52 R EDFEDIOREHEX M D _EFR{EIX4.82msec
THO. HErDOR=2F A4 P EOELED. T 10msecH i
THolze Eizy CoaxFEH R OO NT OB TS QTR
T 2 ERAEHEIRO SN LGP HEAT—%).

) ARS N - AR DERE. RACELEL25g (VLT Sy LE
LT250mg,/ A I XA L ELT500mg,/ ¥ T A% F > & LT500mg)
%1 HAE3073 2 TRIEEES 2] THb,

18. F3hZIE
18.1 {ERIk
VLY & LidAmblers 5 AARU T FACHO B-5 7 5 <—X %M
FLIO, A IRILFINEOBRICEDIKIEShEDEH <,
A INRBLFHUNREILRHEETH D MEOR=2 ) Ve
HEICERL. #REaREHEET 2 C & TREFRZRTIN, ¥F
25 FVIEBRICB T B A IR LORH - REELROHMERT
HENZA IR LOEHEEMH T 212 B, LB, LUV L
KUY T AYF VIHEEERRED 5zt 15, [5.1 2E]
18.2 FiE(EA
18.2.1 AAlCEHE B A IF L, WAKEEZEL ST LBERT
77 LREHEEICN URE R LR AT DL ERS 0 17,

18.2.2 AHlE. in vitroiREEICB W T, Ambler” 5 ZAK V7 5 AC B-
S HT—CEBET D, PRI LTS &% O P
BHlE (KBHE. V7Y@, To7unsy—groy b
unNy & —jg) 1ot UCHEEEEZR L1919, AFNE, in vitro
HERICBWT, B-T7¥~¥—+ (KPC. ESBLXIZAmpC) &4
TR ONER =Y VRIBOH VN3 AT A SR, 6o
IR EAREAMPCEL, JMEAR—Y > (OprD) REKROHHA
7 (MexXY R U'MexAB) JTHED 77 )L N4 LTt P kMR 1o ot
U CHEEEZR L2020, [51 2]

19. B CET 2 EEZHNAR

—Mg L LN Z LKA (Relebactam Hydrate)

B S :REL

{£%4& : (1R,2S,5R)-7-Ox0-2-[(piperidin-4-yl)carbamoyl]-1,6-
diazabicyclo[3.2.1]octan-6-yl hydrogen sulfate
monohydrate
C12H20N4O6S - H20
366.39
HEOHERT, KICPPLBEITIPT . T —)L (99.5) 1KiF
EAEHET RN,
s -

AFR:
DTE:
R

H

1A IRRLKAY (Imipenem Hydrate)

. IPM

 (5R,6S)-3-[2-(Formimidoylamino)ethylsulfanyl]-6-[(1R)-1-
hydroxyethyl]-7-oxo-1-azabicyclo[3.2.0]hept-2-ene-2-
carboxylic acid monohydrate

: Ci2H17N304S + H20

1317.36

A~ REaORBREOHR T,

J =) (99.5) ICIZEA LT RV,

HO,S—0

KIZRREFIIL, =%

- H20
HsC HOH
—ff%: I A% F>F +Y L (Cilastatin Sodium)
& S:CS
{524 : Monosodium (22)-7-{[(2R)-2-amino-2-carboxyethyl]
sulfanyl}-2-({[(15)-2,2-dimethylcyclopropyl]carbonyl}
amino)hept-2-enoate
DF : CisH2sN2NaOsS
HFE 38043
M R EE~BEHEEAEOWMER T, KICED TETRTL, 25—
JICETR T, T4 7 =)L (99.5) IZEFIc v, gk T
HBo
s
HOzC\/\/\S N CO2Na
H NH2 HN\/O
CHs
H <G
20. BBV E D3R

NEMT B0, MOFERET ST &,

21. AR
21.1 EEE Y 2 7 EHETEZHED b EYNICERET S L.
21.2 HEANTORGREPBOTRONTLDH I &h 6. BERER. —
EBOEGICARS T -y PEME N2 TOMIZ, 2R &N RICH
R E 2 £ 2 2 LIk AFIOMBARE OB RIGHz {LE
THEEBIC, RFOREROAENEICHET 27— 2 FHICINE
PN K%J@iﬁﬁ{@ﬁ]l:%%&%ﬁ%%lﬁé:&c

22. 8%
INA 7L X10

23. FEN#
1) &3 ¥4, et al. Jpn Pharmacol Ther. 1997 ; 25 : 2343-46.
2) #li #£7], et al. Chemotherapy. 1985 ; 33 : 694-711.
3) i A, et al. Chemotherapy. 1985 ; 33 : 825-33.
4) %4t 5h, et al. Chemotherapy. 1985 ; 33 : 982-1000.
5) & HE, et al. Chemotherapy. 1985 ; 33 : 950-62.
6) $57K B —HR, et al. Chemotherapy. 1985 ; 33 : 942-49.
7) 1626-55.

FAF B4, et al. Jpn. J. Antibiot. 1986 ; 39 :



~

) /N& HB+, et al. Jpn. J. Antibiot. 1986 ; 39 : 1938-46.
) ¥AH #A, et al. Jpn. J. Antibiot. 1988 ; 41 : 1731-41.
10) Shlaes DM. Ann N Y Acad Sci. 2013 ; 1277 : 105-14.
11) KM {@ et al. Chemotherapy. 1985 ; 33 : 43-53.
12)
13)
) %
)

=

/1J1| Z£—, et al. Chemotherapy. 1985 ; 33 : 357-78.
Fj% @‘(L, et al. Chemotherapy 1985 ; 33 217 26.

e01992-17.

16) #ifi 3%, et al. Chemotherapy. 1985 ; 33 : 1-13.

17) $1H BHL, et al. Chemotherapy. 1985 ; 33 : 54-73.

18) Papp-Wallace KM, et al. Antimicrob Agents Chemother. 2018 ;
62 :e00174-18.

19) Karlowsky JA, et al. ] Antimicrob Chemother. 2018 ; 73 : 1872-9.

20) Livermore DM, et al. ] Antimicrob Chemother. 2013 ; 68 : 2286-

90.
21) Young K, et al. BMC Microbiol. 2019 ; 19 : 150.

24. XEFERERTENEGDEE
MSDHRALZH MSDH RS v —HH— bt s —
REHTREXUBIET-13-12
ERBIGED S © 7Y =41 )L 0120-024-961

26. RERTHFREF
26.1 BHSHRFETT

MS D=4t

RRBTHREXARIE1-13-12

7008158701



20214E11 HekET (B8 10R)

BHAREEEROIEES
876139

Bf& : 2~8C
BXHAR : 36fEH

ERES
BRFERAYE

23100AMX00005000
20194 6H

B-57 93 —EHERESHEMERS

FEFRAIVYNIILF RNUDL - T OV VRS

WINDI Y moo s

WS ERIE  ER - RS ONSGE
WK OERTEZE

ZERBAXA® Combination for Intravenous Drip Infusion

€ MSD

2. 232 (ROBEICEFEREULEBWVWTE)

2.1 RRIOES X3+t 7 © A2 AEYE 0 LB BOE O BE
BodsEE

2.2 DB~ 7% LRTAEME (R= U YR, AR
LR%E) IR LEBRBEIE (7774 5F>—, BEED
FRERIEE) OBEREOH 5 BE [9.1.13H]

3. #ERE - MK
3.1 #8mk
HR7e 4 RAVAV R =gt L e
i GINGELF NI TLS
AR 7 b OV URBIE
SE FUNTFLF FY T LS3Tmg (¥ NI FLE
N LT500mg) /7 bu¥ UEEE], 147mg (&
(A7) S G e Lel,000me)
Fiiia > _
AR )]/;J:Z:fjégﬂmg Bk MU 7 L487Tmg. L-7
3.2 REIDHK
R4 PN YRS SRR
Rl EEHEI O TL)
pH 4.8~7.0
BEEH 2 (EEEERICT A
R HE&E~HEEOH R
4. FHEEN IR
CEINERE)

FEICREDOL Y YRER. KA. ¥ hONII—R. JUT
VISE. IVFONII—B. €S5F7R. JOFVRRE. 1
VIIWIVYHE. RIEE

CERVE)
BRI, Fsk. BERER. BEZER. EESK. IEIEARE. BER.
FHiRE
5. FEENXIFFNRICEHET BiFR
(HhEELLIE)

5.1 RHIOFERHICE LTI, B-5 7 v —YDEENEZ 5N,
KANCBHEDORREIC L2 BEETH DIHEICRET ST &,
Gl
5.2 ERABOMNEDPEAMRBE CH -2 L2 BT 2. H
PeBEICKREST S &, [17.1.550]

6. FiENUHAZE

(BN, BRBR. BEX. BEENERE. BEEX. RS
BEE. RAICIZIELSg (VN7 &4 ELT0.5g/ €7+
P& LTlg) Z1H3E605 2T TEEFHFET %0
B, BERES. FERENEEE. HEZER. FFRRBICELTE. A b
U= — LESHRE AT A &

(BUMAE. Ry
BH. RAICIRIERg (¥ YNNI FLELTlg /7 bOF
L LT2g) #IH3[E605 A T ElfEEEd .

7. RENUREICEEY 28
GiREshE)
7.0 BREREDOSHSEE (CLeS0mL/minBlF) 1KxfL
TRHTEESZICKAOMBERET 52 &, [8.3, 9.2,
9.8, 16.6.15]

EX BN
BERER.

PR, FEREAERE. BEEN. BFIRE)
EN-EEESs=u

CEERER
JVTPF=ZIUT
5 A (CLer) "

30~50mL/min 1[H750mg" % 1 H3[al# 5
15~29mL/min 1[375mg? % 1 H3[El#% 5

s <o |1E150mg? 2 1 H3E# S, 7272 L. 4
DB OB P2 Ea7s0mg! £ 75 2 & (MRS

FEMEHIEBHTHE TRELCH,ICRE) .
1) A&F750mg (537 % 1250mg. £ 7 b+ >500mg)
2) AAPRTSME (¥ 37 % £125mg. €7 FEY 2 250mg)
3) AHI50mg (¥ V37 % 450mg. 7 ka+>100mg)
(RROAE. Risk)

IJLVFFZTIUT
5 Z (CLer) "

RIS

30~50mL/min __ |1E]1.5g" %1 H3E&ZS
15~29mL/min 1[E750mg? # 1 H3[al# 5

S . [IE450mg? % 1 B3 G 727 L. %)
MR OB L mg0.258) £ 952 & (MAGEHT

B EEBATHE T3P A Ic 5 ) o

1) ARAI.5g (¥ N7 % 10.5g. &7 hu+¥rlg)

2) AHF750mg (VN7 % 1250mg. £ 7 b 500mg)
3) AH450mg (V37 % L150mg. £ 7 b+ 300mg)
4) AKHI2.25g (#V)N7 % 10.75g, &7 ha+1.5g)
+
¥
§

Cockceroft-Gault=12 & D #£7%E L 72 CLcr
WITNOREBL0F P T THRET 5,
CLer2¥15mL/minzKii CILE BT 2 LTV WEFICH
JAERERFAEORNE 25T -7 13BN TR0,
(BERER. BIENRE. BEEX. RS
7.2 AREEBESROFNER RO EZBENE L
FREABRIEER L Tz, T A A bu=4 Y — LK
OR - AR, FHLOFEEFIX. X bu=F Y — LEFH
DIMICEIHES T & [17.1.3, 17.1.4%08]
(BUIMAE. Afisk)
73 AEOBECHBEE 2B E AL, BDBEIELCTT I LBESR
WCHEEE 2B T 5 2 HH %2 A L QaEx{TY 2 &,
[17.1.52]

8. EEREAXRNEE

8.1 KAElC KB avy, 7F7457F 2 —DOREZEEICTH
TELHEDPZNDOT, ROEBELZH L, [11.1.12H]
8.1.1 HANCEEREEICOW T L2 2ITHI &, B,

HAEMESICE AT UL —RIILTHRET S &,

8.1.2 HEICELTIE. XT3y IZHEIINT 2HELED &
N5¥fEr LTBL T &,

8.1.3 HEHEDP 6HEKRTHRET. BEEREDREBIZHE
. FALBERTO I L. FC. BERBRERITEREL
BETH L,

8.2 AEIDERICH - > Tl TEREOFREEZFA 20 FHI
ELTREZEZER L. BROBE LLEL RO O
Bl EharT &,

8.3 AAN DGR N UKREHTIE, EHNICERERE 2 ERT %
Z &, (7.1, 9.2, 9.8, 11.1.3%H]

9. HENHERZRT 2BEICHTIIER
9.1 GHIE - BIEESDH D EE
9.1.1 BT T LRUNDB-5T 9 LRRENE (RZYUY
R AWNRRLFRE) (3t UBBIEDELEREDSH 2 FE (I



BU. E7 T LRUSNDB-5 79 LRMEYBICHUEE
FEBEDBREFEDH S EBEEICIF RS LBV L)
BEIHRET S, AFICHLTF 71 9F > —DHo6bD
NIZEEE BE52FIEL, BYLABEITO 2L, RER
ISEEAED SN T VS, [2.25H]

9.2 BikgEEEERE
FAEFASFIVETH S, £7 haYF U ROy I NI Y LD
FREESEML. BIEFHORBY A7 NEZH2BENTDH 5,
[7.1. 8.3, 9.8, 16.6.1=08]

9.5 1¥i®
R ISR L T WA RTEEE D B A iEicid. 1R EoBRME
DfEtEE B2 SN ABEICORBEETHI L, T
MO U AEHICBVWTIRBEEZERT 20 EDPIIRETH
. 7 buVroBMER (T ) ICBLT, BRROE
A H1I2300mg/kg/H [AABg (¥ N7 8 Llg, 7 b
T 2g) 2605\ CEEEE TR LI REHR G LT
Bot7 huvroERBEEY TH2HE] L5 L7
& EVEBOHOHERICHEREEEERICOMK TR 617,

9.6 AR
HELOBRERUBARBEOEREEZER L. BALOMKEE X
BrhiEEBET A&, YUNTYLRTET badFrhe b
FHHABITT 2D RIAHTH 5.

9.7 INR
NREE IR E U BERARBRILERM LTz,

9.8 SRE
BEHEREZTOCEIRERTHY .. BREISCCHEZHA
figaZ &, —MIICBEREPETLTWAZD, AERERIC
WBEBPRETH S, [7.1. 8.3, 9.22H]

10. #8E{FR
10.2 HAEER (HAISERTSZI L)

HABE |BRER - BESE BT - fERAET
TURXY R |FINT Y LOFE| T 0 NH > FOERM
HPEREL, YUYNESWEEET S &
75 LOMBEFBEICED, ¥INTH LD
ZERSELBTh HREEZETSE 2
BHbo LEZS5N%,
1. BWEA

WOBWERD HS5bNAHIENHHDT, BEEZTDIITH. BF

WEROONIZGEITIIREZHIET 57 EHEY A MEZTH 2 &
1.1 EXBGEHER

N1 Yavg, 7F745FY— (WITNLEERE)
vavr, TFHF74 7F-FOEELBBIERIGYH 5D
N5 ENDH5H. [8.12]

M.1.2 JO0RRNUIDL - Fo T4V LXBR (0.4%)
IE%. BEOTRIAH S bN-BEaICIZHELFhIEL, Y
BB E(TH T &,

11.1.3 2HBES (0.1%)

[8.3%:07]
11.1.4 BBIn (SEEAHH)
11.2 ZOthDEIER

1%2L E SHEANEA

JRRYYRE K OVFF Hh VT (FIREEA > Y FRERT

A HE WESES > D MER &) BEE
MR, 7O RNY DL - F
4714 LR

MR ) > I, NEZObEVEd, HRZHE

ISRREE B, /MR IEE

REBLOHE &AL ME, SIE, K~ 27

R 2 LME, &Y CERIMGE

BEE RE, REREE

HIEREE R FEIMED F L

N DEAE . SAAR. BOE

meEREE &I

R EEN S I I R

ORI E

BaEE L. B ERE. (A MR, B R, FEIEE.
HBIERE. 885, FEEA LY R

EEROET HZ, 2BHEE. SRR EEREE,

FHApEE ZHOEMEE. BREE, 2T~
N —TARE. BHE

1%Lk SR
—fig - 2E EARBALIE, EABRAIEE, EA
ERCREE ERAIREAS . EABBAIRR. AR
LDRRE BRIRAS . TEABIOIZ S FERR. TEAED
ALmAe, FEARBAIEGE, 1 AERALFE
. F#E FRELERE. S8
B PR ASTHEAN, |MHAI-P#EIN. y-GTPHEM. %
ALTH |BEMERY. S XTI —-FL
F ZuR b)Yy LEERBE

12. BRARRERRICRIETRE

B —LAARBBELZETHZ D5,

13. BERS

RANZ MBI & O ERD SBREEND. AA750mg (7 VU
7% L250mg. £ 7 ba¥r500mg) EREBEALBEICKRS L
BT, ¥ INT Y LDOKS6%. ¥V NT 5 LRBETIMIO
#951%. 7 b Ty ORI ENTIC L DERES N,

14. BRLOER

14.1 EZRIAMNFOER

14.1.1 KA A 7ILIC O E10mLOES /K I3 EE RS
BEMZ. ©->LK D ERVBEECHEMRT 2 (BRREEDN
11.4mL), COBEMREBEHEREG LR NI &,

14.1.2 BEBEPLPIC, BREBEAONS 7L 628 (HE
HEi %2 T AEHIVNER) 2. EEEEBXIS% T R
> BEE SR 100mL O SN ZICEA L, #IRT 5,

14.1.3 KRNI HEFERZ & F 720, FHEBIZ25CLUTR Tl240
RILIA. 2~8CTI4ELNICHER L. S8R0 &

14.1.4 fhOEH EDREIEITF B &, BELBLDTF—41E
[RonTwnb,

14.1.5 REOFERFNICIZER TR RE R CEHROEL)
BRWHHERT 52 & ARBORIIEE ~MECEBHTH 5,
BRICKFIRE R LE @D H > -IBEIIER L &,

16. Z4EhRE

16.1 MRE
16.1.1 BERS
HARNERB A 260735 C e CHERS L7205 N
75 LROE7 buyr OEMHLIST A -5 ERITIRT . FINY
LU T FaY Y OCra XU AUC--I3 AR HAFI L L 722,

1 BARABRBEAICAAL.SgK03.0g %6053 201) T SilE#E CHRERS
L7zBROZEMEIREIST X — 5 A GRETEE55%)]
FINT B L L7 ragy
HE 1.5g" 3.0g* 1.5g" 3.0g*
Lk 10 9 10 9
Crmax (pug/mL) | 16.9 (14.7) 32.7 (12.2) [71.1 (14.3) | 132 (8.1)
AUCo»
(1g * hr/mL) 22.0 (22.2) |41.5 (14.1) | 154 (12.6) | 292 (11.9)
tiz (hr) 0.584 (13.8) |0.581 (6.0) | 1.83 (8.3) | 1.81 (8.4)

T &N N0.5gRUET b a1.0g
T FYUNZFL0gRUET b a2.0g

JVTFZr )T 5y AH180mL/minbl Lo EEEE (106]) 1<k
Al3gx605 7\ CEAEEE CHRERSG LIZBO Y I N7 5 LUt 7
hOY Y OHEMEE ST A —F R ERAUIRT . BRI Y NI 5 LD
45 AR R X 8 R D 5 SRR D 60% 2 b 7z - Tlpug/mLB % iR L T
Wiz HERERIYE T b O o MR S8 D SRR D 70%1 b
7o o T8ug/mLiBE MR LTz (MEAT—%).

R2 JLVT7F=> VYT T AHF180mL/minkl LD EEBRE ICAHAI3g %60

AT TREEETHRERS L REOEMBE NS A -5 EAF
(95%fEHEXH)]

CAVNAVE N 7 hayr

Bi% 10 10

Cumax (pg/mL) 17.4 (13.5, 22.5) 68.9 (55.0, 86.5)

AUCo-» N
(4ig - h/m) 34.8 (21.7, 55.9) 223 (152, 327)
ti2 (hr) 1.47 (43.5) * 2.59 (51.1) *
T ofl
T BEEERE%
16.1.2 RiE1RS

E P85 IAHEUER 1 B\ T H A A DM RIS RS - T O AR IS
JEE N RESME B IS AR 1. 5g 2 6070 2 1 C i AT T8IRFf & & IR
BE LB, BEFAENERETICESY YNNI Y LRTET b
O Y OEFREROENIE/ ST 2 — & 2 K3ITRT Y,
EEARBIERBRICBLTHAAZECATIHREZEEL TV
BEPfi ¢ B 12 AH|3g 2 603 7 V) T Ui EE T8 & L IC RER S
LizlE0 . BEFENSHEERICES Y INT Y LRUET by
Y OEFEREROENBIE ST X — 5 2 RAUTRT,



K3 HA N OB RS BRI B K O M IR I P R S E R 1SR A
1.5g% 6053 72> 1F T R BT T8I & & ICRIEHR S U7 BR D E HIRIE R
DENBRENT X =5 [P GRIATEBFE%)]

MM RIS RGE R ML REE N RGVEE R
FINGE L[ 7  aF Y [ SN S LR T bavy
e 103 103 97 97
Crnax
(ug/mi) | 187 (36.5) | 72.7 (32.8) | 17.8 (53.6) | 63.0 (47.0)
AUCus, =
(ug - oyl | 327 (2. | 215 (33.0) | 311 (63.8) | 179 (49.2)
tve (hr) | 1.34 (22.3) | 2.68 (28.3) | 1.35 (31.4) | 2.40 (28.1)

E) L7 F=2 79T T2 AH30~50mL/mind B TIEAAI750mg % %

57, [16.6.1%H]

F4 HERANZ GO ANLFRERZESE L TV RENMAEE ICKRABg 2607

T TR ERE TR & & I RIEH S U 72 RO TEH KRBy D 2B 3 &
IRTA—% [EATFE GRAEB(%5%) ]

AV ENN 7 oy
5% 247 247
Cmax (ug/mL) 24.2 (41.6) 96.1 (43.3)
AUCtau, ss
(41g - hr/mL) 56.1 (73.7) 341 (55.2)
tiz (hr) 2.89 (40.0) 3.48 (46.2)

H) VL7 F=0 T T Y ANS0mL/mintB O EEDT—4

16.3 910
b M TOMPEAKEARIEY YNNI 7 L5530%. £ 7 baF > »K16%
~21%TH 5. BERASIHICAR.5g% BEEIRNTS Lz L&, &
FIRBBICB I 2D MEEOTME (EERE%) &5 N7 % LT18.2L
(25%). €7 bu¥>T13.5L (21%) THO. Mi/NEEEFRETH -
729, FizEBE (226) 1CAAFBg (UICLckICEDSWTHML-AE) %
6053 7\ T8GR T & I )i ERE Lz & &, fii_ ERE (ELF) oy Y
NZHLROE7 huFrOBEIRSHERELZEL T, £hehnlug/mL
HBRU8ug/MLBTH o7z, IEBEREMDAUCHELF /MY
NTHLTHI0.62 &7 baFrTRI0.50THo72) UHEAT—%).
16.4 X
HINTE LEB-TF 7 F LBOIKS I & O REERBHOMIZR
#ENBDE, &7 b EEICKRE AL LCRFBICHEES N, 1F
LAEREENEL HEAT—%).
16.5 HEtt
FINTHF L ZINT Y LAREPMIKR LT baSF 3B EE LT
PRt b. AAIL.Sg& BRI ASBEICHEEIIRNEES Lz s, 7Y
NG5 LR EROWEBHAREGE L THE S N, D IZRHIMI
CLTCHRtS N e 7 OV IZREBOISKBAREEE LTR
ikt S N7z, BERRESZOE 7 b adr 0B U752 R (3.41~
6.69L/hr) 3@~ ) 75> A (4.10~6.73L/hr) KU ESR+©
7 radroRKEABREFERBETHL LN, T O UIEE
EORIRMESBIC L VPR SN D EE 2 BNz, BREENIER & EERK
ANIZB VT BREKEELLFEAOFHEIL, ¥ NI 5 LHPHIER-, &
7 Futy A2~ 3R TH - 20 BHEAT—%).
16.6 HEDNHRZHIDEE
16.6.1 BiksEEEE
B, hEERUEEOERAERES CIITREERSE LKL, ¥
JNT 5 LORERIE L AUCOEAEE D 22l . 365, 265 %
U4fElc. €7 bay > OFERIELZAUCOEMFEE NS Zh2hig
1.3f%, 2.5 RUSBICHEmMLZ) Y, £ioy YN LRUET b
Oy OREGEOK2/IHP MBI L VBRESNE)FEAT—%).
B, REEROEEOSRAERES I OIS RAEEEH ICRA 260
ST CEEBE CRENRS LI BEO Y YN LROET hayy

DIDFREIST A =5 2R5ITR . [7.1.

9.2 16.1.2%4]

x5 BE. PEERUEEZOBRERESELCICEREERE ICAA 260
D0 CREEE CHERE L BEOEMERE/ T X -8 [T

CREIZEE(750%) ]
LAV E SN 7 rayy
EHEEREORE | FHE Crnax AUCo-= Chmax AUCo
(pg/mL) | (ug - hr/mL)| (ug/mL) | (ug - hr/mL)
P (CLcr 60~
; 22.1 34.8 98.7 307
89mL/min) 1.5g
(6f51) (15.9) (13.5) (24.7) (10.9)
IE%¥ (CLer
T 16.4 27.0 76.0 244
e e G I BT R G )
R (CLer 30~
. 26.4 65.1 85.0 556
59mL/min) 1.5g
(7f51) (6.9) (20.9) (25.2) (37.8)
IE® (CLer
T 20.0 32.8 76.1 224
o0mL/mintLE) 15 | (79 | (158) (LS | @5.7)
(6451)
HE (CLer
RN 15.28 52.4% 49,98 5378
?2%/ minki) 70me) 50 | 265 | @9 | @3
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16.7.2 ERARFMIMEE(ERER
TINTZ LR LT b Y BOATIRVCOATIORESE (7ut 3

F). CYPIA20EE (h7 A V) XOCCYPIA4DEE (34T
L) DEMBREICKITTHBEEROITTY HEAT—Y).

F£6 PHHAEOEYBIREICNT 5 AFOHLE
GREDEMEE S5 A — 5
5 DT H
prE R - ik s | PERESJEiER
(90%E )
{7 F 358 KA Crmax AUCoo
.| 20mg | logwE 0.83 0.87
7N | et | gimee | 16| 0.63 1.10) | .73 1.04)
200mg p 0.97 1.10
ey |BEIEO®| 1 g (0.91, 1.04) | (1.05, 1.16)
Wmg_| sMEE [ 1.00 1.06
B[RS (0.93, 1.06) | (1.01, 1.12)
2mg » 0.99 1.07
N HEREOF | 1.5g8E (0.92, 1.07) | (1.02, 1.12)
s 2mg el i s 16 1.15 1.23
HERECOS (1.06, 1.23) | (1.17, 1.29)
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B ERERSEMERE R EE 2 RIC, AFI.5gx 1H3E., 7HMH
MEEE L L OBRWER RSN ARE T A LR ENE LT,
LAR7a*Y > gt E st & U BiEA L Z B S M7 R Lt
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ALTHEM6F (1.1%) TH -7z,

(RS, IREAIRE. IEER. RS

17.1.3 EASEMAEHER (013:58)
REEE S, AFARIE. REREPRRE SRR B 2 6RIC, KA. SgK Ty
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—M&% : ¥\ & LF ~) L (Tazobactam Sodium)
&S : TAZ

E2%

AFR:
ATE:
MR L BE~ BB BT,

Monosodium (25,35,5R) -3-methyl-7-oxo-3- (1/4-1,2,3~
triazol-1-ylmethyl) -4-thia-1-azabicyclo[3.2.0Jheptane-2-
carboxylate 4,4-dioxide

CioH1NsNaOsS

322.27

KICIEFRT L, T4 =)L (9.5) X
37 b ISEITIC v,

CO.Na
0 / 2 /N\

} N
N N
\{EFS ) CHs \)

Y
H 6/\0

—M%& 7 O UREEE (Ceftolozane Sulfate)
&S : CTLZ

==

PBF © CsHaoNROsS: -

(6R,7R) -3-[ (5-Amino-4-{[2-aminoethyl) carbamoyl]
amino}-1-methyl-1/-pyrazol-2-ium-2-yl) methyl]-7-[ (22) -
2- (5-amino-1,2,4-thiadiazol-3-yl) -2-{[2-carboxypropan-
2-yl) oxylimino}acetamido]-8-oxo-5-thia-1-azabicyclo[4.2.0]
oct-2-ene-2-carboxylate monosulfate

H2SO4

SDFE 1 764.77
MR BEOHERT, KIZPRBEFIZL L, A5 —LcED TEITICL

<y IH =)l (99.5) ITIFEAEET RN,

Bl 1 K9170C (57 F#%)
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NH
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§\~NH
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S ’ NHg
H2N
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2.7.2.2)

HNER : BAABENREARERSHE (2019F1A8H AR,

CTD 2.7.2.2)

PR R ERE OREFEY BT (2019F12820H &R,
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AR RN RBS AR S5HER (20191 H8H %GR, CTD
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Halstenson CE, et al. J Clin Pharmacol. 1994; 34: 1208-17.

Sorgel F, et al. J Antimicrob Chemother. 1993; 31 (Suppl. A)
1 39-60.

*il*]?*# P EYIEHEERREE (20191 H8H%RR. CTD 2.7.6.2)

TENER BRSSO BE I SR O B R D REET (2019

F1H8HARR. CTD 2.7.2.3)

HNER  BEROHEEEKAE

8H#&:E. CTD 2.7.2.3)

HNER : ENSMARRRRER (014350) (20191 A8H &R,

2.7.6.3)

B - BN IAHE

2.7.3.3)

HAER BV ITHER REER (10-04/053K8%) (201941 A8H %GR,

CTD 2.7.6.3)

#BE (20191 A8 HARR.

CTD

Tk E NI R KB (20194E1A
CTD

PRaEE (014:KE%) (2019F1H8HAEE. CTD



15) AR : EPNEIEERHEE (0135X8) (2019F1H8H &R, CTD
2.7.6.3)
16) #PAER - M/ IEERRFER (10-08/09%K88%) (201941 A8HA&GE.

CTD 2.7.6.3)
17) HAER - ERRSLFESEMHERSE (00855) (20194F12H20H %G8,
CTD 2.7.6.3)

18) Moya B, et al. Antimicrob Agents Chemother. 2010; 54: 3933-7.
19) Takeda S, et al. Antimicrob Agents Chemother. 2007; 51: 826-30.

20) HEtasr, M. BAR(CHRIEZSMEE. 2018; 66: 567-77.
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2. BR(RDEHEICIFIESULEWNT L)
KREN DR U BUE O BEAERE O & 5 8 E

3. AL - IR
3.1 #Hm%
04 Y75 VYV AEEM0Lg | 7YYV AETg
m T4 1] T4 1]
BRI HIE+t 7% 3T nKH
(131 7 V] 0.5g (i) \ 1g (i)
A BRI ) A
3.2 BEIDMIR
s v 75 VY LEEN0Sg | v T8 TV AEEg
e (474 (4w
FI - R P~ P OBy, IR L C B 5 S
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EBAREH B ) #12[0.5g (JIfi) /10mLA: B £ 37 ]
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4. FHRENIFFNR

CERLER)
AHICEREDT ROKER. VYYIRER. MXIKE. KB
B yhONIY—E. JVITVISRE. Tv70N05—
EB. €5F7RE. JO7Y9RR. EVARS - EVA=—. 7
OESFVY7R. A1VIIVIVYE. Ya1—REFRRE. &R
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FUTROYARE. NOFO4FRRE. TURTSE(TL
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B, RERMOARRK. SHE - RIERUTFHRIFORE
. IEEE - MREEK. REER(RHEERERR. RERESZS
0). BUTERK. MR, MRS, R, EEFRERED
TR BB, BEER. MiRX(RE. BiE). B
RRX. BEER. PBER. FRES. VLU VERR. FEARK
F. FEMANESHRX. FESHEOMN. (CIRMEEER. PEXR.
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5. FEEXFFNRICEHET HFR

(IEEE - KREEK. Rtk (RELEERX. RULAERRSEZZ0). 2
MREZR. PEHR. BEISRER)
[HUEYEEIEEROFI & V2 Sl L, HRERG OLE
P2 T L 72 BT ARHORG-H5EY) &R S B A IR
T5HI L,

6. FiENUHE

WE . BAIEIH 1~2g (JI1ill) % 210102 5550 USRS ST
bo B HEGEYE T EAE RS RIS U CLH f % 4g
(i) & THIE L. 2~4RN2 0859 5

WL NEIZIETH40~100mg (JI1ill) /kg % 2~4181 12 555 L R
WIS 20 7B, HEEME S ERERGE 2 ISR U T
1H &% 150mg (JIMil) /kg F THIR L. 2~4m 25859 5,
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FRIRATESHCER L Cid, HRESTRK, HIRAER AR H
JF7 B ORI ER L RIRICHRT S b b AHNINE
i, BFEE L7237 3 RIS 2% & ORI 2 T305~2
WEf 22T CHREIHES 2 2 £ b T& o
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14.1 FERFRRIFOER

14.1.1 FEHROARE
ARFNATERAIIA & U CH BB R M) 7 AHDEE S
TV D 12O BRI BT ADSSEE LoNA TIVADE & 72 %
DT, RO EH V2B PETHES 2, TRLEMREZ N 7
V2R L ERIRNEE S-S LU R RE R G-l s L AR L $%5-
T %o BIRIZH 7o TIBE LI OV TOFHHE % A TIT
)T ke BMIEEHERATO W, KT WD & BTSSR
LBV RNWT &,

AFH TR VAR Pri st

0.5¢ HRB A 3mL 10mL
H A B AT e

lg 5% H &7 N w7 B SmL 20mL

14.1.2 BCSBS
FLAZALT— 7 # BT 52 bo ROTHH LRER, BEZE
ILE2RIFTIEDPHRENTVLOTEET LI L,

MNva~xA s JHERE, TARFF— XY OVEE, 7aan
XU ORI, NI AF V) VBB AT VS N T A, H Y
L2WHY A, DY FE—VERESTS L - bR A
LB ENHLID, RIELENWT &,

@7NAu TN, THT—, TI /740 KM LR
B35 LMoL L HIZRBIO MK T T 52 L 03H 5
7o, ERPIENT B &,

OVAHKN DLW T T 5 720, KEKEF MY v 25 %
BIRERLH T2 nWZ &y

14.1.3 AR
TEBILESLIHHN T2 8 B, RUEFITHRAETLE
ETAYA T L EIMAAT ORI, R AR 28R I DL IS
FHT5Z &,

14.2 ERRESIFEOER
IR R AL G2 & 0 I, M ERIRESE AR 32 Lt
HHDOT, INEFET L7220 OTE, FEHFRA. 115
HEFZOWTTHICER L. ZOEGHEREIZTE 272158 L
THI L,

— 2 —




18. ERHEIE

18.1 {EFER
NV UAEAEREASELIA, 1B, 32 L. MBI ER L, &
DOANAEEE B GIIAEER 7 F R 7)) 1  BAEIEK) % HES 299,

19. B ICEAT IBEEMAR

—fi%% : &7 ¥ Y LK (Ceftazidime Hydrate)

B = :CAZ

{E¥4 : (6R, 7R)-7-[(1)-2-(2- Aminothiazol-4-yl)-2-(1-carboxy-1-
methylethoxyimino)acetylamino]-3-(pyridinium-1-ylmethyl)-
8-oxo-5-thia-1-azabicyclo[4.2.0]Joct-2-ene-2-carboxylate
pentahydrate

SFI 0 C2H2NeO7S2 - 5H20

DFE :636.65

Bis
H

3C
HC %CO;H

tﬁf@

HZN%

# R AR~ REAROMSMEOR KR TH L. KITETFIZL, T

F= M VIIZTE 7 =)V (95) 12D THEITIZ { W

20. BURULEDER
SHEBRE BRI L CIREFT 2 2 &

2. g

(BT75IYLEER0.5e[YD1 D)
10314 7 v

(BT IILEEERIEIVO1D
10734 7 v

23. FEXk
1) BT A R R R AE AR © s B o F5| &
2) Richards, D. M. et al. : Drugs, 1985 : 29 : 105-161
3) Al : Chemotherapy, 1983 : 31(S-3) : 17-21
4) #HFH#EMl © Chemotherapy, 1983 : 31(S-3) : 119-124

*24. NERFERFERUEUVEDEE
PO A RS > —
T532-0003 AWK E 5T H2-30
TEL : 0120-381-999 FAX : 06-7708-8966

26. BUERRGTRES
26.1 SGEARFEIT

IR RZERISHT

ABRENIRERSTH2-30

DAl A230513



CTEVLSTENT S
L8 II3CE ()
1.8 1 IfI3CE (R)

20XX 4 XX AR (35 130 BARBREERNEES

876139

Br & ER

o B-54 5 3T — L IREHERAH A NENH
FESRTENIRALF R DL -T2 DD LKANY

VPE i S o Ls i s
YE+ 742 BEREFHTR
Zavicefta® Combination for Intravenous Infusion 2.5g
ARES 00000
) EE-EMSOLFEICLVERTSZ & FREERAE

2EE (ROBEICFEBESLENIE)

2.1 ABNORSy it 7 = LR PUERE S LIBBUEDOBEROH 5 8E [9.1.1 &)

2.2MbDB-F 7 ¥ BRPUEME (RN=V U VR, B NI H LR, DA LRE) K LEERBEOE (TF 74 7%
U—5) OMREOHHEE [9.1.1 BH]

3. #EAkL - MK
3.1 48R/
1A T v
LRk sy TERZ L LT RY YL 543.5mg (7 E/RZ Z Ak LT 500mg)
R w74 Yrkfly 2329.Tmg (7 %YYL E LT 2000mg)
I HRIREET B U 7 A 232, 9mg

Y AT ORI A B L ORISR TV S,
3. 2 WA DR
S8 B~ OBk

pH 5.6~7.5 [1 /34 7 /L& ES K 10mL (2 3%fE]

4. ShEER TR

GEGETE)

AFBREOKBE. Y ORI E—R. FLITVISE. ToFANIE—R. €S5SF7E. FATHRE. ELHRS - E
WHZ—, 41 VLT UHHE. GER

CGERGAE)

BmAE, iz, BEBts, BEREX. BEX. BEENERE. BELX RS

5 FRERIIHRICEHET HFE

S5 1 AFOMERICER LTI, p-7 27 #~—EBDBEENEZZ L, AFRNEEDRKEIC L D EYYE THh 55 aIc&kb5 42 2

(W)
5. 2 BRASR O K2 AT S (O TIRR SR & & 10) HE Clote = & ABEE 2. WU 5 &
[17.1.4 8]

6. AERUVHAE

W, AIIZ1IE2.6g (FEARZZLELTO0.65g,/ 77X PP LELT2) % 1 H 302N CEMBRET S, 72
B, MEFESR. BEFENIEE. IHFER. PRSI L TE, A b= Yy — A EFGE DT 2 &)

1T AERVAEICEET 2E8
(BhResti@)
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7.1 BHREREO H 5 HBE  (CL.,. 28 50mL/min LLTF) 12k L TIE TEREZSZICAROHEZFE 52 L, [8.3, 9.2, 9.8.2,
11.1.8, 16.6.1 &R]

JVTF=2 VT T A (L) ” AFg5 b4

31~50mL/min AF 1] 1. 258 (7 B2 210,258/ ©7 %PV L 1g) % 1 A 3L

16~30mL/min RF 1A 0.9375g (7 BN Z 1 0.1875g /B 7 4PV 1 0.75g) % 1 H 2 [F#H5

6~15mL/min” AH 1] 0.9375g (7 E/82 % 1 0.1875g /& 7 % PV L 0.758) % 1 A 1 [m#ES

MARFEHT o DRI A 2B AH) 1] 0.9376g (7 E/RZ Z L 0.1875g,/ &7 %PV N 0.T5g) % 2 HIC 1 [E[% G
(6mL/min Aji) ¢

) Cockcroft-Gault =i & v i

) WEROMES 2 BT TRET 5,

) AANZIHGENTIC LV BRE SN D72, MEENT B ILENT RIS 352 &, [13. 28]

) ERARFBRIZ I T, CLe, 23 6mL/min AR CHRENT & L T2 WBFIZET 2 BRHER BRI L 725 7 — 2 135 5T,

(ERE#. ERERiRE. BEx, RS

7. 2 AR HEIM L GR OF E K NZ2EORF 2 B & LZBRRBIIIEN L T2y, JFHRT2 A ha =&Y — LEHKO
FERORE, A EOEEZEIL, A be=FY —VEFROEBE RS 2 &, [17.1.1, 17.1.2, 17.1.5 B}]

a
b
c
d

8. EELEXRMEE

BNAFNCL DY av s, TF7 47X —DRELBEIITMTE L HENRRNOT, ROWELEHZ L, [11.1.15
]

8. 1.1 FANIBEEREEIZOWTHO MR EIT) 2 &, B, FIAWEICL DT LAX—RBIILTHERT 5 Z &,

8. 1.2 HFGICEE LTI, 4T a v VKT IREBNED D HEE L Tk Z &,

8. 1. SHERBIEN ST EKRTH E T, BELLHOREBICHRIE, FORBIEELITO 2L, o, BREBBEZITEETREE
BIDHI L,

8. 2 KAIDMEHICH = TiE, MHEFEORISEEZFF 20, FAIE UCERZME2TR L, B ORER LB e i N NEOHRE O
BHIZEEDDHZ L,

8. 3 AN DBELH L O G L, EWIANICERRERE 2 EM T 5 2 &, £7o. EHRICITHERE, MSEOMELITH Z L NY
FLUW, [7.1, 9.2, 9.8.2, 11.1.3, 11.1.4, 11.1.7 BH]

ILBENEREHT HBEICHT IR

9.1 &HHE - IERZEDHLHESE

9.1.1 7 ARUSNDB-5 U 2 LRIEME (RZDY VR, B/ NIV A LR, WILNARRLRE) (23 LBEEOBEERE
DHBHBEE (2L, BTz LRUNDB-F 7 2 LRNMEYEICH LEEGABEOREROHSBEHICIEHEE LRI &)
HEICEGETDIZ L, 7TH7 4 7% —%50EERBEIENS SbN 58T, BEbicEs a2 L, BEYR0LEEITH 2

Loo[2.1, 2.2, 11. 1.1 H]

9.1. 2 KAXIIEE. RBRITKEXWME. 5. ERPEOT7LUILX—EREFREILPTIVEAEEHT 5EF

9 1. 3IROEMDARLEERIIEROREDNDEE. 25KEDEVESE

BEETRUTIZE, EXIVKRSIERBSHDONDZ ENH B, [9.8.3 5]

9.2 BEHEEEERSE

ARG DMLETH D, BT XV LT BT X AOMBETRENENT28EZNH 5, [7.1, 8.3, 9.8.2, 11.1.8,
16.6. 1 ]

9.5 1347

T SR LT D ATREMED & 2 ethici, R EOFRRMENErtE LRl 2 MW SN 258 Cos&E 53528, Ty
NS A A S (eI AN EN 7’1:/\757A0>ﬂﬁﬂ%1_ﬁ7ﬁ)..mbbl’oh7‘* Vo F. Ty MIBWT, T EARY X AEIEKR OIS
&E‘Lf_& 6\ llfl/fE 2331/\-():}{'_5&& @T}LE”EZPHL‘&)%#’[JL’ z)

9.6 2317

TR LEOARMER ORARBEOAREEZEE L, RAOME X IP 2T, B 72 PPV ENE NP ~B
TTDHZENRFEINTND, TEART X AET v MZBWTHHBITARD LT D,

9.7/ R
ANREEE G & LI E NIRRT ZE M L Ty,
9.8 BEnE

WORICER L, BEOREZBE LA L, HEICERETHZ L,

9.8. 1 AFERENME T LTV 2D Z ENE L BIERANREI LT,

9.8.2 —XMIICEFERENK T LTS 729, AEEFIIZEESLETH D, [7.1, 8.3, 9.2, 16.6.1 BMH]
9.8 3 ¥ IVKRZICEAHMEARH HbdZ ERnbD, [9.1.3 5]

10. f8E{EA
10.2 FREE (BHRICEET S L)
% BRAAEIR - HEE 7k BEFF - SRR T
TrAg Y N TENAY Z LOMABRENR ERT D | T Sg s KO3 0ATL KU 0ATS Z i L, EIRANAEY
[16.7.1 2] MDD D, T rAR Yy ROOHHIEHE | 225 Ot 2 ES 5 Z L2k 7 ess 7 Ao
BLA, RN L5 5 WTHEMED & B,
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B4 BRI IR - HEE 715 FEI - fERRIN T
IR A BWER (Fv R~ T7arEI FEO | BFEIARHTHEB, 7at I FEGIZLAFIRD
Tut I N FIRAN & OOFIC & 0 BEEERBIRS | 720 L=0-T 2 U T o v ROBRIE UEFIRFAI
NHZERBESATND, 12 X B K CIRMIE M~ D& 7 = ARGUEWE
EHEREICEE T 5, DI YALPTTHE L, BEEERET L Ex 00
TW5,
FEIRIR T« 1 1 O s
jqmplida s RGBT O RANWIT T D BTN | MR # A ZE S, R OBERO BT I
b5, LRI EIHIT D LEZBRTND
11. 24 A
ROBWERR S HOND ZLNH LD T, BEL 2TV, BEDREO LG EITITREG 2P Ikd 5 7 CEb) 720 &
2T &,
1.1 EXGEIEAR

MN112avy, 7r745F 20— (T bEERE)

vav s, TFT74 7% —EOERERBRUELNISNH HOND Z LRH D,
M.1.298R b YPHOL T4 T4 LKREH (0.16%)

JHRARN) VT T 4T 4 VUVRBREDOMEZ ML) BERKGRPOLONDZ LERHDHOT, I8,
ONTGAIITE S 2 1L Ul e B 2175 2 &,

M1 2AHBEEZOEELBREE (BEEA)

(8.3 ]

1.1, 4 A mBkE D, £
[8.3 =]

1. 1.5 hEMRKIFEFERAEE (Toxic Epidermal Necrolysis :
& BHEAET)

11.1.6?&3§E5ﬁ5%~ PIE fEMEEE (WU B 8HE RHT)

[8.1. 9.1.1 &R]

BRI D THIA B &

BERIBRE. M/, SAmMEEMm (O3 b SHEAR)
TEN) . RISHHIZERAEIZEE (Stevens—Johnson fEIREE) (W T4

FEEN, MK, PEULDREE, O X ARALE . AFEREKIEZ a0 O MIEMEA %, PIEJEBRBEENH LN ZLNHDHDT, ZD L
9IRS B SN TG EITITRE 2T IL L, GBIEEEA Ve AOBREEOERNELZIT) Z &,

11.1.7 FFs. FFEERES. FE (WP bEEARD)
AST, ALT, y-GTP D L\ EFZ 5 SR, HSRERESCHERH bbb Z L B3H 5,
11.1. 8 FEM IR IR (BERH)

[8.3 &M]

BRE, PR, EARRET, KSR, R, IA m— X REORE - IR D B D Z LMD D, FRC. BHREEEEE T
HMEZITORPSTEHGEICHbbILT VY, [7.1, 9.2 &M]]
11.2 ZDHDEIER
19%84 F 1% AR
JRYIE B OV A HUE H oV HE (ONEEIE S Y A E, PR
vV HIERETe) . IRIEIEY
MR > SRk TLHE 7 — B ARBRE FUiERIA . U 2 SERRN,
& /MBI, AFEEERI N
R R O REE BV v A, BERGR, K Y T
Il
R REE TR, IR F U, EEE
R IR
IR RS, i
M T, L | WER. RESE. DN BEEEZ . GERL.
BRI R4
ST AR R e AST 840, ALT 9N, K7 v A7 ) — y-INAEINVEFT AT =T
B ISR, IFHRERA M L — B, Tk AR
BN it Ry 7 72— HN, LR
KEREFHN
F&U&Tm%h RIB. £ OFE, FLBE, BMR. FHE | BERBIREE
5 R B OV AL A
fkREE
é&o%%ﬁt M7 L7 F =8 i R SRR
- REREER O TENEBALISIN Ty, T TEAEBAL IR S
&#%M@%%
AR A DX QT FER

12 RRRERRICRETEZE

121 7 AT =TI ERS AR T 4 7 FifdE, 7=—V v 7lEIC L DR

52¢,

122457 — L ARBRBHEEZ 2T 2L BHL2OTERET L2 &,
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13. BERE
AFNZMIBHTIC L0 RN LI RES NS, [7.1, 16.6.1 5]

14 BREDEE

141 ZRIFANEEOEE

1411 AKH 1834 TAZOE 10mL OEFAKENZ, Do D LRV IART D, ANENAMEERREE T A BFEAE LSA TILN
DBEICRD Z ED, ERNEEZ VT A EHL Z L,

14.1. 2 VRGOS, AEFRAIEK, 5%7 RUBEHE, R Y v F VRO WT DB A>T 8l by /Ny 7z, TRE2S
B, TREDO® T HZ VA E L TORKIEEN 8~40mg/nL 12725 X ) ICE IR B ORI ZIEA L CHINT 5, R L-
TSy ZIEEDNCERENRINIT 5 2 &0 A TAVNORFIEMERRGD D 30 NS ZSE T35 2 &, 1 BlIOFFRIC A
TIVNOEEEFER LW, o lnimikIRET L &,

AHIHE G- B VRIRE DSA T v RER RV Ny TR o RE%
MO DA DI

2.5g (7 ENJ A 10,58/ 75 DY A 2) 48 (K 120L) 50~250mL

1.25g (7 ENY X 10,258/ 75DV A 1g) 6mL 25~125mL

0.9375g (7 £\ X 1 0. 1876g,/ & 7 % VU A 0. T5g) 4. 5nl. 19~93mL

14 1. 3R A7 X oV AL LT 8mg/mL (ZFHHEF%, 25°CT 6 REAIE T, F7z, 2~8°CT 12 A & THRAFE L7214, 25°C
T AR E CLEEDHERINTWS, B 72V A0 LT 8mg/nl ## 2. 40mg/mL LA FIZHHEI%IE, 26°C T 4 Kl £ T%L
EMENHERR STV D,

14 1. 4 fhDIRFN & DIREITRET D Z &, BAEIDOT—HIFRSNTND,

16. EMBhEE

16. 1 mMARE

16.1.1 E[ERE

AARNEERRN BT BN 7 2 5 0.5g OB T X UP 0 2g 0P LT, 2T THERE#E L/ E0T e 2
LAROETZE DV AOEPETE T A —ZIUTOEBY THH Y,

e Cuax Toor” AUC; ¢ i
s (u g/mL) (h) (ug-h/mL) (h)
VAAVE PN 7 |15.9 (14) | 1.97 (1.97-1.97) 45.5 (12) 1.35+0. 113
L S NN 7 {110 (14) | 1.97 (1.97-2.25) 354 (13) 1.68+0. 156
BT FEIE (WA B R ED)
a) HfiE (HiBH)
b) G A e
150
- N
’; 120 —_—t T2
E]
B 90
2
H
%
g 60
J;,'__F
B
30
0 )]
0 4 8 12 16 20 24

‘E#ER ()
X1 BARNEERABMEICT BT X AT 20V ARG U CHBLEEEE Lz & &0 mEhRERERE CEYEHZELER
7)
16.1.2 R85
H AR NEMEPEREIVE NI . MM R I K ONBE N i 2% BB IS AR A 2. Bg & 2 BRI CUARMEE T 1 B 3 [mIKEHE L
&, FEMEYEREMNTICIE S EFIREBFOT X7 X AR N7 X VY AOEYFFE T A —=Z | ILUTDO LB T
H5 ",

HUMEMEREIPE PN R Y s TEHEME PR IR R AR BEP it A
TENTZ N BT HVVA TENTZN BT HVVA TENTZ N BT HVV A
Bil%k 58 58 32 32 13 13
Cone (u g/mlL) 13.3 (27) 76.9 (22) 16.9 (59) 96.5 (19) 14.4 (46) 76.9 (35)
AUCy5y (12 g+h/nmL) 123 (34) 797 (29) 166 (51) 1060 (22) 160 (60) 935 (53)

ST (WA BIR R
16.3 2
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AR MR N B TBIC T BN Z 0 0.5g bE 72DV L 20 BBEM LT 1 B 3RIKME AR EE L & &, EFRERD T
ENRT B AR T E DY LONAERE RITEE) 122 NEh 19.9L BN 13.3L Th-o7= Y,

TEHERR AN B A3 GBI T EN T B L7 2PV L% 2T T 1 B 3 BIREAREE L & &, K8 XE0E s
DT ERT Z LR T 7 XYY AOBRBRREITMFETOR 30%TH VY, Kl LRPEERTICBITT S Z Larankz? GFEA

F—4).
TERZZARPETZIV LD MY 7 EERIZZNENK 86K N 1% ThH 7= (in vitro) 9,
16. 4 1t 35

TFTERTZRAROIETH PV ATIEE A CRBEZIT RN,

16. 5 HEitt

TENRZ LR OETH TV NIEICRPICRE AR E LTS D, BARANERBRA S 78T B3 X 1 0.5 &t
TRV L2 HOFH LT L B 3 RIKE SRR LZ & &, R GBLA% 24 FEE £ CORPREROPEER (M)

) ZTENRZZLTIN, BETXZIVLTINTH-7 7,

TEFERRA B M 6 Bl C-7 B /N7 & L 0.5g % 60 43 2T CRilFRE L7z & & BSHREDR 91%a k. 0. 2%03 3 i Pk
sz, miEdh R ORGSO EEARRY B SIREAETH Y, 77 X NIFRICBEHE» SIS S Z L VRR Sh
2o TERTZLADOE T VT T ATRREAEEZ EEl> TW=Z &b, 7T ENRY Z AOBPHIZITRERIR A2 T
< BEBVPRARAE WA LTWA Z LR EN- Y GEAT—%),

166 ENEREEATHESE

16.6. 1 BHLREIES

EXREBEIE A R MR CPARE R OVER SRR SE R I ONC IR BT 2 B S KRB AR ERE T BN Z L0, 1g & 30 4y
DT CHERGE#E X T 7 # 2V A 15mg/kg & 3 3 CHEISHEHE LI & XD AUC, XL FO LB THY, TN
B EARONE T H DY AND AUC X REREREE OFLE IS U TR Lz, MIRENT 2 E4 2 KRR e RS T, 4 FEE o mi
BIFICEY, TERZ ZLAROE T Z T ADONTNHK 5% RESNEZ 21O GEATF—%), [7.1, 9.2, 9.8.2, 13. &
]

EHERED /3 HH AUC o (p g-h/mL)
ZVvTF=v I VT TUR) TR LN vIHVV A
Y s ST i E# LDk %k STy fiE E# LDk
AR IE 6 6. 68 5 126
(81 mL/min LLL)
L R R P 6 17.5 2.62 3 294 2.33
(51~80 mL/min)
Fp s R R R RER 6 25.6 3.83 2 342 2.71
(31~50 mL/min)
AR e 4 48. 1 7.20 5 760 6.03
(16~30 mL/min)
AR e 2 45. 1 6.75 4 1150 9.13
(6~15 mL/min)
A2 6 131 19.6 4 2284 18.1
(it EFEHT 4% 5-)

a) Cockeroft-Gault =& F\THH

16. 7 EWMEE/ERA

16.7.1 In vitrosRE&

T ERT Z NE0ATL LN 0AT3 DIEE T 5, In vitro T, %Y RIZ0ATL L ONOAT3 A L7=7 BN 2 LDELY A
I 56%~TO%PRE L7z 'V, [10.2 2]

17 BRER B A&

171 BERVREMEICET 2R
(BRmdE, REREZ. BREENRE. BEX. RS
17.1.1 ERE 3 1A5KE& (C3591036 FXER)
TEHEME R NI YLE B 60 B 2 kI BT ARH 2. 5g LA b =& > — LiESHK 0. 5g % 8 IR T, 5~14 HEAME#FHEL
e EORIMER LM EmET 22 L2 BNE LT, HEER. IEXTHEEE I L7, FEFMMEE Ch 2 K 5th%
28 HH [test of cure (TOC) 3EFz] TOmIAZIE [clinically evaluable (CE) ] %, 90.0% (36/40 f5]) TdH o7z, A&
HERIZ I 1T A UiE D B2 HoS < B 2 45 (extended-microbiologically evaluable at TOC #[H) D¢ 5-Bitk# 28 H
A (TOC 3kBE) TORRRZISIX. 100.0% (2/2 #) THo7 ',
ARJOA v =Y —VO&5 %% T 60 HlF 764 (11.7%) ICEWERRSES b, ERFEWERIZTHIS 6] (8.3%) Th
o7z, [7.2 &H]
1) LUF O BRRFEE R OB 2 PR bilii= 3,
PR JEYE « ICU B33 Tl Sequential Organ Failure Assessment (SOFA) DE&F A7 2 LA L, FE ICU B3 TiX quick Sequential Organ Failure Assessment
(qSOFA) @ 2 THH LA RIZF%4,
TR ERIESE © R— AT A RRZHNANEE B ST DS O AR 7 T SRR S MR & S v D,
(ERR#%. BRERIRE. BEX, FiRS
17.1.2 i85V 55 3 1B5XBR (RECLAIM FER)
TEMEMERE I N Y B 1058 5l [ARHKI+ A b =4 —LE (520 Bif) KR OWHERE (523 ) (modified intent—to—treat :
MITT 4£H)) ] ZRIGUCARK] 2. 5g A b =& — LiEFHE 0. 5g % 8 FRIMING T, 5~14 HREAMEFE L & EOFEL
UL EBRET 222 HE LT, AR SR AEHR 1g 25t & U7 BEVEA (b 8 B Ml T HE M b elign 2 920 U 7=,
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FEFHEEE Th 2 HEEA{b% 28 HE (TOC KBi) TOERKZE MITT £ SN CEERM) X, 1 0LBVTHY ., #
70 95%ETEX D FIRAEFNCHE LISt~ — 0 -12.5%% LRI 7- 2 L b KA+ A o =&Y — LEEO K REE
kT B IELERREES L ),

£ %W&ﬂ]% AH+A S a = — LR xR BEMIZE Y (95%IEHEIXIH )
MITT 4EH N=520 N=523
by 429 (82. 5%) 444 (84.9%) ~2.4% (-6.90%, 2.10%)
CE 4EH N=410 N=416
by 376 (91. 7%) 385 (92.5%) -0.8% (-4.61%, 2.89%)

a) BERIE= (KA A ho =&Y —/LRE) —xHBaRE
b) Miettinen-Nurminen 12 & 0 (S M 25 H L7,

AR OA S = — LV O¥E %577~ 529 it 35 6 (6.6%) I[CRIVERNRD Sz, FABVERIZ TR 9F (1.7%) .
D6 (1.1%) Thot-, [7.2H]
(EERt 2. BREBX)
17.1. 3 ER £ R5E 3 85458 (RECAPTURE :5%)
TEHEME IR B YE (R T 2 U2 LA O HEME: NI R ISR YE)  FBF 1020 §1 (BE{EZA LBl & LT HANES 55 4,
I LAKIRE 32 BlEGte) ARG, TRBREE [AFA 2. 5g FITAIIE (KU R AR 0. 5g) ] % S IFMIMIR T, 10 AR
5 U7z [5 ARIBL -IBBRSE A Ui iR U 7o R IS REE 27 L7235 1. BUEDORR O PIBEIE~DYI v i 2 23 e, 3BE
SRR IR INE 289 2 5813 14 AMBRENTEE] LS oFIE O LZElEZ2RirdT 52 L2 BE LT, EIEAL &
BRI TRE M R A S hE L 7o, EEFHMIEE Th 2 MAEAE 21 HE (TOC 3kBt) DOBE Z & OMAED TS
[microbiological modified intent—to—treat (mMITT) &[] IIASHKIFE 77. 4% (304/393 ) K OXFHRRE 71. 0% (296/417
) THo., BEEZE (95%EHEXM) 13 6.4% (0.33%, 12.36%) Th-oiz, BERIZED ISKEFEX MO FRAFRNHIHE LS
P~ —Dr-12. %% B~ 722 &b, RAIBEO BRI 2 FELPEDHGEE Stz 1,
AFNOPE %% 1) 7= 511 Bl 40 4] (7. 8%) [ZEIWER AR Sz, EABIWERIZIER 8 1 (1.6%). FAI6H (1.2%) Th-
7=
(s
17.1. 4 EfR £ R 3 #85E% (REPROVE EXB%)
BT Z¢ B 808 151 [ Z o 5 B A LIEWL#a BB 78 813 280 151 (34. 7%) 1 (#EVEZAALHIE L THAAN 21 i, 5 LAKIRS
L BlEETe) 2RI, AH|2.5¢ % 8 FEMIIIRE T, 7~14 BREMSE L L EOFIMER O REEERFTTHZ L2 B
E LT, AR AEME 1g xR E U 81E4 L B ERIATRER FhEBR 2 550 L7, EERHMEEE Tb 2 IEA{L%
21 HE (T0C kpt) TOEFKNE [clinically modified intent—to—treat (cMITT) 4E[72 HONT CEM] 1%, 20k
DTHY, BEHZED BNEHEXEO FRBSERNIHE LIS~ — 0 -12.5%% Eal>7-2 b, ARFIBEOxHREECR 3
BILPENRFES iz )

2
- [ESOES ARHIRE R TERAZE (95N )
oMITT 4] N=356 N=370
s 245 (68. 8%) 270 (73.0%) ~4.2% (~10.76%, 2.46%)
CE 4 N=257 N=270
1B 199 (77.4%) 211 (78.1%) =0.7% (-7.86%, 6.39%)

a) TEMIZE=AHIIE R RRE
b) Miettinen-Nurminen {52 & W EHIRK A Z 5t L7z,

AFN O 5% 5% 1 7= 405 i 66 5 (16.3%) (CRITEA GRS Siviz, EARIVERIZ TR 17 6] (4.2%) . AST L5 8 i
(2.0%) . ALT 5761 (1.7%) . #0451 (1.0%) . WEr:4 % (1.0% Toh-o7-, [5.2 ]
(IEE%X. BRENRE. BEL. FRE. Bk, BETX)
17.1.5 #8555 3 tHEAB& (REPRISE 55%)
YT H UV AT SRR L B EMEMENE SN ERYYE BT 27 B K& OEMENE IR EE (B BB R UTENLSL OB
HEME MR BEIRYE) BRI 305 (1l & X UICAH) 2. 5g & 8 FFMMIR T, 5~21 HRHE G LIcRFOaIMK O L a2 Mt 5
ZEEHEMNE LT, FAMRREEOEFRIEEZ AR E LI IFEREIEACRRZ S50 U7, ASAIRE O HEME I N Y iE 5
XA b= — LR 0. 5g % 8 RMIMIME COFA L7z, EEREMEE Th IR OREKE L 7~10 H#% (TOC Kpi) <
DEFRZDE (mMITT 45F) (3AAIRE 90. 9% (140/154 ) S OV HRAEE 91. 2% (135/148 )  [HEMEMERGIE N IR YT B3 CIIAHA
T 80. 0% (8/10 f5il) SR ONKFHRE 54. 5% (6/11 1)) . HEHMENE IR BEFRYLIE FBFE CITAKIRE 91. 7% (132/144 1) S OVKFHREE 94. 2%
(129/137 )] Th-7=19,
AFN OG- 25215 72 164 B 14 5 (8.5%) \CRIEHRD Sz, ERRIWEMIZSNEEIESD 2 & 5E 3 61 (1.8%), Huls 2
(1.2%) . $EEGE 241 (1.2%) Thotz, [7.2 ]

18. FEZhZE
18. 1 fEFAHER
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TERTZNIHER-T 7 X LRP-T 7 Z~—BHEELTHY, -7 7 ¥ ~—B LG/ EEAR L. KGRI L TEER
MIMEZRT D2 LIC L WB-F 7 #~—CBEHET D, Fio. WEERMEIERR-F 7 #<—8, KPCR AN NI~ —F
KON AmpC BIB-T 7 #~—B & Gte Ambler 7 7 A A KNI TACHOP-T 7 Z~—BENET S, EHIT, BT7Z VT LDNK
SE~DBEEAMENNY 5 XD DANALXY—ETh D 0XA-48 bILET S, 72 PV MTHEO =) UIEEEAEIC
e L, MaBEDXTF K7 Y oG E L COEREIC L 0 REIERZRT,

18.2 iE1EH

AFNE, RBHE., Y by 2—g JVI7 v IR =0T aAyE—g BIFTIR. TRTURE, ELIXRT - EN
== A TN YHE, FRIRE S U CHEIER 277,

19. B D 12T S EBEENIR

WAFTENIALF YL

—REILTS  TE R X 5F N U o (Avibactam Sodium)

{524 Monosodium (1%, 28, 5/) —2—carbamoyl-7-oxo-1, 6-diazabicyclo[3. 2. 1Joctan—6-yl sulfate

5312 CHyNyNa0gS

-k 287.23

PR ABR~EEAOREEMEORR T, KD TETRT < A ¥ ) =R <, =4 7 —)b (99.5) (2Hid
TEFIZ< W,

(b=

0 H |

N—
NaOSS -0 H
OBiERE (logP) : ~4 LLF (1—42 & /7 —/K)
19.2 274 D LKW
—REILTS BT XY AKFW) (Ceftazidime Hydrate)
b4+ 6R TR -7-[(2)-2- (2-Aminothiazol—-4-y1) -2- (1-carboxy—1-methylethoxyimino) acetylamino]-3- (pyridinium-1-
ylmethyl)-8-oxo-5-thia—1-azabicyclo[4. 2. 0]Joct—2-ene—2-carboxylate pentahydrate
5373 ¢ CoolpNe0;S, + 5H,0
-1 : 636.65
PR BE~EEAAORREOH R T, KIBETIZKL, T M= RIAXEZ S 7 —b (95) IZHD TETFIZ W,
(s

HSC COZH

ﬁ ?ﬁf@

20. IR L EDEE
AFPRE I L CRIFT D 2 &

H2N—</

21 EREH
EHG Y 27 EHEIEERED L, BWOICEET D Z L.

22. A%
1051 7 v

23. TEXM

1) v NEOTHEEZHNZT BT X AORRHEIRICEET 235 (202X ﬂ: XX H XX H7KZR  CTD2.6.4.4.3)

2) Ty hEHWETERTH A@tljiﬁﬁ&@“ﬂjiﬁé@%éii@ CRHMADOREEEICBI T 238 (202X 4 XX A XX HAR
CTD2. 6. 6.6.4.2)

3) HARNMERERR A O HE K O E #5508k (202X 4F XX A XX H7&F  CTD2.7.2.2.2.2.3)

4) FHEMZEYBYEERENT (202X 4F XX A XX H7&3Z  CTD2.7.2.3.4.3.5)

5) K b REBIR~DBATHRER (202X 4 XX A XX H/KFR  CTD2.7.2.2.2.1.4)
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6) Crandon JL, et al. : Antimicrob Agents Chemother. 2012 ; 56 (12) : 6137-46.
7) AR O (202X 4 XX H XX H7&RE  CTD2.7.2.3.1.1.4)

8) <~ ANT L AER (202X 4E XX H XX HA&GR CTD2.7.2.2.2.1.3)

9) BHERERETE D B EHER (202X 4F XX A XX /&R CTD2.7.2.2.2.2.2)

10) Leroy A, et al. : Antimicrob Agents Chemother. 1984 ; 25 (5) : 638-42.
11) Vishwanathan K, et al. : Drug Metab Dispos. 2014 ; 42 (5) : 932-42.

12) [EANEE 3 fHEER (C3591036 #ER) (202X 4 XX H XX H/KF  CTD2. 7. 6)

13) #EShES 3 FHARER (RECLAIM 3RBR) (202X 4F XX H XX H7&FRE  CTD2.7.6)

14) [EBEILFZE 3 fH5ABR (RECAPTURE 3X5R) (202X 4F XX A XX H&FR  CTD2.7.6)
15) EFEILFEE 3 #HFER  (REPROVE 3BR) (202X 4 XX A XX H7KF®  CTD2.7.6)
16) #EshES 3 FHARER (REPRISE #&BR) (202X 4F XX H XX H7&RE  CTD2.7.6)

24 XEERERVEWNEDLE T

7 7 A P at

Pfizer Connect/ AT A HIL « AT FA— 3
T151-8589 HURLARBEAIXAR A A 3-22-7

TEL 0120-664-467

26. BERTRES

26. 1 #iEHRFET
7 7 A P S
HRHB A XA & K 3-22-7
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CTH UL TENRT XA

L8 IRFIE ()
B (), HELAOHE (R) L ZORERL

1.8.2 ZhE

ERB I UHEOER &

W5 - M EFR L TOWRWRAEIIABOES
AVI avibactam : 7 E /N7 & A
CAZ ceftazidime : ¥ 7 % U A
CAZ-AVI ceftazidime-avibactam : 7 X UV LT BN H A
CE clinically evaluable
clAl complicated intra-abdominal infection : & HEMEIE e PN YL E
CLe creatinine clearance : 7 V7 F =27 U T T A
cMITT clinically modified intent-to-treat
cUTI complicated urinary tract infection : #HEM: IR #E REYE
eME extended microbiologically evaluable
ESBL extended-spectrum B-lactamase : JEFF BIEPLRERB-Z 7 X ~—F
EU European Union : BRME# 5
MIC minimum inhibitory concentration : fz/N78 5 PHIE =
MITT modified intent-to-treat
mMITT microbiological modified intent-to-treat
MRIB moderate renal impairment at baseline : ~X— A 7 A L RED H4E FE D BB RERE
NP nosocomial pneumonia : FEPI i
PD pharmacodynamic(s) : #7715
PK pharmacokinetic(s) : HE4¥EhHE
PTA probability of target attainment : [ A2 2R\
RECAPTURE Studies D4280C00002 and D4280C00004 (Phase 3 cUTI)
RECLAIM Studies D4280C00001 and D4280C00005 (Phase 3 cIAI)
RECLAIM3 Study D4280C00018 (Phase 3 cIAI)
REPRISE Study D4280C00006 (Phase 3 cUTI and clIAl)
REPROVE Study D4281C00001 (Phase 3 NP)
TOC test-of-cure : {A¥EHIE
VAP ventilator-associated pneumonia : A T’ g5 BEIH i J¢
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B TEIINSTENRTH L
1.8 IwftE (%)
1.82 WEEX IR (%) , HEROHE (8) LZ0ORERNL

1L EEIIIER (R) L ZORERHL
11 BRI R ()
< o e >

ARENJEMEDOKIGHE., v baXr X —g, ZJVv 7 vx2Ig, morsansyZ—g, v 73F7
B, TaTURE, EAHTRT c FAH=—, A TN W,

<@ eE >
RUE, Blide. BEftse, BaRBoe. MEREs. MEMENIRE. NHgER. PR

1.2. EEXIIHE () ORERIL
1.2.1. B EE

% 3 fHEBR (RECLAIM #5%, RECLAIM3 i, RECAPTURE 5%, REPROVE i{5#,
REPRISE 5535 1OV C3591036 aklik) 35 KTV 2012 #2005 2021 4RI B T D EREY—_ A T R
D5 15 5 U7 BEER Ay BIERE T O in vitro S HERBR OFERIT S X CAZ-AVI OFLHEIEN 2 fat L
72o CAZ-AVI OHEIEMEIXENANCRIBECTH Y, KIFE, Y hanrx2—g, 71 7v=7
&, TrTunsA—g, EITFTE, ST URR, EANEXT c EAH=—, AT LT
V%ﬁ,ﬁ%ﬁWﬂLfMmMEm@mqu#i%@%%Ltoit [EER—A T 2
DFERI G, ITFEIZB T HIESHEMEIZXT 5 CAZ-AVI OFEIEMEICREZ LI b T,
CAZ-AVI O [E BEIE RIFER T O ER AR R & FIRE OB ER %ﬁﬁ”é EEZ LN

(M2.62.1) o 24O OBISHERENFINE & S A7 STRERYE 3 2 A2 1.2.2 IR
S

1.2.2. EIE
1.2.2.1. cIAI

cIAl B 2kt L U724 3 Mk Td 5 RECLAIM iRBRE L OV RECLAIM3 ik O3 0 ikBR
Tb, FEFMHEE Th 5 TOC KRR OERRZNE (RECLAIM &k : MITT ££[H 3 L O CE 4£H,
RECLAIM3 B : CE #£[]) 122\ T, CAZ-AVI+ A ha =&Y — LD A a X ALkT5HIE
HHENIES N (Al DO M2.7.3.322) ., $£7-, BE T LB I OURKE ORI %h F i
FEIRZN R L 1FIE—F L Tz (cIAl O M2.7.3.3.2.3) . AARAN clAl BE 255 & LIZEWNE 3 H
AR (C3591036 #R) TH, ERARZIRI X OEM FHIZNRIZ OV T CAZ-AVI DA IMEDR
7= (Al O M2.7.3.322 B X1V M2.7.33.23) .

EREE 3 MERBRIZ IS VT D WRIR 70 BRI X Escherichia coli, Klebsiella pneumoniae, Pseudomonas
aeruginosa %= THV, CAZ-AVIIXZ N 5k L CHLEIEMEZ /R L7z (RECLAIM 35 : M2.6.2
Table 3, RECLAIM3 &% : M2.6.2 Table 4, C3591036 8% : M2.6.2 Table 1) , £7-, ZhHD
ABRD MIC 13X 2012 425 2021 2B D EHEE—_A T 0 A TORRIRBER O in vitro B2 1
B TO MIC (M2.6.2 Table2) L[RFRETH -7,

PLEDFER NG, cIALICB#ET 2B TH DR, MEENIEE R L ONEFER I 5 CAZ-
AVI OBEZMEPBRIEI LT, F£72, YUZEBRNSE LN HFRIIBEHILTHE LD D, CAZ-
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B TEIINSTENRTH L
1.8 IwftE (%)
1.82 WEEX IR (%) , HEROHE (8) LZ0ORERNL

AVI FFIEE 2B T 5B BV TOLAEIMERMFECE L E X 6Nz (Al D
M2.7.3.3.3.1.3) .

1.2.2.2. cUTI

cUTI BE x5 & L7=% 3 fiiBR ©& 5 RECAPTURE B ClE, Tl H TH 5 mMITT
£ TD TOC R R DB Z & DA FRINFIZDONT, RUSNKALTKT S CAZ-AVI DIE
BUEPBRES N, £72, BE T L OBMEWFINFITONT, CAZ-AVI OFEFH AR ERE:

(BEKYE5%) bRz (CUTI O M2.7.3.3.2.1.1) o SREIEID 722 0 R e a1
RNEETH D0, AW TFRINES L OERRZIRIZ OV T HARNHHER T b 2MERM & Rk
CAZ-AVI DA#MPEIRENT (UTI D M2.7.3.32.1.1 BLTUM2.7.33.2.1.2) .

RECAPTURE RB&Z351F B FG R 77 BERRIX E. coli, K. pneumoniae, P. aeruginosa % CT&H ), CAZ-
AVIIZZ A 6ITx U THETEME AR Lic (K%L : M2.6.2 Table 5, AAR AT

M2.6.2 Table 6) . F7z, AFERD MIC (X 2012 F1 5 2021 FI 7%6 EBRHY—_A T A TD
W R 43 BIERR O in vitro JRSZ PERRER T MIC (M2.6.2 Table 2) L [RIFEETH -7,

PLEDFER NG, cUTHICREE T A TH DR L O B RIS 5 CAZ-AVI ODFZ)
PEAREE S T2,

1.2.2.3. NP (VAP &)

VAP % &1p NP FBE 2 x5 & U725 3tk C& %5 REPROVE ik Ci, EEFHEEH TH D
TOC KRR DEFIRENER (eMITT £ X OV CE 4£[H]) 1220\ T, A B~ AIZxfT 5 CAZ-AVI D
FELMEDRRRFES L7z (NP D M2.7.3.3.2.1) , KRB DI D eI N TH 5

7%, REPROVE iRERD H AN EMTEH, FHEAMEEE Th DRI FIZOWT, 2FEMD
FEE L AT AHEEAERD S (NP O M2.7.3.3.2.1 BXTUIM2.7.3.3.2.2.3) .

REPROVE #BR (235 1T 2 WK 0 BERR X K. pneumoniae, P. aeruginosa, Enterobacter cloacae % T &
D, CAZ-AVIIZZN O L CTHIETEE AR L7 (B4R : M2.6.2 Table 7, HARNERSEE
[ : M2.6.2 Table 8) . F7z, AFERD MIC 1% 2012 FF0> 5 2021 BT DEEES—A T
TOREARSTBERD in vitro B MERERTO MIC (M2.6.2 Table2) LRFRE TH T,

PLEDORER NG, NP IZESHE T 2 ETH DHRITHT 5 CAZ-AVI OFZIMEPREE S 7z,

2B, PLEOBEIM BT AN A R T4 v CGRAESKTESR 1023 553 5, Ak 29 4 10 H
23 H) Tix Mg & BERNAR CIERBUR DL OEARRRRE N B2 0 | Pl 70 5 2
EMD, RBILTHF I RE ] LENRTWAHI ENnD, FEIRNERICE#ETIEEL LT,
RRBR OG0 VAP 25T NP BE Th 7= & 2B F 2, WU/ BEIZ CAZ-AVI & 54
DHETUMCEICTEE#H T AL L LT (M1.8.3)

1.2.2.4. BUMSE

E BRI FERER O 3 FHEER 5 3Bk [RECLAIM B (cIAI) , RECLAIM3 B (cIAD ,
REPRISE #&6% (cUTI, cIA) , RECAPTURE % (cUTI) 3 L OREPROVE il (NP) | %#0f
&L, BEREEFICOWTHIED BN 21T > 72, T OREE, HEEBOMELEES

PFIZER CONFIDENTIAL
Page 4



B TEIINSTENRTH L
1.8 IwftE (%)
1.82 WEEX IR (%) , HEROHE (8) LZ0ORERNL

5l BRIRZHE, AR R L 1T CAZ-AVI B & STHRSKEE T S 28 20E W 372 <, CAZ-
AVI BEOFRMED R Sz (BUffED M2.7.3.3.2.1) . BifE R & RAEC, RUmiE T4
ARERFEEMIC OV T L AMED BN 21T - 72, T OFEE, CAZ-AVIEE (X ho=FY—
MR ZET) |, XRRSEEE L BICEWERIRZNR, MAEM PR EZ R L (RED
M2.73322) ,

HARNEFTOEEIE, BARADNE ENDHH 3 MHRER 3 3B [C3591036 36k (cIAD
RECAPTURE 8% (cUTI) 3 L OYREPROVE i (NP) | # W CREE L7z, HAARANORUMLE
BEEMIZIE, BARAND CIAl %5 & L7z C3591036 itBR (CAZ-AVI+ A h =% — L)
D2 FNEENT, BARNOBUNERAT TR EMIZIX, CAZ-AVIEE (X hr=4>Y—/ff
Hadte) 70, B3N E N (UAED M2.733.1.1 8L UM2.73.3.1.12) , =D
FER,  HARANOBuE BF LR X OWUEFEAR e B R OB (RIS L OM4
MFERINE) 1T L ENETNORKRER L EET /R TH Y, AARNOBUMLE RS 23
TAHEGMEN TR S (BUiED M2.7.3.3.2.1 BEX N M2.7.3.32.2) .

PL b, BN D72 D 2R T LN DD, CAZ-AVI ORUMIELZ 53 5 A 30k SR
iz,

1.23. £

121 HB L1222 IR L2 L 91, —EHOIERHR I L OERRER COMFHE RS, CAZ-
AVI O FET 25 AR L OWEINEIC T 28 2MEN R S e, £72, ERREBRORE R
5 CAZ-AVI XL 2 TRFZRERFMEEZ/RLTEY, 2015 FIKET, 2016 #i2 EU THRAILE
T BRI OWCARZ IS L CLR, U E TICHE DA Ik oM BRI D,
CAZ-AVIIZB I 28722 EOBSITERD LTy (M2.74) . UEDZ Ennn, 1.1
IR LTeghie U3 R () 2 HEehme - 2R & L,

728, CAZ-AVUITHHODIER-T 7 X LRB-T 7 #~—FBHEEKTHD AVI 2 CAZ IZEAT D
Zlick, B-7 7 X AfittERE (ESBL FEAESCH VAR AMMEEZ&Te) ORG’HEEE -
XN D EER T ABYEEIC X D EYMEICKIGAREL 75 Z LA AL LIZ3RKITH 5,

L7z o T, HAIMPEE OB AEZ [ 1E§ 5 720 O IEM HOBLE NS, B-TF 7 F~—F DL
NEZ B, AFNEMEOFREIC X 5 EBYE CTh 25 A 1A K 2 5535 X 5 s SeEICqR
#HL, EEMETSZEELEE (M1.83) .

2. HERUHE (B) & X ORERIL

21. AERVCHE (B)

WHEL. AT 1 E 25 (TEARZZ AL LTSyt 72V aE LT2) %1 H 3 2 KFH
T TCRIRIET Do 7ep, BEIRR, MERENERE. R, IR L TIE, A br=4Y
—VEREE PFRT 5 Z L.
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B TEIINSTENRTH L
1.8 IwftE (%)
1.82 WEEX IR (%) , HEROHE (8) LZ0ORERNL

22 AR UCHE (R) ORERIL
2.2.1. HEERE - HEOKE

CAZ-AVI O HiEEME - AR, KRB LUK T — 2 2 O TRE L2 PTA v I 2 b—
Ta v, FHRBERETOMEE RBITEIR LI HE - HE2 AW TER L2 ENA R T5
DI ERYENRE, AR X O e R EZR AR LEE L (M2.7.2.1.5, clAl ®

M2.7.3.4, c¢UTI ® M2.7.3.4, NP ® M2.7.3.4, BUMSED M2.7.3.4) , LAFIZ, FBSECT 5
L - HEORGE 2=,

2.2.1.1. cIAI (cIAI @ M2.7.3.4)

RECLAIM 35 L TV RECLAIM3 &R T, &5 1 fHE KOV 2 A (NXL104/2002 #%k) @ PK
F— & & AW O RHE PK fi#HT (CAZ-MS-01) ORHEM PK £5 /L% W - PTA V2 =
L—ya y LR RICE S X, BHRE IR BE £ 70 3R OB EEfE Z 85 T, CAZ

2000 mg/AVI 500 mg % 8 B¢ Z & 1T 120 437 ) TERIRINEE 54 5 TG - HEAZRIR LZ, 72
B, cIAl BF TITEHERE L TWD 2 ENZNED, KR ~OREZZE L, 62
BEBIOE IMHABRTIZICAZAVI & A bu=F YV — Va2 Lz, TOMEE, WIhoiRrT
HIBRNULICHE - HETHEDTHY, FEFHMHEE Th 5 TOC FER ORISR T CAZ-AVI+
A ha ==L D AR NI AIELEREE S - (1.22.138H) , CAZ-AVI OB ME
WLBAFC, Hil-72 et EOBSITERO b o 7=, BHEN PK T D&t TV (CAZ-
MS-09) (21 % PTA T B L OMAEBRE TOY I 2 b—3 a VO END, cdAl BHITB W T
IR L7 HIE - HET CAZ-AVI O+ 7@ antgsond Z L2l Lz, ZoOHE - HET
AMETIEHAERE STV S,

AARN cIAl BRE 255 & L7285 3 FHRBR (C3591036 #BR) TiX, AANETOREMAE - HE2H
WTHEN Lz & Z A, CAZ-AVI IZBIFRAG%hER L OREMEEZ R~ LT,

2.2.1.2. ¢UTI (cUTI ® M2.7.3.4)

SMETO UTHZRTT 587 & Y AOARHE - HEB LOIERKRBROBREZE L, cUTI
BE RS E U5 2 FHEER (NXL104/2001 3Bk) TO CAZ-AVI Ok - &L LT CAZ
500 mg/AVI 125 mg % 8 B[] Z L1230 20 i THRIRINBE G- 2 5% E L, 7~14 ARG 217>
Too TORER, CAZ-AVI BHIXREIEDO A I XKL/ VT AXTF UREE RIRREOFINEE R L
77o F72, CAZ-AVI ORFMIIBBORBTH-T-, LoLeRnD, cUTHIZIZEIME, &k
BR, BREABEBSLOBEMFRENSZBDONLIHGELH Y, o/ iRNIRE S X O
BEZEL DI RARBORENEELE 2 bz, £ 2T, cIAl BEFIT cUTI BT~
THIEENEHWI EEBE L, cUTIEZZxi5t L L7253 ik (RECAPTURE ) TiX
cIAl BB & %145 & L7 RECLAIM 3 X O RECLAIM3 3Bk & [/ U JHvE - R (BMEETBRE £
T DB RERS E S TIE, CAZ 2000 mg/AVI 500 mg % 8 H§fH] = & 12 120 232> CTERIRIN
Bh) R L7z, TORE, BIRLUIEHE - HETCAZ-AVIIZAMEEZRL, UL
%5 CAZ-AVI DIELHERKFES - (1.2223H) , £72, CAZ-AVI DIEMIZREFT, #H
7o T2 2 e EOREITRD b o7z, REER PK ST O T T /L (CAZ-MS-09) 12X 5
PTA T B L OMRAEBEE TOI I 2 L— 3 VU ORERENS, cUTI BEICBWTORIR L-HE -
HAETHORRZERENSOND Z 2R LT,
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B TEIINSTENRTH L
1.8 IwftE (%)
1.82 WEEX IR (%) , HEROHE (8) LZ0ORERNL

2.2.1.3.NP (VAP &%) (NP D M2.7.3.4)

NP & (VAP 25&1e) ZxI4 L L% 3 MHRBROBIARTIC, NP & A2 x5 L L= CAZ-AVI
DOFFRARBR LT L T2 D0, NP BE TO CAZ DIEFEEIT Al BE LRIBETH D Z
EMMEIN TV, SHICCAZNNPIZHTIEISEA L TWNDHZ EHBEL, NP EEFTD
B E ClE Al BE L RIREOREZERE L ZENRL, v Ialb— a3y LTEERO 90%LL =T
PK/PD H Al Z k4 2 1L - HEZ MR Lo, &K NP BEZ G L L2 3 HRBR
(REPROVE #l) @ CAZ-AVI ® kL « &I OB T 580 & Fiko fik - A& (%
BEREIE 3 R & 72 1B O B RERE AR ClE, CAZ 2000 mg/AVI 500 mg % 8 FEfH = & 12 120
DT CTEARNE ) 23R LT, ZOREE, IR LUZHE - & T CAZ-AVI IXE LR
L, ABXNRALIIXT D CAZ-AVI DIEFERGEEES - (1223 3H) , £72, CAZ-AVI DF
KT BAE T, FizRiett EOBESITRD b hotz, BHEM PK BT O R&E T L
(CAZ-MS-09) |Z X% PTA Tl K OMBAREE CTOY I 2 L— 3 VOFERND, NP BHIZ
BWTEIRLIZHE - HETHORBEENEGEOND Z L 2R LT,

2.2.1.4. BUEE  (BUIEE D M2.7.3.4)

% 3 fHEER (RECLAIM %, RECLAIM3 #l%, RECAPTURE #f, REPROVE &t L8
REPRISE #%) T TOC Ff8D eME 4 M CTHiR ZEMER L O FH L 25l 7= IR S nE
THERK S 41 5 BiE B AR 36 KL ONSUE R AN FTRB BB SRR CUX, Bl D 72T Dk 7o b
BIZREETH D OO, WTFNOEMTYH CAZ-AVI OFZMEIRIE STz, & 3 kb
(C3591036 485k, RECAPTURE A8 ¥ L U'REPROVE i&B) (&L 7= H AN O BULE BE £
¥ L OBMERE AT RE R E L O RIMEIR, B & U THIE DD 72 < B 7 Ehl X IR 72 %
DD, WTNHLENENORKER EEET /R ThHo7 (12245) , £/, HBulfEBE
BT DT 1222 M E ORI S o 1=, RHER] PK T O & E7 1 (CAZ-MS-
09) 12X 5 PTA fEMTE L OMRAEBETOI I aL— a3 VOFEEN D, clAl, cUTI 3 X NP
DOWTNOERFIZBNTHEIR L - HECTHIRBEENGOND Z L 2R LTS
ZEDG, MuEBRFICKT D HE - AR, FUEROEWCE ST B0 HIE - HEAEIR
THZENAREEZ Z B,

2.2.2. BHEREEEBE COMHERE

CAZ BELOAVIIZWTIN HITE A EDNBHHC L » THEAT D, WTNOREE D BHEREDIK
TICPECFEIRREEHE T 5 2 & 226, CLe S 50 mL/min LT OB HERERE 2 0 R I3 E3HE 2
WEETH D,

clAl J# 2 %f 5 & L7- RECLAIM fBR D E LT OFER, N—R T A VIR OB
BEfE®E (MRIB) %A 518BBINE LT CAZ-AVI OFNEDIKR T B3RO bz, Zhbo
BRSINEEZRELIZE ZAH, X=X T A VFFOHEE CLe 28 50 mL/min UL T CToh o 7 {RERSN
F DO KRERGY TIRIEBIIAZITHETE CLe 02 EH B B, BHRENGEL TBY, Znbd
DIRBRBINE TR 5 TH - 7-HM A, MRIB BEICBIT AHEERLEDIKTICEHE LAl fett:
DRIB X7z, 2T, PTA fENTICH S X J5HEBRLET% OB EERENEIE L7-34 T PTA 23 L
SIETFLARWZ 2B L-ZHEHFAS (Tablel) Z2HET5H5Z &L L2 (Al O M2.7.3.4.2,

cUTI ® M2.7.3.42, NP O M2.7.3.42, RUMIED M2.7.3.42) . 723, CAZ-AVI ZIMEENTIZ X
VEREIND T, MEENTHOREOLGEX, MEENT BIXE%ICERSTI6ERH D,
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B TEIINSTENRTH L
1.8 IwftE (%)
1.82 WEEX IR (%) , HEROHE (8) LZ0ORERNL

Table 1. B REREE B TR B HEFE

IJVT7F=r YT 5 A (Cle) ® ARG E"D

31~50mL/min A1\ 1.25g (T ENT Z 5 025g/ BT H VDN
lg) # 1 H3[EEE

16~30mL/min AN 1181 0.9375g (7 BN 2% 1018758 87 # VY
50.75g) % 1 H2[E&EE

6~15mL/min® AN 1[E] 0.9375g (7 B/37 &% 50.1875g 872V
50.75g) % 1 H 1[E#&5

MLEBAT O RIB R BE AFI11E 0.9375g (T E7 X 1018758/ B 7 2V

(6mL/min AJifi) ©¢ 2 0.75g) &2 HIZ1[EERE.

a. Cockeroft-Gault 212 X 0 HH

b. WO MRS 2 BT TG 5,

c. AANTMIGEITIC L 0 BRESND 0, BT BB BIcREdT 5L,

d. FEARRBRIZIBWV T, Cler 23 6mL/min A THLEENT 2 L TR WEFIZRIT 2 BRHESE A 20BN L
BT —HIIHFELIN TR,

223.F2®

2.2.1 IR LIBEtORE 235, cIAl, cUTI, NP (VAP 25 r) B I OBUMIED W o5 E
[ZxLCh, dlE R A LT CAZ 2000 mg/AVI 500 mg % 8 B[] Z & 12 120 20> CTERIRIN X
HaHERELROHE (8) & UTEIRLE, oAl (EEE, IEReNiEE, HFEk, PR (2
RKLTIEA br=FYy =L e lTH 2L Ls 213 , E-BHEREERE TIL, RIS
FDHTER O EICEE T 5 EEIC T 222 HIOR LI HERS 2 HET s L Lz
(M1.8.3) .
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NS SVAVEN Ay AV VN
1.8 IwftE (%)
1.83 fifl EoEE (%) KOZ O EMRL

A EOER (R) RERIL

R ERHL

FHALEOEE (B
25 E ROBEFIITEEG LN L)

2.1 RFNDORSy Tt 7 = KRG E Ik LisfuE o B
Do 5HEBE [9.1.1 ]

22MDB-T 7 HZ DFRGUAEME (R= Y VR E S NI H LR,
TR LR (TR LEEZRRBEE (77 4 7% 0 —5)
OYEERED & % B [9.1.1 B

Company Core Data Sheet (LA
T, CCDS) (T,
DEFIRL LSBT, FEL
72,

SZNRE TR R BE T 5 1 E

(ZheEI @)

50 AFNOHERIZEE L TX, B-7 7 #~—EBOEERE 2 b,
AHANEMEDRREIZ X D EIYE TH L2 GBI T 52 &,
(tige)

5.2 EERFRER OXF R BEZ (N TR ZREEAG % & 5 i) &

51: K801, B-7 7 #~—=E
HEAESGIIEETCH D Z
EMBERE LT (M1.8.2.1.2.3
ZH)

52 : EBSIELFEFE 3 fHR bR

7.1 BHEREREE DB 5 B (CLe 2% S0mL/min LA F) 1ZxF L TlE
TRESEZIZAROHEEZRET 52 £,083.92.9.8.2,11.1.8,
16.6.1 /]

IVTF=r o VT TR | ARG EY
(CLy)
31~50mL/min AKI1E 1258 (FENT 2 K025/ BT HY
Chlg) &1 H3EHKE
16~30mL/min AHI1[E]0.9375g (7 &8 % .150.1875g &7
XY 0.75g) & 1 H2EEE
6~15mL/min® AKI1E 0.9375g (7 E/N7 % 5018758,/ &7

2V 075g) & 1 H1[EERE
BN ORPE AR | AHK1E 0.9375g (737 & 15018758,/ &7
£ 2OV K075 &2 HIZ 1 [EES
(6mL/min i) © 9
a) Cockcroft-Gault 22 X 0 B H
b) WFHOMES 2 BT TRET 5,
o) AANTMIEBEITIC LV BRESND -0, BB LB GRICRET52 L,
[13.2R]
d) EEARFRERIZISVNT, CLler A% 6mL/min A CIMEEHT 2 L TV R WEZ BT S
FERHER I BEORIL L 72 57 — X I3 SR TR,
(MEREEse . RS, NHEESR . RS
7.2 ARE|HIMPE GFFOH/ ML V220G 2 B L L
IRFRBR TSN L T2, RS2 4 bu =2 — L SR D
MEROHE, #HEOEESX, A b= — LERBRO
B Y Z &, [17.1.1, 17.1.2, 17.1.5 /]

FHCThol-Z LEEE 2, WUIRBFICHEE TS 2L, [17.14 | (REPROVE #lR) % AIC,

%R HE LT (M1.8.2.1.223 &
i)

7 REKR O EICEET 51 E 7.1:CCDS I3 %, &HEL

(RhREIm) - (M1.8.2.2.22 )

7.2« BBHEMENE e N R YL E &
X% L L KRR
( RECLAIM # B
RECLAIM3 &, 3591036
wWE) koS E, HELE
(M1.8.2.2.2.1.1 BZR)

Q.EER AR
BIARKNC LD a v s TFT7 4 T7F 2 —DFELMITTH
TEDLHENRNOT, ROFEEEHZ L, [11.1.1 ZH]

8.1, 8.2: — kM7 B HIH &
LC, CCDS |ZH—Sx ¥

PFIZER CONFIDENTIAL
Page 1




NS SVAVEN Ay AV VN
1.8 IwftE (%)
1.83 fifl EoEE (%) KOZ O EMRL

A EOER (B

R ERHL

8.1.1 FANCBEEREZFIC O W THo MR E21TY 2 L, 2B,
EWEIZ L AT VARV TR T HZ &,

812 HGITHRL CTlE, My a v 7SI T 2 ANED L
LA LT Z L,

8.1.3 HG RN DG TR E T, BEZLHFHOIRREICHRT
. OB ETO 2L, FRC, BGBMEZITERGE B
B4H L,

8.2 AHKIDMHIZ 7 > Tid, MERE DOIBLEZES <728, A
& U TS M2 RS U, IR OTR IR E B 70 i/ MR D IR D ¢
Bz DA L,

8.3 AFI DB H-HI K OG- H I, EWIICE e % Fh 3 2
Z b, Fm. EHIMICITEERE, MIKEOMRELEITY Z L NEF
Lvy, [7.1, 92, 982, 11.1.3, 11.14, 11.1.7 2]

72

83:CCDSITHESX, BREL
77,

ONFEDE mEAT HEEICHTHIER

9.1 GOHE « BEEREZED B % B

9.1.1 7 = LRUSDB-F 7 Z LRFUEWE (R=2V %,
BNT B LR, IR ARE) (TR LIBUE OBEEE O
bHBE (L1EL, B7 = ARLSIDB-T 7 2 DRHUEMEIC
*f UEE B BEUE OB O H 5 BE TS L2 k)
BEICEGTHZ L, 7T 74 7% —F0OHEBRIBEIEN H
b -HaE, EbIcE 2P kL, EYRAEE2To Z &,
[2.1. 2.2, 11.1.1 BH#]

9.1.2 RASITHHEL, WABICKE R, B2, FHMBEDOT L
N —ERZRZ LT WRE 269 5 0E

9.1 3 RNEIDO AR RBE UIIER O REBEORE, 2HIRED
Gy e

BIRA2 547528, BEXI VK RZIERRHHbNDZ L
Ndo, [9.83 5]

9.2 B FRERRE E R
HEFGNLETH D, BT Z PP LROT BT Z LD
HIREEN IS 2803 H 5, [7.1, 8.3, 9.8.2, 11.1.8, 16.6.1
2]

9.5 i-ht

TR SUTIENRE LTS ATREMED 3 5 PRI 1T, 18R Lo A3k
NERRMEE EE D LR SN DGR ICOREET L L, Ty
KE DR HFIZBWNT, 7 ENY X LAOIBBEEE R D 517,
F7-. S5y MIBWT., T EAY X2 L5 IEER ORI HIC 5
L7z A, HERIZBWTRE L BEROIERPED b,
9.6 = FLbw

18 EOB MR AR DO EISME A ZE L. A Ok X
Tk EBHT A2, B2 UV ARV ENE FREAT A~
ITTHZENRMEINTND, TEART X ALT v MZENT
HHBATHRD N TN D,

9.7 /NFLAE

AN et g b U T2 [E NG AR AR S L TRy,

9.1 : CCDS IS %, H¥D
BRI ESEIL, HEL

776

9.2, 9.5, 9.6 : CCDS |2}
X, WELT,

9.7 : [EWNEGERRER LI L
TN, FEHE LT,
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NS SVAVEN Ay AV VN
1.8 IwftE (%)
1.83 fifl EoEE (%) KOZ O EMRL

A EOER (B

9.8 i

WOEICEE L., BEOREZBE LN, EEICERET S
L,

9.8.1 AFMEENE T L TWA Z L L BERANRE LT
AN

9.8.2 —XIICBHERENE T L CW A7, HEIRIRICITEEN
VETHD, [7.1, 83, 92, 16.6.1 ZH]

983 X I VK RZIZEHHIMEM D H oD Z N5,
[9.1.3 1]

B EARHL
9.8 : CCDS I %, H¥D
BIRLESEIL, REL

776

10 A0 A 1EH]
10.2 PAER (FHICEEST 52 &)

e SR BEARAEAR - 7k T - fabRE T
TRy R TENZ X LAOMAFRE | T a R RS OATL KT

[16.7.1 Z] PRI D REMES B

5, Fuxy FOHFH

OAT3 % [HE L, BIRMEND
O ERESHZ LIk T

CCDS [T} &, XUy
LDETIRLEBZEIZ, E
L7z,

THELE L7220, R X AOMPEREN ER
LHEREMED B D,
FIPRF @FER (T v b)) T [ BFIERHTHLS, Tk
Tut I % ot I REOFIRAIE D | REGIZEAFROT-D L =2 -
BEAIC L EEENER | T U T Y RORIE X
INDZ ERHE ST | FIURANC X 2 BKSE CIRAE A
W5, B~DY 7 = ZRPUEWE DHR
BHRRICERE T D, DIABMTLHE L, B EME A
THEEZLNTND,
fERRIR T & OB BEE
& FREE SR RO REHTROBENRT | BMEEE S LS, ROk
THBZENND D, TSRO IR BRI K D FFRIN %
M5 LEZLNTND,
11.8I/EH WA EEIR AR BR (55 3 48 -

WOBIERNSH 5o b Z 08D DT, BEET5ITITV,
BENRBO ONTGE I3 HR G 2 kT 5 7 EEy) 2 dvE 217
5Tk,

11.1 ERZFIEH
N1lvavr, 7740 7% 20— (T HHEEARR)
vav s, THF7 4 7F% SO EERBRUENR SN H Hbh
LHZENBDLH, [8.1, 9.1.1 ZH]

1112782 NI P L T 47 4 VRIBKR (0.16%)
JaARNYDTL T 4T 4 VRIBREDIMAE AL D B
KIGRNHHDLINDZ ENRHDHDOT, B, HEEIO THNS S
PN TESAI TG 2 ik LEg R E 2475 2 &,

11.1.3 2MEBEESOEE LB RS (FERY)

(8.3 2]

11.1.4 Lk | BEERRIERSE, M/ Mgsd | itk gm (g
AU B ANE)

(8.3 2]

RECLAIM , RECLAIM3 ,
REPRISE) , [EEEIL[A AR
B (% 3 i : RECAPTURE,
REPROVE) , [EWNEEARER
(%5 3 #H : C3591036) D H
(ZeMET—%) , CCDS kB
QO SAVNN ¥ 175Y
WIS X, BE L,
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NS SVAVEN Ay AV VN
1.8 IwftE (%)
1.83 fifl EoEE (%) KOZ O EMRL

A EOER (B

R ERHL

11.1.5 FagtEsR B APt fidiE (Toxic Epidermal Necrolysis : TEN) |
7 FEREIRARIEERE  (Stevens-Johnson JEERE) (WU s BEE R
B

11.1.6 FVEVEMiZS, PIE SEMERE (W 3740 b A R BH)

FEEN. UK, PR IREE MO X RRELE. AFERERIE S AL 5 [
EPES, PIE JEBEREENHOONDZ ENHDHDT, ZD L
IR D oG AT AR IE L, BIBEERLVE
VHRIOEEEOBEY I AE AT Z L,

11.1.7 fF2¢, IFdneles . #E (O30 b BREEASH)

AST, ALT, v-GTP D L\ B Z1F 5 SMERTR. IFHERERE
ERLWENDH HONDHZENH D, [8.3 5]

11.1.8 FEMpRRiE st (B AHT)

JRdiE, R, Bk, R, IRk, I 47 0 — X REOREM -
MRIEIRDH B b Z End D, FHT, BHERERE BE T
BETORPOTZHEICH LTV, [7.1, 9.2 B
11.2 ZOMOENEH

1%L 1% AT A
JRYLIE e VB AR T HIE (OMNEEES Y
HUE AUE, Ol VR ER S

MERTRY o B4 7 — I R SRR IR S NI
Tl BRI

T, R EREE N

FRE M O I A Y 7 A MIE, AR,
& 5w DR FiE

PAE R SR, IR E U, SRR
CofRE ZUR

i R HlRE

H GRS TR | mAE, JERE. AN, EEY

b W, R, BRI

JHFRRTE Y b AST Hifin, ALT ¥4, 7 |y-ZAFZINVET
VAT I kR R | AT = T — 8B,

R, TR EME LR B (T A YRR
9 oM 7 2 —EHN, 1
FLIRIGL/K SRBE S YN

e i J O AL RIB, T OIEE. ALBE, N | HEIR SRS
b % AR
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NS SVAVEN Ay AV VN
1.8 IwftE (%)
1.83 fifl EoEE (%) KOZ O EMRL

A EOER (B

R ERHL

A R S OV T E

AR E

B M DR S B M2 L7 F = H . bR SR 0
A - Ay TENESLIR ., 97, R | RGBSR

Je O AL D

PR R LEX QT L&

1R R I RIFE TR

121 TAT =TGRS R T 4 7 bildE, 72—V 7R
I LD RERE CIIBEMEE 2T 52 L R”HLOTHEET D
Z &,

122 HEE 7 — A ARBGM 2 R T2 DRHLOTHEET DL
Lk

CCDS IS %, ®E LT,

13 &R 5
ARENTMIEBENTIZ L VRN SE BT RESND,
16.6.1 /]

[7.1.

CCDS TS, &E L,

1458 H Lo E

14.1 FEHIFREF O E

14.1.1 KA 1 XA T AZHE 10mL OEFHKEZNZ, P-o<
0 LRV EIRT D, ARFNEFRINE I IREE T A DFEA LSA T ILN
DFEIIR D 2 Enh, FEREHEEZHWTHAZHELS Z &,
14.1.2 %R, ABRIEK, 5% 7 RUNER, gy >
FINARDNT DDA S T2 iR "y /Ry 72, TREZE
2. FRBEOET7HZ VAL L TORKIEED 8~40mg/mL |2
725 X DY) IR B ORI EA L CAIRT 5, R L 728
TS 713 TERERFNT 5 2 &0 A T IVIN D AAIER B
W6 30 P UNICRBZ 2 T 5 2 &, 1 [EOFHEIZ A T 1
NOEEZFEH LRWGE, o IBIRIIFEEST 52 &,

PN SR VIRB DAL T | R ML/ Ny

NOBRRT HRE | ZHOMREORK
AR

25g (TENRZ 25058/ 74 48 (9 12mL) 50~250mL

TV A 2g)

1.25g (7 E/"7 % 5 025g,/ %7 6mL 25~125mL

XV A 1g)

0.9375g (737 % 4 0.1875g/ 4.5mL 19~93mL

v 752V A 0.75)

1413 gL 7 2 VY A E LT 8mg/mL ([ZHFHE, 25°C
T6RFME T, £/2, 2~8CT 12 Kl £ TIRIF L=, 25CT
4 Bl CREMEDHER I N TS, 7 XUV AELT
8mg/mL Z i %, 40mg/mL LA FIZFSMLIEL, 25°CC 4 il EC
LEMEPHR I N TN D,

CCDS B L UARA|DFMEIC
Hox, REL,
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NS SVAVEN Ay AV VN
1.8 IwftE (%)
1.83 fifl EoEE (%) KOZ O EMRL

ERAEDEE (R) R ERIL
14.1.4 LK L OIRAITRET 5 2 &, BAEZILDT — X 1R
HIL TV 5,
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CTRVVRSTENRT LA
1.9 A PRCHR 5 30E

1.9. —RHILFRITER D CE
1.9.1. B 7 Z ¥ AR
1.9.1.1. JAN

T 7 XY AKFIIE TR 18 A4 3 A 31 AN EARARE 0331013 B2 LV LT X H s
ME T,

—HREIA TR
(AAR%) 7% YLK
(& 44) Ceftazidime Hydrate

1.9.1.2. INN

t 7 %Y AE r-INN & LT Supplement to WHO Chronicle, Vol. 35, No.5, 1981 (List 21), P.3 (24X
#HashTna,

— L FR : ceftazidime

& % 4 : 1-[[(6R,7R)-7-[2-(2-amino-4-thiazolyl)glyoxylamido]-2-carboxy-8-oxo-5-thia-1-
azabicyclo[4.2.0]oct-2-en-3-ylJmethyl]pyridinium hydroxyde, inner salt, 7>-(Z)-[O-(1-
carboxy-1-methylethyl)oxime]

1.92. 7TENRZ Z LT R U A
1.9.2.1. JAN

TENRTZALFT YT ATER 2548 H 23 AfFITHRARER 823 H 1 L VU TO LI
Wi,

— AL TR
(BEARL) TeENTHXLF P T A
(I& 4) Avibactam Sodium

1.9.2.2. INN

7 BN & AF r-INN & L C WHO Drug Information, Vol. 25, No.1, 2011 (List 65), P.51 [ZUX# < 41
T35,

— R4 R : avibactam

& % 4 : (1R2S,5R)-7-0x0-6-sulfooxy-1,6-diazabicyclo[3.2.1]octane-2-carboxamide
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B TEIINSTENRTH L
1.10 - BEEEDRTEHEEEROE & D

L4 - Bl

I C

he - I

< AR >
AFNIEEDOKIGE, v haXs X2 —g, J VT VZTE, T T Ny H—
B, BETFT)R., TuTvRAB, EALHRT cEFAT=— AT W
[E5 N 59 =1]
< S IE >

WaisE, fhide, WS, BHRE R, NEIER, IEENIRDE . IRFER, ATIR

A0y -

=R
oy

YL - HE @, A 1|25 (TEARZXZAELTOSg® 72Vt LT2) %
1 H 3 2 BT CREERET 2, 7od. MEIK, IERENRE, 03K, TR
I L TR, A =&Y — itk s i+ 5 2 L,

JBIFEE D FRE

MR LY |4 - Vet 7 ZEA S

I XA T, TERZZAF YDA 5435mg (7 E/R27 Z 4L LT 500mg)
BXOHR 72 VYK 2329.7mg (7 %P AL LT 2000mg) %8
HT 5,

M [T ey & L]
Hilel$ 5w
AL 0> i 5E B 0 #RA

~vZ (&, %) >2000 mg/kg >2000 mg/kg

v b (o, %) >2000 mg/kg >2000 mg/kg

41X (&, %) >2000 mg/kg

B 5w
, h& e o
B | 5G| R GRRE (nghkg/H) | (make'H) B/
F v b 4E | RN | 167,500,1000 1000 | 1200 mgkg/H () : 2
(30 234l (Mferte) () (BeG-HNL) DR D T2k
Frgefx | 1200 (4 500 | Br16 HICZeRsk
5) (HE) | 1200 mgke/H - (H) , 1000
mg/kg/H () : BERS,
(RERBEIN B
500 mg/kg/ A LA | @ #5807
AR U (AR, #E,
Blg, Rokik, Badb,
5)
13 08# | RN 65, 125,250 250 HEZBAE L 7T e L

(30 23Tt

itk

5.)

A X | 48R | EIRA | 250, 500, 1000 1000 500 mg/kg/ H LA E ;Mg
(30 431 SHRRRE & S e Rt © RGN
itk DL ¥ & OBEED B2 TRk
5) o, #AMERAE, =7 —

BN, BRI AR
HrAELL
13 | &R | 65,125,250 250 125 mg/kg/ H LAk« (REEHEN
(30 53 fHl O
itk
5.)
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B TEIINSTENRTH L
1.10 - BEEEDRTEHEEEROE & D

N SSVEN]
72UV AT, BRSO TSI TWLAR,

[(TERZEL w72V L]

K& 530
BtE | wn | mhe | DR ERFR
(mg/kg/H)

Zw M| 4R FRIRAN 0,500 AVI, | T _XTOWBRMEREGEE . B (&5
(30 43f| 2000CAZ, | fip) \Ciffl, #2485, ik, AlE, OO
Frige 666/167 |

5) 3%@37 €7 X T A 2000 mgkg/ B (HhIS X
CAzZ/AVI | DOEFD) « BRI AR &
g, Bk 15 BISER

7 Z Y A 2000 mg/kg/H (BB X
OPEAD)  : REHEIIE R K O AE S
"

SRR G DT aE - EEA L)
Z OO I, B/ TR
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12231 NxLIoapkooo! (Afl32) ;/]za:i‘r: extent of binding of NXLI04 to mouse,ra,rabbit, dog and human | ey ol ~oll . ol (.~ . — P "
| ) A
42232 NXL104/PK0005 (A.1238) DISlrlbu!on} of [' C]-NXL104 in rat after single 45 mg.kg™ intravenous _ SE B I
administration
Effects of NXL104, a Novel non--lactam B-Lactamase Inhibitor in E— - ) -
42233 NXL104/PK0007 Combi with Coftazidime in a Rabbit itis Model T ShiE YRR 2% 3
il i g of [' C]- il _—
42234 NXL104/PK0008 (A.l427) I/z];x/m partitioning of [ C]-NXL104 into human polynuclear white blood _ - 750 % SE PG B
cells
NXL104 - Pha ics of NXL104 and in plasma and
bronchoalveola lavage fuid in normmal and K. preunoniae infected female | g’ " Novexel (HAstraZeneea) , 773 X
2.3, / 20f ~20f¢ E N % e
4.2:23.5 NXLIO4/PK0009 Swiss OF I mice after single subcutancous administration of 150 mg/kg o~ = #E ekt 2%
ceftazidime and 37.5 mg/kg NXL104
. NXL104 Further investigations into the in vitro plasma protein binding in R - B I s 5
42236 NXL104/PK0011(NXL/03) mousc, rat, rabbit dog and human [ ] 2004 ~20lk ] | HPERE 5%
NXL104 The Placental Transfer of Total Radioactivity in the Rat Following
42237 KMROIS (194174 i ] 20l 1 ~20l i TR BE E
3 015 ( ) Intravenous Administration of [ CJ-NXL104 b~ = #E HAER %
NXL104 The Placental Transfer of Total Radioactivity in the Rabbit
42238 KMBO16 (194169 I o[04 ~20l - [ % e
( ) Following Intravenous Administration of [ C]-NXL104 LG KRl | = sE s
4224 R
IN VITRO INTERSPECIES COMPARISON OF NXL104 METABOLISM
4.2.2.4.1 NXL104/DM0001 (PR6633/CC2109) RATE ON MOUSE, RAT, RABBIT, DOG AND HUMAN LIVER [ ] 20l ~20l-l I - 41 MR el ]
MICROSOME PREPARATIONS
Qualitative metabolite profiles of [ C]-NXL104 after in vitro incubation with —— " ; . g X
4.2.2.4.2 NXL104/DM0003 (A1 131 20l ~20l- Il 75V A e PR % e
M et rabit, dog, monkey and man Iver microsomes AL AL _— . s s
profiles and of NXL104 in biological
42243 NXL104/DM0004 (AJl1246) specimens from male sprague dawley rats following a single intravenous | ] I o~ ShE HENTEE P I
administration of [' C]-NXL104 at 45 mg.kg”
profiles and identification of NXL104 in biological
42244 NXL104/DM0005 (Af1248) specimens from male Beagle dogs following a single intravenous | ] 20l ~20 I o~ Sh[E Pl s Pt 1
administration of [' C]-NXL104 at 15 mg.kg"
42245 Avibactam KMX001 Plasma and Urine Metabolites of [' C] Avibactam in Human ‘_ 200 ~ 20l AstraZeneca (Waltham) , (% HhIE HERER 5% i3
42246 NXL-104 KMNO1 1 Metabolism of [' CJ]-NXL-104 in Rat, Dog and Human Hepatocytes ‘- 20l ~ 20l AstraZeneca (Alderley Park) , 35l [44[1] R BE e
Determination of the Human E Involved in the In Vitro Metabolism of
42247 NXL-104 KMX012 K ece]':)'?z ‘12;30 @ Human Enzymes fnvolved in the fn Vitro Metbolsm of | ny 2ol -l ~20l AstraZeneca (Alderley Park) , 35l | [ PR £ E
4.2.2.5  HEiik
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beagle dog followed by a 4-week treatment-free period
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WRATRRE S BEERE Z4 b FE PRBR S A BRI (ERAE) #BagEE s o
NXL104 The Disposition of [ C-NXL104 in the Female Rabbit Following i B i 3
4.2.2.5.1 KMBO008 (19419: 20 ~20[¢ 5 20) A I NEE % %
S 008 (194195) Intravenous Administration L G ERel Rl U o #E ekt 2%
Radioactivity mass balance of [' C]-NXL104, blood and plasma radioactivity
4.2.2.5.2 NXL104/PK0004 (AJl1237) kinetics and NXL104 plasma pharmacokinetics in male Beagle dogs and after || N i i 202~ I - ShIE AN B 4
single 15 mg/kg intravenous administration
ity ' -] 12 a aw] 7
12253 NXL104pK0002 (AJI240) Radioactiviy mass balance of [! CINXL104 in male sprague davley rats | - e — 5% -
after single 45 mg.kg” intravenous administration
4.2.2.6 FEVBHEFIIHE BRI (GEER)
42261 ADME-AZS-Wave3-130910 Absiﬁmen@f the Cytochrome P450 2B6 (CYP2BG) Inhibition Potential of - 2ol ~ 2ol e P 5% p
actam in Human Liver
Assessment of NXL-104 for substrate and/or inhibition potential and
clazidime for inhibition potentia for the human transporter proteins MDR 1, | ol ool . )
42262 DNXL-104 KMN020 (9316) BCRP, OATPIBI1, OATPIB3, OCT1, OCT2, OAT1, OAT3, MRP4 and 2ol ~2 #E HAER %
BSEP
. Evaluation of Induction Potential of CYP1A2, CYP2B6 and CYP3A4 by " " , )
N 1 ~ 20l o 3 e
4.2.2.6.3 NXL104 KMX026 (301110555) Ceftaridime in Human Hepatocytes [ 201 ~20l 41 N 2%
EVALUATION OF INHIBITION OF CATALYTIC ACTIVITY OF URIDINE
5 -DIPHOSPHOGLUCURONOSYL TRANSFERASES (UGT) IA1 BY THE. | oy ol . w
42264 301113129 TEST SUBSTANCES, NXL-104 AND CEFTAZIDIME IN HUMAN LIVER ol i~ s &%
MICROSOMES
NXL104 Inhibi 'YP2C9 Det ati f the apparent K; in human live
12265 NXLI04/DMO007 (300205) XL104 lnkibition CYP2C Determinaion ofth spparent K n hurman iver| ey ol ol e 5% "
microsome
NXL104 MTT Cytotoxicity Testing with Human Hepatocytes and I ol ool 5 o,
42266 100236 Cytochrome P450 Induction in Human Hepatocytes 2ol ~2ll sE 2%
) EVALUATION OF HUMAN CYTOCHROME P450 INHIBITORY I ol s » "
42267 NXL104/DM0002 (PR6634/CC2108) PROPERTIES OF NXL104 IV VITRO EXPERIMENTS 20l 1 ~20l P HPIEH 5%
4.2.2.7 ZORLOIEYBIERER
UL | | |
423 RS
4.2.3.1  BiEIE: MU
423,11 AA40061 (NXL104/DS0032) NXL104 - Single dose toxicity study by the oral route (zavage) in the rat ‘- 20l 1 ~20l S R A
4.23.1.2 30573 TAR (NXL104/DS0005) ACUTE INTRAVENOUS (INFUSION) TOXICITY IN RATS ‘_ 20l ~20l s Sh1El HE R A
42313 AA40060 (NXL104/DS0031) NXL104 - Single dose toxicity study by the oral route (gavage) in the mouse ([ [ llll 20l 1 ~20l SHE KR i E
423.1.4 30574 TAS (NXL104/DS0006) ACUTE INTRAVENOUS (INFUSION) TOXICITY IN MICE ‘_ 20l ~20l s ShIEl HE R A e
4232 [CHEHEG AR
. 7 y
4.2.3.2.1 30901 TSC (NXL104/DS0014) 2}3802’;‘( TOXICITY STUDY BY INTRAVENOUS ROUTE IN BEAGLE - 20l ~20l . 20l l m S5un S PR B 1
12322 AA39562 (NXL104/D80029) NXL104 - 13-week intravenous (30-minute infusion) toxicity study in the I o)~ e — s .
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28-DAY TOXICITY STUDY BY INTRAVENOUS ROUTE (30-MINUTE
42323 30054 TSC (NXL104/DS0017) INFUSION) IN BEAGLE DOGS FOLLOWED BY A 14-DAY TREATMENT-| | IEIN ShIEl HE R A e
FREE PERIOD
'TWO-PHASE DOSE RANGE-FINDING STUDY BY INTRAVEN po—
42324 30053 TSC (NXL104/DS0001) - (U\ISFUS?OSN) PSRN oS 2ol s vk 5%
4.23.2.5 AA40062 (NXL104/DS0033) NXL104 - 2-week oral (gavage) toxicity study in the rat ] ShIEl HE R A e
42326 30900 TSR (NXL104/DS0013) 4-WEEK TOXICITY STUDY BY INTRAVENOUS ROUTE IN RATS . i ~20llils. 20l S R A
NXL104 - 13-week intravenous (30-minute infusion) toxiity study in the ra | ey el ool . "
42327 AA39561 (NXL104/DS0027) follower by a 4 wock trestmnt fros priod 20018 ~20l ShiE PR Ga
. 4-WEEK TOXICITY STUDY BY INTRAVENOUS ROUTE (INFUSION) IN ¢ . ¢ el =0 rm
42328 30052 TSR (NXL104/DS0007) RATS FOLLOWED BY A 2.WEEK TREATMENT-FREE PERIOD ] 20l Il ~20lls D . o5 SHE KRR i
NXL104 - 7-day intravenous (30-minute injection) exploratory toxicity study " (I -
42329 AA21246 it the rat Y 202~ D), 75 [HE HEPEEE 5% i3
4233 BIREHERER
4233, In Vitro
IN VITRO MAMMALIAN CHROMOSOME ABERRATION TEST IN | e
4233.1.1 31872 MLH (NXL104/DS0018) CULTU;FD HUMAN LYIV([PH(())CY(')F?-OS ONTES ] 20l 1~ ‘l ' N, S P AT I
IN VITRO MAMMALIAN CHROMOSOME ABERRATION TEST IN | | e e
423312 30485 MLH (NXL104/DS0003) CULTU;FD HUMAN LYI\/([PH(())CY(')F?-(Z ONTES ] 20l ~20l 18 ‘l t N, S P AT I
A000211330A (RU84726) EXPLORATORY MICROMETHOD OF THE IN
423313 psEk 200771 VITRO MICRONUCLEUS TEST IN MOUSE LYMPHOMA CELLS ] 201 ~ 20l ' - | HPIREH 5% e
(L5178Y)
N RU84726 EXPLORATORY IN VITRO UNSCHEDULED DNA SYNTHESIS _ e - / b g % g
423314 sk 200649 (UDS) TEST IN RAT LIVER CELLS IN PRIMARY CULTURE 2 U ERel | TR sE HPIRDR 2%
423315 I cmorandum 26 [l Il cmorandum 26 [Vl - it & | ‘_ 752 |5 5% 1
4233.1.6 30484 MMO (NXL104/DS0002) BACTERIAL REVERSE MUTATION TEST ] 20l 20l ‘l S osox | i e
42332 In Vivo B
4.23.3.2.1 30486 MAR (NXL104/DS0004) gg:‘;ﬂ“’[‘g?jﬁ:gr\"\f:gr;(;'\TU('L"‘US TESTBY INTRAVENOUS ROUTE | 20l -l ~20lls ‘l D o5ux 1] AN i ]

4.23.4 S AJRMERER

42341 R AR

4.2.3.4.2 AT

75 A SRR

42343 ZOMORR
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4.23.5 EHFEA IR
4.2.3.5.1 SZIREER UK & TOFMITE AT 25 R
. NXL104 - Fertility and carly cmbryonic development toxicity study by the el 2 5
4235.1.1 AA39559 (NXL104/DS0026) taseons route 1 the formale 2t ] 20l b ~20l s | Py FEA
1235100 AA395SS (NXLI04/DS0025) NXLI04 - Male frtiltyand carly embryonic development oxicty study by | 2olel ~olle s AR — i

the intravenous route (30-min infusion) in the rat
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AA82616 (NXL104/DS0038)

Sprague Dawley rat with an immunotoxicological endpoint

W|EEOEE ii/BE | mTT—F0
’ 5 e "
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42352 I - IRIERACET 2HBR
123501 AA39553 (NXL104/DS0020) :::(Lm - Dose range-finding study by the intravenous route inthe pregnant |y 2ol ~ 2ol . — P
. NXL104 - Embryo/fetal development toxicity study by the intravenous route el ool . - -
423522 AA39554 (NXL104/DS0021) 30.min infusiony i the rat ] 2004 ~20lk 41 PR Al
3 NXL104 - Determination of the maximum tolerated dose by the intravenous " " )
2 £ ~ é N e b i3
423523 AA39550 (NXL104/DS0022) route in the non-pregnant rabbit ] 2004 ~20lk 41 PR e
123524 AA39551 (NXL104/DS0023) 21(;‘104 - Dose rangefinding study by th intravenous route n the pregrant |y 2ol ~ 2ol A — P -
3 NXL104 - Embryo/fetal development toxicity study by the intravenous route el ool - - -
423525 AA39552 (NXL104/DS0024) 30.min infusiony in the rabbit ] 2004 ~20lk 41 PR Al
4.2.3.5.3  HIAERTROHA B O R AW O RHEOBREICBI T % 38R
Avibactam (NXL 104)  Pre- and Postnatal Development Study by the
42.3.53.1 AB04834 (3225WR) Intravenous Route (30-minute infusion) in the Surgically Implanted Spraguc- | [  HFEN 20l ~20ll 41 MR i
Dawley Rat
Avibactam (NXL 104) Intravenous (30-minute infusion) Dose Range-Finding
423532 AB04833 (3224WR) Pre- and Postnatal Development Study in the Surgically Implanted Sprague- 2004 ~20l ShE N AT 3
Dawley Rat
4.23.5.4 FAVERAOVZRER
CAZ-AVI 14 Day Intravenous Toxicity Study in Neonatal Rats with a e el ol ] e
4235.4.1 20047213 (3694DR) 5 Week Recovery Period 20l 1 ~20l T P HPIREH B
CAZ-AVI 14 Day Intravenous Dose Range Finding Toxicity Study in — ol ool - ] - » "
423542 20040271 (3582DR) Neumtal Rate 20l b ~20l . 0l T S PR Bk
4.2.3.6  JRFTRIRERER
NXL104 - EVALUATION OF THE VENOUS AND PERIVENOUS LOCAL el ool . - -
4.2:36.1 31394 TAL (NXL104/DS0016) TOLERANCE AFTER A SINGLE ADMINISTRATION IN RABBITS L 2ol ~2o ‘l m , TR s AR #Ef
4237 ZOfMORERE
4.23.7.1 HURMERER
Bl | | | |
423,72 Gtk
NXL-104 - d-week intravenous (30-minut infusion) oxiciy sty in the | gy 2ol ~2ol . — - "

4.2.3.7.3 FHERBOBFICET 2R

4.2.3.7.4 (KTFHERER

423.7.5 Rt OREE

R
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4.2.3.7.6 TR OFRIERR
) o .
423.7.6.1 2814BV ‘\\4%“1; fﬁje 'S‘Ge"e"‘: Toxicity Evaluation using a Bacterial Reverse ‘- 2ol l: ~20l AstraZeneca (Alderley Park) , 35l 441 PR AT I
4.23.7.6.2 31873 MMO (NXL104/DS0019) BACTERIAL REVERSE MUTATION TEST ‘- i~ l m REET 1] AN i ]
4.23.7.7 ZOMMORER
ATM-AVI One Month Intavenous (30 min) Infusion Combination Toxiciy | ey ] e - -
423.7.7.1 612242 (3700AR) tudy with 12 Woek Rocoveny n Rats . ShiE KR T
NXL-104/Ceftaroline Fosamil A 1-month Intravenous Infusion Toxicity Study " I -
2377, TX- i~ B : g . 1
423772 30233 (CXL-TX-03) in Cynomolgus Monkeys with a 2-week Recovery Period [ ] 20l ~20 F |pE N Al
NXL-104/CEFTAROLINE FOSAMIL 1-MONTH INTRAVENOUS
423773 3786 (CXL-TX-02) INFUSION TOXICITY STUDY IN RATS WiTH A 2-WEEK RECOVERY ([ I >ol<N- ol I - | PR ¥ a2
PERIOD
423.7.74 20026123 (3458KR) Renal Cysts Intravenous 14-day Investigational Study in Neonatal Rats ‘_ 20l ~20l F | Sh[E MR P
423.7.7.5 3405KR Investigative Renal Study in Naive Juvenile Sprague-Dawley Rats ‘_ AstraZeneca (Waltham) , K[H  [shE AN e 3
3 Evaluation of the Hacmolytic Potental of Formulations of NXL104 n Human | gy ’ o - i
423776 259739 (NXL104/DS0015) Blood in Vit - . ShiE IRl T
Evaluation of in vitro phototoxicity on Balb/c 3T3 fibroblasts using the et ’ e L -
423.7.7.7 8214776 (NXL104/DS0039) Nentral Rod Uptake sssey ] I N 41l N A
43 ZELHK
C ion B-lactam and p-lac inhibitor therapy Am J Health-Syst Pharm
4.3.1 — N o Dudley M. — — [ %
3 and pharmacodynamic considerations udley #@ 1995:52(Suppl 2) 523-8. ®
i3s _ Activities of Ceftazidime and Avibactam against B-Lactamase-Producing ~ |Coleman K, Levasseur P, _ e Antimicrob Agenis Chemother | .
- Enterobacteriaceae in a Hollow-Fiber Pharmacodynamic Model. Girard A-M, et al. " 2014;58 3366-72. —
133 — Diazabicyclooctanes (DBOS) a potent new class of non-B-lactam B lactamase [\ © - B B AR Curr Op Microbiol 2011514 550.5, |55
Activity of NXL104 |‘\ (,vumbnt\almn with B-Lactams agafnbl Genetically  |Lagacé-Wiens PRS, Tailor Antimicrob Agents Chemother )
4.3.4 — Characterized Escherichia coli and Klebsiella pneumoniae Tsolates Producing| "o 0% — SHE 2011:55 2434-7 5%
Class A Extended-Spectrum B- Lactamases and Class C B-Lactamases ’ serak B
435 — THIRD-GENERATION CEPHALOSPORINS. Klein NC, Cunha BA. — — ShiE Med Clin N Amer 1995;79 705-19. | 5% -
6 _ SUMMARY OF PRODUCT CHARACTERISTICS, LABELLING AND _ _ e 5%
- PACKAGE LEAFLET : — = —
4.3.7 — FORTAZ" (ceftazidime for injection). Teligent Pharma, Inc. November 2018. |— — — SHE — e
N C producing Enterobacteriaceae in Europe asurvey among  |Glasner C, Albiger B, Buist| B . I .
438 national experts from 39 countrics, February 2013. G, ctal. #E Burosurveillance 2013;18 28 &%
_ Mode of action of ceftazidime affinity for the penicillin-binding proteins of _ _ J Antimicrob Chemother .
439 Escherichia coli K12, inosa and Staphyl aureus | yes MV, O DC. sE 1983;12 119-26. 2% —
43.10 — Three Decades of B-Lactamase Inhibitors, Drawz SM, Bonomo RA.  [— — Sh1E] ;'"l" Microbiol Rev2010:23 160- |,
. . : ; Ehmann DE, Jahié H, Ross Proc Natl Acad Sci USA )
4.3.11 — Avibactam is a covalent reversible non-B-lactam p-lactamase inhibitor. PL, etal SHE 2012:109 11663-5. 5% -
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4312 — Kinetiesof Avibactam Inhibition against Class A, C, and D p-Lactamases. |- D 10E Hh Ross | | J Biol Chem 2013:288 27960-71. |53
Ceftazidime- Avib aNovel © B-lactamase Inhibitor Zhanel GG, Lawson CD,
_ - 4 3 ; - %
43.13 Combination. adam 1 . ShiE Drugs 2013;73 159-77. 5% -
In vitro activity of AVEI330A, an innovative broad-spect B-lactam B- |Bonnefoy A, Dupuis- J Antimicrob Chemother )
4314 — lactamase inhibitor. Hamelin C, Steier V., ct al. #E 2004;54 410-7. 2%
4305 B ic Studies of the Of TEM-1 and P99 by NXL104,a  [Stachyra T, Pechercau MC, | P Antimicrob Agents Chemother [,
. Novel Non-f-Lactam f-Lactamase Inhibitor. Bruneau JM, et al ) 2010;54 5132-8 -
Important and Emerging -Lactamase-mediated Resistances in Hospital-based Diagn Microbiol Infect Dis .
4316 Pathogens The AmpC Enzymes. Jones RN. s 1998;31 461-6. 5% —
. N Comparative In Vitro and In Vivo Efficacies of Human Simulated Doses of  |Crandon JL, Schuck VJ, e Antimicrob Agents Chemother | .
. and Ceftazidi b against Pseud i icius MA, et al. ) 2012;56 6137-46. -
Reclaiming the Efficacy of B-Lactam-—B-Lactamase Inhibitor Combinations -
; - FHe “ac . tor ombinali Papp-Wallace KM, Winkler Antimicrob Agents Chemother |
43.18 Avibactam Restores the Susceptibility of CMY-2-Producing Escherichia coli [\ 17P - & P8 iR SE 2014.55 42907 Bk -
to Ceftazidime
310 n NXL104 Irreversibly Inhibits the B-Lactamase from Mycobacterium Xu H, Hazra S, Blanchard A Biochemisty 2002551 45517, | 5% B
tuberculosis . JS.
Crit Care Res Pract
_ SBLs . cent Danger? ; _ : 5
4.3.20 ESBLs, A Clear and Present Danger? Dhillon RH-P, Clark J. ShIE 2012 2012 625170, 5%
4321 — Carbapenemases Partners in crime. Bush K. — S {GGM’ Antimicrob Res 2013:1 7- | 7
41322 — AmpC p-Lactamases. Jacoby GA. — S Clin Microbiol Rev 2009:22 161- 5 . -
_ Poirel L, Potron A, J Antimicrob Chemother )
4.3.23 — (OXA-48-like carbapenemases the phantom menace. Nordmann P. — S 2012:67 1597-606 BE
432 n NXL 104 combi versus iaceac with CTX-M extended-  |Livermore DM, Mushtaq S, | A J Antimicrob Chemother s
= spectrum B-lactamases and carbapenemases. Warner M, et al. : 200862 1053-6. - —
205 B Activities of NXL104 Combinations with Ceftazidime and Aztreonam against |Livermore DM, Mushtaq S.| i Antimicrob Agnts Chemother |
3 C roducing iaceae . Warner M, ct al. 2011:55 390-4. z —
1326 N In Vitro Activity of NXL104 in Combination with p-Lactams against Endimiani A, Choudhary Y,| i Antimicrob Agents Chemother |,
- Kiebsiella pneumoniae Tsolates Producing KPC Carbapenemases. Bonomo RA. 2009;53 3599-601 z
4327 n In vitro activity of ceftazidime+NXL104 against Pseudomonas aeruginosa  |Mushtaq S, Wamer M, | _ i J Antimicrob Chemother ox
> and other non-fermenters. Livermore DM. 201065 2376-81. z —
. o Poirel L, Naas T, Antimicrob Agents Chemother
_ ) ' . \ _ - s
43,28 Diversity, Epidemiology, and Genetics of Class D p-Lactamases. ot b, ShiE 2010154 2438 % _
In vitro activity of avibactam (NXL 104) in combination with p-lactams " €. One o ]
43,29 — against Gram-negative bacteia, including OXA-48 f lactamase-producing | %3 7> Kayaean € Oneul | S I anmirob Agents e
Kiebsiella pneumoniae - >
330 N In vitro activity of the B-lactamase inhibitor NXL104 against KPC-2 Stachyra T, Levasseur P, | e J Antimicrob Chemother 5%
h and E faccac ing KPC c échercau MC, et al. 2000;64 326-9. >
Epidemiological Expansion, Structural Studics, and Clinical Challenges of e ) Annu Rev Microbiol 2011565 455- | .,
4331 New p-Lactamases from Gram-Negative Bacteria. Bush K, Fisher JF. s 78. kil
PR N Evaluation of Ceflazidime and NXL104 in Two Murine Models of Infection  |Endimiani A, Hujer KM, i Antimicrob Agents Chemother |,
h Due to KPC-Producing Kiebsiella pneumoniae . Hujer AM, ct al. 2011:55 82-5 ?
in Vitro Activity of Ceftazidime Combined with NXL104 versus Walkty A, DeCorby M, Antimicrob Agents Chemother )
4.3.33 — Pseudomonas aeruginosa lsolates Obtained from Patients in Canadian Lagacé-Wiens PRS, ef al. S 2011:55 29924, BE L
Hospitals (CANWARD 2009 Study) & >eral ; :
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433 n In Vitro Antibacterial Activity of the Ceftazidime-Avibactam (NXL104)  |Levasseur P, Girard AM, i Antimicrob Agents Chemother |
3 Combination against Pseud Clinical Isolates. Claudon M, et al. 2012:56 1606-8. z —
Avibactam reverts the ceftazidime MIC90 of European Gram-negative Flamm RK, Stone GG, . .
4335 bacterial clinical isolates to the epidemiological cut-off value. Sader HS, et al. s J Chemother 201426 333-8. 5% —
In Vitro Activities of Ceftazidime-Avibactam and ib .
4336 _ against 372 Gram-Negative Bacilli Collected in 2011 and 2012 from 11 Wang X, Zhang F, Zhao C, | Pl Antimicrob Agents Chemother |, o,
! ! et al. 2014;58 1774-8.
Teaching Hospitals in China.
. n Activity of Ceftazi bactam against Gram-Negati Sader HS, Castanheira M, A Antimicrob Agents Chemother |,
> Organisms Collected from U.S. Medical Centers in 2012. Flamm RK, ct al. : 2014;58 1684-92. > —
Clonal Diversity and Metallo-B-Lactamase Production in Clinical Isolates of ~|Mercuri PS, Ishii Y, Ma L, Microb Drug Resist 2002;8 193 |
4338 — o — S5 5%
Stenotrophomonas maltophilia . et al. 200.
4330 N Efficacies of Ceftazidi ibactam and Ceftazidime against Housman ST, Crandon JL, e Antimicrob Agents Chemother |,
- aeruginosa in a Murine Lung Infection Model. Nichols WW, et al. ) 2014;58 1365-71. -
4340 B Clinical Significance of Beta-Lactamase Induction and Stable Derepressionin [, o A EurJ Clin Microbiol 1987:6 439- |, B
Gram-Negative Rods. 45.
h i P Parameter. i i
4341 — Pharmacol Rationale for Antibacterial | o wa. ShE Clin Infec Dis 1998;26 1-12. s -
Dosing of Mice and Men.
Bactericidal Activity, Absence of Effect, and Time-Kill Kinetics of
PR _ (,“ oricidal Activity, :“;;Z“’Bjs"fm ot ;::i;dcm""e HHRIneties oy o hers TR, Gomez M, e Antimicrob Agents Chemother |,
o e & Celeri C, et al. : 2014:58 5297-305. = —
and Pseudomonas aeruginosa.
In vitro killing of parenteral beta-lactams against standard and high inocula of B )
N Di Mici 1 Infect D
4343 — extended-spectrum beta-lactamase and non-ESBL producing Klebsiclla Burgess DS, Hall RG. S h (;35{‘4 o ;‘1'_"6"‘“ niect Dis 5%
|pneumoniac . y .
In vitro efficiency of the piperacillin/tazobactam combination against inhibitor .
43.44 _ resistant TEM- and complex mutant TEM-producing clinical strains of Robin F, Krebs M, Delmas | _ PG| J Antimicrob Chemother 5% -
ot ), etal. 2011:66 1052-6.
Escherichia coli .
4345 n In Vitro and In Vivo Activities of Novel 6-Methylidene Penems as f- Weiss WJ, Petersen PJ, A Antimicrob Agents Chemother |,
o Lactamase Inhibitors. Murphy TM, et al. B 2004:48 4589-96. = —
Activity and P ic (PD) E ion of Ceftazidi b ; o The 53rd Interscience Conference
4.3.46 _ (CAZ-AVI) against and Forms of CA. g:{:ﬁt‘f:{:x G Van Sl on Antimicrobial Agents and Pe
and CAZ-resistant Pseudomonas aeruginosa (PA). setal Chemotherapy 2013. # A1021
studies between ceftazidime-avi and -
. Dallow J, Otterson LG. Int J Antimicrob Agents
4.3.47 pulmonary surfactant and between and Huband MD, et al, ShE 2014:44 552-6. BE
agents of other classes.
ivo Efficacy of I C b
134 _ K V’"’.Hﬁ“ﬁ' gf. X o of ™ |MacVane SH, Crandon JL, | e Antimicrob Agents Chemother |,
' W agains Nichols WW, et al. - 2014;58 6913-9. Z
Isolates.
) Zcitlinger MA, Derendorf Antimicrob Agents Chemother )
B ) . E
4.3.49 Protein Binding Do We Ever Learn? H. Mouton JW. et al. SHE 2011355 3067-74. 5% -
A Threshold Concentration of Avibactam (AVI) During the Pharmacokinetic |\ oo The 52nd Interscience Conference
4.3.50 — Decline Phase, Below which f-Lactamase Inhibition in Enterobacteriaceae |0 " R - SHiE on Antimicrobial Agents and 5% -
Becomes Ineffective. etal Chemotherapy 2012. #A1760.
1351 N Pharmacodynamics of B-Lactamase Inhibition by NXL104 in Combination  |Louic A, Castanheira M, e Antimicrob Agents Chemother |,
- with Ceftaroline Examining Organisms with Multiple Types of p-Lactamases. |Liu W, et al. : 2012;56 258-70. -
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Inter Between Phar ics and Phar in ) Diagn Microbiol Infect Dis
_ _ 3 %
4:3.52 Determining Dosage Regimens for Boroad-Spectrum Cephalosporins. Craig WA. S 199522 89-96. 5% —
Background and Rationale for Revised Clinical and Laboratory Standards
4.3.53 — Institute Interpretive Criteria ( ) for iaceae and g:vdl?::?SMA:ttrlm FG, — ShiE Clin Infect Dis 2013; 56 13019, |5%
aeruginosa 1. C and avnant SR, et al.
of current for G tiverods  [DeRyke CA, Kuti JL, Diagn Microbiol Infect Dis )
4334 based on pharmacodynamic assessment. Nicolau DP. #E 2007;58 337-44. 2% —
Ceftazidime. Rationale for the EUCAST clinical breakpoints, version 1.0. )
43.55 7 26th September 2010. B shE B =%
Optimal exposures of predict the ity of Muller AE, Punt N, J Antimicrob Chemother
4330 - and clinical outcome in the treatment of nosocomial pneumonia. Mouton JW. - #E 2013:68 900-6. 2%
— o , The 53rd Interscience Conference
Exposure response of C and Avibactam in a Berkhout J, Melchers MJ, T merse " )
4357 - Neutropenic Thigh Model Van Mill CH, et al. - s on Antimicrobial Agents and 2%
Chemotherapy 2013. #A1023
. . . The 53rd Interscience Conference
har C a L F: shers
4.3.58 — . o of and ma Mouse ?T;ﬂém?ﬁ“Ml — SE on Antimicrobial Agents and s
ung Model. a ctal. Chemotherapy 2013. #A1022.
4350 N ation of Ceftazidime and Avibactam into Epithelial Lining Fluid (ELF) |Berkhout J, Melchers MJ, B i Tﬁ%@ﬁﬂfﬁ%fﬁﬁma 5%
- in Thigh- and Lung-Infected Mice. Van Mill CH, et al. - on Antimicrobia’ Agents an z
Chemotherapy 2013. #A1025
4360 N for Gram-negative acrobic bacteria based on Frei CR, Wiederhold NP, B e J Antimicrob Chemother 5%
- i ic models with Monte Carlo simulation.  [Burgess DS. 2008;61 621-8. -
Clinical of Anti ¢ ins in Patients [MacVane SH, Kuti JL, Antimicrob Agents Chemother )
4.3.01 B Ventilator-Associated Pneumonia. Nicolau DP. B shE 2014;58 1359-64. 2%
(CLSI M100-524. Performance Standards for Antimicrobial Susceptibility ]
4:3.62 Testing Twenty-Fourth shE 2% —
$5H BERR RS
52 EERREBR R
— — LEGR R —E# 77 APtk — — — — —
5.3 RRERIL E R OB
5.3.1 A REH R
53.0.0 SAFTRALFTEVT 4 (BA) RBEELE
53.1.2 HEBARBK CAEMFRR S (BE) RBHSE
5.3.1.3  In Vitro - In Vivo DBJli & Wit U 7= sk B i
5.3.1.4 PR OBEYLZER O HTERT S &
. Avibactam Method Transfer for the Determination of Avibactam in H N N
a1 |8260799 P]sz;:‘aAmme:dmoem ransfer for the Determination of Avibactam in Human |- |- s |mr| |M~1%H 5%

PFIZER CONFIDENTIAL
Page 16




CTEYT NS TENRY B A

112 iRAER B

BEEORE ii/BE | mTT—F0
! 5 PR "
WSS AEEES 54 b 5% HEHI M HRT pel-is B it Zn
3 Method Transfer, Validation of a Method for the Determination of Avibactam " -
. ’ i E3| E fegs B35 i
53142 8264-516 (NXL104) in Human Plasma by HPLC with MS/MS Detection - ol L #E HAER 5
3 Validation of an LC-MS/MS Method for the Analysis of NXL104 in Human
53143 I 0050-1 Plasma with Sodium Fluoride/Potassium Oxalate as the Anticoagulant ‘ #m #E e %
3 ) Validation of an LC-MS/MS Method for the Analysis of Ceftazidime in I I ] e ) "
53144 I o651l Human Plasma with Sodium Fluoride/Potassium Oxalate as the Anticoagulant ) KA shE HAFOR 2%
53.1.45 8260802 Method Transfer for the Determination of Ceftazidime in Human Plasma ‘- ‘- Helxl ShiE PR 5% 4
3 Method Transfer, Validation of a Method for the Determination of " -
R > ¢ = : Bk Bz 13
53146 8264-521 Ceftazidime in Human Plasma by HPLC with MS/MS Detection ‘- ol ‘- o #E R 5
Validation of a LC-MS/MS Bioanalytical Method for Measurement of
53147 Il 00567/1 NXL104 and Ceftazidime in Human Plasma (Soduium Fluroride/Potassuim ([l | RESE] h1E N e ]
Oxalate)
5.3.1.4.8 8272821 Validation of a Low Aliquot Volume Assay for Ceftazidime in Human Plasma ([l ll 201 ‘- 3 SHE KR e E
3 Avibactam Determination of the Short Term Frozen Storage Subility of |y I : v ) i
53149 sl Avibactam and Ceftazidime in Human Plasma, Amendment 1 ‘ . #E e 5
3 Assessment of Long Term Stability of NXL104 and Ceftazidime in Human F e ) -
531410 005731 Plasma (Sodium Fluoride/Potassium Oxalate), Amendment 1 - ‘ BE3E s HEEE: >
3 Assessment of Stability of NXL104 and Ceftazidime in Whole Human Blood F F e ) -
331411 -10]397” (Sodium Fluoride and Potassium Oxalate ‘ S shE HARR 2%
Validation of an Analytical Procedure for the Determination of Ceftazidime
and Avibactam in Human Plasma using Protein Precipitation followed by
5.3.14.12 8280474 Liquid Chromatography with Tandem Mass Spectrometric Detection (LC ([ [ [l ll 20l s | S SiE PR 5% 15
MS/MS) (Low Aliquot Volume) (Incorporating a Partial Validation for
Avibactam only)
aian 4260798 S:ifeamm Method Transfer forthe Determination of Avibactam in Human | g ‘- — AE - 5% =
. Method Transfer, Validation of a Method for the Determination of Avibactam " -
R : ¢ = : Bk Bz 13
531414 8264-519 (NXL104) in Acidified Human Urine by HPLC with MS/MS Detection - ol i ‘- o #E e 5
3 Validation of an LC-MS/MS Method for the Analysis of NXL104 I I : v , "
331415 LI (Avibactam) in Human Urine, Amendment 1 ‘ s s HAR 2%
31416 8260801 Coftazidime Method Transfr for the Determination of Cefiazidime in Human | puuy ol l: . S — P e
Urine, Amendment 1
Method Transfer, Validation of a Method for the Determination of
5 R i = : ek Bz 13
531417 8264-522 Ceftazidime in Acidified Human Urine by HPLC with MS/MS Detection ‘- ‘- o #E e 5
3 Validation of an LC-MS/MS Method for the Analysis of Ceftazidime in I ] e ) "
5.3.1.4.18 | (X O Humen Urine, Arendraent 1 ‘ RESE] 1l HENER 2%
Validation of an LC-MS/MS Bioanalytical Method for Measurement of
5.3.1.4.19 Il 00568/1 NXL104 and Ceftazidime in Human Urine (with Acetic Acid Stabiliser), m ShiE PR 5% e
Amendment 1 S
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3 CAZ-AVI Validation of an LC-MS/MS Method for the Analysis of I I ] e , "
5:3.14.20 o1 Avibactam in Human Bronchoalveolar Fluid - #E HAER 5
3 Avibactam Validation of an LC-MS/MS Method for the Analysis of I I - - ) "
531421 | [ESE Cottidime in Humen BAL Fluid ‘ ‘ RESE] 41l NG 2%
3 CAZ-AVI Refti Stabilty of Avibactam and Cefuzidime in Human | gy " I ] e ) "
5.3.1.4.22 | [BESE Wl Pl and Hama BAL Fluid ‘ 201 ‘ | Bl SHE KR e
) o ) I
314 1413 g::z‘?;z:‘hdauon of Avibactam in Human Plasma by HPLC with MS/MS ‘- ‘- s AE — 5% "
3 Inter-laboratory Cross Validation of an LC-MS/MS Method for the I . ] e ) "
53.14.24 I siollo! Measurement of Avibactam in Human Plasma ‘ ‘ . #E HEDR 5
31425 17754 Cross Validation of FRI and Covance Avibactam LC-MS/MS Assays in - . AE - 5% =
Human Plasma
3 Inter-laboratory cross validation of an LC-MS/MS method for the I I ] e ) i
531420 ool mcasurcment of aibactam n human uine | #m i HPER =%
Avibactam Inter-laboratory Cross Validation of Methods for the
Determination of Avibactam in Acidified Human Urine using Liquid - ~ e
531427 8271412 (Chromatography with Tandem Mass Spectrometric Detection (LC-MS/ - 20. f .ﬂ - = sE 2%
MS)
31408 i g:z‘?;e:‘lldauon of Cefazidime in Human Plasima by HPLC with MS/MS | g . AE P 5% =
3 Inter-laboratory Cross Validation of an LC-MS/MS Method for the I I ] e ) i
5:3.14.29 sl Measurement of Ceftazidime in Human Plasma ‘ ‘ . #E HED >
3 Inter-laboratory Cross Validation of an LC-MS/MS Method for the -
531430 sl Measurement of Ceftazidime in Human Urine ‘ ‘ #m #E HeEDR %5
3 Cross Validation of Ceftazidime in Acidified Human Urine by HPLC with .
5.3.1.43 3 i wE 5% %
53.1.431 8271414 MSIVS Detoction ‘- ‘- [ 41l MR e
NXL104 Partial Validation of an LC-MS/MS Method for the Analysis of
5.3.1.4.32 03551 Moxifloxacin in Human Plasma with Sodium Fluoride/Potassium Oxalate as | | I IEEEEENNNN I SHE KR e
the Anticoagulant
3 Validation of an LC-MS/MS Method for the Analysis of Metronidazole in -
53143 L . - g ¥k 5% "
5.3.1.4.33 | [RREEE 3 Human Plasma ‘ ESH 1l AN 2%
3 Assessment of Long Term Stability of NXL104 and Ceftazidime in Human )
5.3.1.43 III..... III-!... g gk 3
331434 -100569” Urine (with Acetic Acid Stabiliser), Amendment 1 ‘ BESE] shE HARR 2%
5.3.1.4.35 8275358 Stability of Ceflazidime in Acidified Human Urine ‘- ‘- EaE] SHE KR e E
. Cross Validation between Covance Harrogate and Covance Shanghai of " ,
5.3.1.43 | sl g 5k 3
531436 8274216 Avibactam in Human Plasma by HPLC with MS/MS Detection ‘- ‘- 1l #E HAER >
3 Cross Validation between Covance Harrogate and Covance Shanghai of . ’ ,
5.3.1.4.3 e i ¥ z %
531437 8274217 Ceftazidime in Human Plasma by HPLC with MS/MS Detection ‘- ‘- 1l #E e >
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3 Validation of an LC-MS/MS Bioanalytical Method for Measurement of et ] e , "
531438 0120711 Moxiflomnoin T Homan Plas [ ] | RESE 41l MR e
3 CAZ-AVI Determination of the Long Term Frozen Storage Stability of I - - , e
5.3.1.4.39 272l NXL104 in Human Plasma eS| h1xl N 2%
Incurred sample reproducibility of NXL104 and ceftazidime in sclected
53.1.4.40 017841 human plasma samples from clinical Study NXL104/1002 (Sponsor Reference m ShE N = 3
Number NXL104/BA0016) Final Report, Amendment 1 ’
3 An Experiment to Assess the Stabilising Effects of Various Additives on et - v ) "
5.3.1.4.41 00302 NXL10 1 Homn Pl | R SHE IRl e
5.3.1.4.42 8265011 Stability of Ceftazidime in Human Plasma ‘- EaE] SHE KR £ E
5.3.1.4.43 8265010 Stability of Avibactam in Human Plasma | SHE KR £ E
5.3.1.4.44 8275359 Stability of Avibactam in Acidified Human Urine | SHE KR e E
Method for the D of Ceftaroline, Ceftaroline
5.3.1.4.45 PRD-RPT-BDM-00404 Fosamil, Ceftaroline Open Ring Metabolite and NXL104 in Human Plasma ShiE G 5% e
by LC-MS/MS
The Transfer and the Validation of an LC-MS/MS Method for the
5.3.1.4.46 3599002 Determination of Ceftazidime (CAZ) and Avibactam (AVI) in Sodium ] | RS | HEPIRERH 5% 1
Fluoride / Potassium Oxalate Human Plasma, Addendum 1
532 b MAEREE IV 7o S B RE B O B
5.32.1 (YA AREARBRREE
| oL | | | | | |
5.3.22 JFRER OSERHE A (1 B s &
| L | | | | | |
5323 flioe MEFREE VRS &
| i | | | | | |
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533 BEREDBRE (PK) REHEE
5.33.1 (HERERE (CI1) D PKR OO AR BRI
of safety, ity and of escalating single
533.1.1 NXL104-1001 intravenous doses of NXL104 alone and in combination with ceftazidime in  [Novexel S.A. 20~ Paris (France) PG| HE R B% 3
health; ina double-blind, placch study
A Phase 1, double-blind, placeb lled, safety,
and pharmacokinetic study of NXL104 administered as repeated intravenous el o e "
533.1.2 NXL104-1002 osen i csealating for 5 cays and oy on ot [Noverel S.A. 20l b ~20l Il Paris (France) | HPIERH B
absolute bioavailability of a single oral dose in healthy male volunteers
An Open Label Single-Dose Study in Healthy Male Subjects Designed to
53.3.1.3 D4280C00008 Assess the Mass Balance Recovery, Metabolite Profile and Metabolite AstraZeneca 20114£10H ~201 1411 H United Kingdom e R e 3
Identification of [' CJAVI (previously known as [' CINXL104)
A Phase I Open-Label, 2-Part, 3-Cohort, Single-Centre Study to Assess the
533.14 D4280C00009 C of Ceftazidime and Avibactam in Epithelial Lining Fluid and ~ |AstraZeneca 20l ~2 United Kingdom ShIEl 5% 3
Plasma Using at Least Two Different Dosing Regimens in Healthy Volunteers
5332 BHFICRT DPKEOYMBAIERBRRE T
XL
53.33  PUIRMESEA & Mt L7 PRaRBRH S 8
S35 NXLI104/1003 Pharmacokinetics of NXL104 100 mg in normal subjects and patients with |\ = o ol ~ 2ol Belgium e a— [y .
varying degrees of renal impairment
53332 NXL104/1004 Effect of age and gender on the pharmacokinics and safety of NXLIO#in |\ ooy g 5. 20l 11 ~20l-lH United States of America S FEPERE % #
healthy volunteers
A Phase I, Randomized, Double-Blind, Placebo-Controlled, Parallel-Group
53333 D4280C00010 Study to Assess the Safety. Tolerability and Pharmacokinetics o NXL104 | G 7oy 2011421 ~201 144 United States of America SE PR R #
Alone and in C: with C as Single and
Repeated Intravenous Doses in Healthy Japanese Subjects
A Phase I, Randomised, Double-Blind, Placebo-Controlled Study to Assess
53334 D42§0C00020 the Safety, Tolerability, and Phar ics of Ceftazidime- Avib AstraZeneca 20134£10/1 ~20134E1173 China | 5% #
33 Administered as Single and Repeated Intravenous Doses in Healthy strazencea nina : >
Chinese Subjects
5.3.3.4 SMRMEER 2 L PRARBRHL S &
. A Phase I, 2-Part, Open-label, Pharmacokinetic and Drug-drug Interaction I 10 H a0 L . e "
53341 D4280C00011 Study of CAZ104 (Avibactam and Ceftazidime) in Healthy Subjects AstraZeneca 20111101 ~20124F107 United Kingdom ShE PR AT fi
A Phase 1, Open-label, Three-way Crossover, Pharmacokinetic and
B Drug-drug ion Study of Ci ibactam (CAZ-AVI o H 0| . -
53342 D4280C00012 [Formerly CAZ 104 and Metronidarole when Adminisiored Alone and in | 5122 2012472 ~20124E7 A United States of America 4l HE R i
Combination in Healthy Volunteers
5335 HEal— o PKRBAEES
< Population F ic Modeling of Ceft and NXL104 (Co- F - - . e y
533.5.1 CAZMS-01 administration of Ceftazidime for Injection and NXL104 for Injection) ‘ shE HARR 2% fi
Population T ic Modefing of Ceft and NXL104 (Co-
53352 CAZ-MS-01-Addendum administration of Ceftazidime for Injection and NXL104 for Injection) Report |AstraZeneca - - 41 AN el H
ddendum No 1
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534 BRRIENF (PD) MBS
5341 (HEPER 2 451) % PDRER K OXPK/PD AR B -
‘A single-center, ized, double-blind, placeb lled, 4-way
crossover Phase I study to investigate the effect on QT/QTec interval of
. a single dose of intravenous ceftazidime NXL104 (3000/2000 mg) or I i H 0 14 T - . 2 -
5.3.4.1.1 D4280C00007 ceftaroline fosamil NXL104 (1500/2000 mg), compared with placebo, using  |/**#2e1¢c4 2011172 ~20114F5 /1 United States of America ShE Farales A f
open-label moxifloxacin (Avelox®) as a positive control, in healthy male
subjects
A Phase 1, Open-label, Multiple-dose, Single Centre Study to Investigate
5.34.12 D4280C00023 the Effect of Administration of CAZ-AVI and CXL on the Intestinal Flora AstraZeneca 2013178 7] ~20144F3 /1 Sweden ShE YRR 2% %
of Healthy Volunteers
5.3.42 BFICTHT D PDRER L UPK/PDIRBRH 55
< and Simulation to Support Development and Approval of I . -~ 5 X
53421 CAZMS-05 Ceftazidime-Avibactam (CAZ-AVI) - #E HARR &% #
Final Population PK, PK/PD Modeling, and PK/PD Target Attainment
53422 CAZ-MS-09 (/‘}nalys.es Replurl for C cﬂa.zdlme-Av,bactam ((f\Z»AV]) in Patients with . AstraZeneca _ _ S KR P =
t Infection, C Urinary Tract Infection,
and jal P Including Ventil i umoni
Population Pharmacokinetic/Pharmacodynamic Analysis for
< i following ions to - X
53423 PMAR-EQDD-C359n-Other-1290 Japanese Patients with Intra-Abdominal Infection from Study Pfizer s 2% #
3591036
Final Population PK, PK/PD Modeling, and PK/PD Target Attainment
Analyses Report for Ceftazdime-Avibactam (CAZ-AVI) in Patients with
Complicated Int i tion. Compli ary Tract Infecti
53424 PMAR-EQDD-C359n-Other-1699 (CAZ-MS-09-Addendum) " Infection, Com Urinary Tract Infection, e - - S LR 5% e
and 1P Including Ventil
(CAZ-MS-09-Addendum)
5.3.5 HHER UL EMERBEHREE
5.3.5.1  HIEEY 2@ EIC BT B b &
AT Double-blind. ized, C Study to
A : - e . INHYT, F5VAR, AVF,
535,01 NXL104/2002 estimate the safety, tolerability and efficacy of NXL104/ceflazidime plus |\ 107 0n0cq 200943 8 ~20094 128 LR/ Y, R=5TK L—== 5@ R 5% i
o metronidazole vs. Meropenem in the treatment of complicated intra- N 7 o /7 *E '
infections in ized adult: | |
FLEVFY, RUF¥— TS5
N, INHUT, W% FU,
A Phase 111, Double-Blind, Double-Dummy, ’ZDZ’*TrI 7z, 7T4A
Parallel-Group, Comparative Study to Determine the Efficacy, Safety, and FoL X0z nams
5.3.5.1.2 D4280C00001/5 T ility of C i ibactam (CAZ-AVI) Plus AstraZeneca 20124E3 8 ~2014%4 8 S i l:’% B 17:'7 2L / SE HRER Bl H
Versus Meropenem in the Treatment of Complicated Intra- 7 Aksa $55 Apl
i ions (cIAls) in Hospitalized Adults T L—=<Z7 oL7, mroy
h RARAY, BE, 84, b
a, VIS4 F, KB
A Phase 111, Randomized, Multicenter, Double Blind, Double Dummy,
Parallel Group, Comparative Study to Determine the Efficacy, Safety, and
53.5.1.3 D4280C00018 T ility of Ceftazi ibactam (CAZ-AVI) Plus AstraZeneca 20134F1 4 ~20154E3 7 E, #@E, <ha ShE FEPE R FAH H

Versus Meropenem in the Treatment of Complicated Intra-Abdominal
Infections (cIAIs) in Hospitalized Adults
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TAErFr, TAHYT, 7a
An Open-Label, Randomized, Multicenter, Phase I1I Study of Ceftazidime- FFT, Fra, TIUA AR
Avibactam (CAZ-AVI) and Best Available Therapy for the 1 H 0 Ak Tk, fE, A¥Tm, AL— . "
D4280C00006 Treatment of Infections Due to Ceftazidime-Resistant Gram-Negative AstraZeneca 2013418 ~20144°9 L a7, mroy [ B add fi
Pathogens B, AL, fa, Ur T4
KR
A Prosp: 3 i s gator-blinded, ized, Comp:
Study to Estimate the Safety, Tolerability and Efficacy of Ceftazidime R, g, ; . X
NXL10412001 NXL104 vs. Imipenem Cilastatin Followed by Appropriate Oral Therapy in |/ S1221ea 200845117 ~2010467 shE HAE 2% #
the Treatment of Complicated Urinary Tract Infections in Hospitalized Adults
TAErF v S, TN
A Phase 111, Randomized, Multicenter, Double Blind, Double Dummy, V7, 7 a7 F7, 5‘7 =, B
Parallel Group, Comparative Study to Determine the Efficacy, Safety, and ; - /T ) ;; Pt ‘7{ 4); ;';‘1 | R
53.5.1.6 D4280C00002/4 Tolerability of Ceflazidime-Avibactam (CAZ AVI, formerly CAZI04) Versus | 7eccq 20124104 ~201448 AF v, Sgl—, Uk, |EN-E e AT H
Doripenem Followed by Appropriate Oral Therapy in the Treatment of Fu A e asr
Complicated Urinary Tract Infections, Including Acute Pyelonephritis, With a TACT. AnART. Ao
Gram-Negative Pathogen in Hospi Adults L aE Rva, vr 549,
K
TIIN, TAHVT, PE, F
Phase 111, i i Double-blind, Double-dummy, Parallel- =3, TTUR, AHY = A
group Comparative Study to Determine the Efficacy, Safety and Tolerability ;’ 5 H f bfm L7 ])‘ {; 7, jx
53.5.1.7 D4281C00001 of Ceftazidime-Avibactam (CAZ-AVI) Versus Meropenem in the Treatment ~ |AstraZeneca 20134F4 5 ~20164F1 7 za T 74 U |me - shm ENEER RAT H
. . . ) o . YR, N—w=T, 8
of us (NP) Including Ventilat u AL N DI N
(VAP) in Hospitalised Adults Lo, sS4, WE, SR
FA
5.3.5.2 FEXMERBBES T
A Phase 3, Multicenter, Open-Label, Single-Arm Study to Assess the Efficacy
and Safety of Ceftazidime-Avibactam (PF-06947386) Plus Metronidazole in 10 H A0l § e "
53521 3391036 Japanese Adult Patients With Complicated Intra-Abdominal Infection Plizer 20214£10/3 ~20224°9 3 A& P HPIRDR Al &
Requiring Hospitalization
5.3.5.3 BUERORBREGEA ft CARAT L 7ol &
— — Summary of Clinical Efficacy cIAI Appendix Pfizer — — SHE R —
— — Summary of Clinical Efficacy cUTI Appendix Pfizer — — HhIE HERER — i3
— — Summary of Clinical Efficacy and Safety Sepsis Appendix Pfizer — — SHE N — i
— — G-CTD 2.7.3 Bacteraemia Extension of Adult Indications Pfizer — — ShE PR — e
— — G-CTD 2.7.2 (Summary of Clinical Pharmacology Studics) Pfizer — — Sh1E N — e
— — G-CTD Appendix 2.7.2 - Additional Tables and Figures Pfizer — — HhIE HERER — i3
— — J-CTD Summary of Clinical Efficacy Additional Appendix Pfizer — — [EN R — S
— — Summary of Clinical Safety Appendix Pfizer — — HhIE HRER — H
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