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1. HRICETHRBRFRR

R~ AKFIY (Meropenem Hydrate; MEPM) 13 1994 4 8 A i2A & U 7 TRANI KA
STk, BAZSTHRA 100 » B ET&R - e (AR, BE. BB, FELIMNT
AstraZeneca 1) STV 5 (2012489 A 19 HEUE),

£1 HRCHTHETIEKE

E4 i ABEH B =4 fR5e4s AFER R
Albania MEROZEN | 2011/4/15 Argentina MEROZEN | 1995/10/26
Armenia }‘f,EROZEN 2011/6/7 Aruba MERONEM | 1995/10/17
Australia MERONEM | 1996/7/25 Austria OPTINEM | 1995/5/5
Bahrain MERONEM | 1996/7/1 Bangladesh | MERONEM | 2001/2/19
Belarus MERONEM | 1996/8/26 Belgium MERONEM | 1996/2/5
Bolivia MERONEM | 200012/11 ﬁgi‘z‘; ovmznd MERONEM | 2006/4/6
Botswana MERONEM | 2008/6/9 Brazil MERONEM | 1995/7/24
gﬁ:;alam MERONEM | 2008/1/30 Bulgaria MERONEM | 1996/12/29
Cambodia | MERONEM | 2009/1/29 Canada MERREM | 1996/7/2
Chile MERONEM | 1997/8/21 China MEPEM 1998/10/29
Colombia MERONEM | 1997/4/18 CostaRica | MERONEM | 1996/6/18
Croatia MERONEM | 1998/5/6 Cuba MERONEM | 2000/9/12
Curacao MERONEM | 1996/8/20 Cyprus MERONEM | 1997/5/26
g:;iléuc MERONEM | 1995/10/20 | Denmark MERONEM | 1995/1/3
E:I’)’I‘i‘bnlliza“ MERONEM | 1999/3/23 Ecuador MERONEM | 1999/1/12
Egypt MERONEM | 1999/4/8 El Salvador | MERONEM | 1996/5/23
Estonia MERONEM | 1997/2/28 Finland MERONEM | 1995/2/27
France MERONEM [ 1997/4/16 Gabon 2012/3/30
Georgia MERONEM | 2002/11/2 Germany MERONEM [ 1995/5/9
Ghana MERONEM | 1997/7/21 Greece MERONEM | 1995/6/26
Guatemala | MERONEM | 1995/11/20 | Honduras MERONEM | 1997/5/21
Hong Kong | MERONEM | 1996/4/1 Hungary MERONEM | 1995/10/10
Iceland MERONEM | 1995/10/1 India MERONEM | 2002/1/8
Indonesia MERONEM | 1996/10/4 Iran MERONEM | 2005/12/25
Iraq MERONEM [ 2005/2/12 Treland MERONEM | 1995/5/19
Israel MERONEM | 1997/2/11 Ttaly MERREM | 1994/12/29
Jamaica MERONEM | 1996/6/11 Kazakhstan | MERONEM | 1997/10/10
Kenya MERONEM | 1997/11/26 | Korea MEROPEN | 1996/3/11
Kosovo MERONEM | 2011/8/22 Kuwait MERONEM | 1996/4/13
Latvia MERONEM | 1998/5/20 Libya MERONEM | 1997/6/26
Lithuania MERONEM | 1997/2/11 Luxembourg | MERONEM | 1995/1/25
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E4 iR7E4 AKFRER R E4 il AFRER H
Macedonia | MERONEM | 2004/1129 | Malaysia MERONEM | 1997/11/11
Malta MERONEM | 1996/7/1 Mauritins | MERONEM | 1998/7/10
Mexico MERONEM | 1995/8531 | Namibia MERONEM | 2005/3/14
Nepal 2005/7/1 Netherlands | MERONEM | 1995/6/13
New Zealand | MERREM | 1995/9/21 | Nicaragua | MERONEM | 2001/9/20
Nigeria MERONEM | 2004/12/7 | Norway MERONEM | 1997/4/24
Oman MERONEM | 1998/11/3 | Pakistan MERONEM | 1996/1/4
Palostine MERONEM | 2002/5/21 | Panama MERONEM | 2001/531
Paraguay | MEROZEN | 1997/4/1 Peru MERONEM | 1996/7/16
Philippines | MERONEM | 1997/11/20 | Poland MERONEM | 1996/1/8
Portugal MERONEM | 1995/1125 | Qatar MERONEM | 2005/12/6
Romania MERONEM | 1998/6/16 | Russia MERONEM | 1995/11/10
Saudi Arabia | MERONEM | 1997/7/12 E/Iegg‘tznegrsnd MERONEM | 1997/12/8
Singapore | MERONEM | 1996/12/7 | Slovakia MERONEM | 1995/12/21
Slovenia MERONEM 1997/12/5 South Africa | MERONEM | 1996/2/8
Spain MERONEM | 1995/6/1 SriLanka | MERONEM | 1998/3/3
Sudan MERONEM | 2003/8/28 | Sweden MERONEM | 1995/1127
Switzerland | MERONEM | 1995/12/28 | Syria MERONEM | 2010/5/1
Taiwan MEPEM 1998/4/3 Tanzania MERONEM | 2003/7/1
Thailand MERONEM | 1998/1/16 %1;1:;? and | \[ERONEM | 1996/4/17
Turkey MERONEM | 1996/2/1 Uganda MERONEM | 1999/2/15
UK MERONEM | 1995/1/19 | Ukraine MERONEM | 1998/12/4
gl’;litrea‘:es Arab |\ ERONEM | 1996/730 | Uruguay MERONEM | 2001/9/24
USA MERREM | 1996/6/21 | Venczuela | MERONEM | 1998/5/13
Vietnam MERONEM | 2008/3/6 Yemen MERONEM | 2005/10/10
Zimbabwe | MERONEM | 1999/6/15

(2012 4 9 B 19 ABRAEDEH : Periodic Safety Update Report 2012 £ 10 A 9 AR, #&EH, FEH, BB IR
XE»LFIAMLEIM)
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500 mg
1,000 mg
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AstraZeneca UK Limited

Horizon Place, 600 Capability Green, Luton, Bedfordshire, LU1 3LU
Telephone: +44 (0)1582 836 000

Fax: +44 (0)1582 838 000

Medical Information Direct Line: +44 (0)1582 836 836 Ast ra Zenec a

Medical Information e-mail: medical.informationuk@astrazeneca.com
Customer Care direct line: +44 (0)1582 837 837

Medical Information Fax: +44 (0)1582 838 003

Before you contact this company: often several companies will market
medicines with the same active ingredient. Please check that this is the correct
company before contacting them. Why?

Summary of Product Characteristics last updated on the eMC: 25/11/2011

Meronem IV 500mg & 1g

1. Name of the medicinal product
Meronem IV

2. Qualitative and quantitative composition
Meronem IV 500 mg

Each vial contains meropenem trihydrate equivalent to 500 mg anhydrous meropenem.

Meronem IV 1g

Each vial contains meropenem trihydrate equivalent to 1 g anhydrous meropenem.

Excipients:

Each 500 mg vial contains 104 mg sodium carbonate which equates to approximately 2.0 mEq of sodium (approximately 45 mg).

Each 1 g vial contains 208 mg sodium carbonate which equates to approximately 4.0 mEq of sodium (approximately 90 mg).

For a full list of excipients, see section 6.1.

3. Pharmaceutical form
Powder for solution for injection or infusion.

A white to light yellow powder.
4. Clinical particulars
4.1 Therapeutic indications )
gllnedr%r'l?T is indicated for the treatment of the following infections in adults and children over 3 months of age (see sections 4.4
« Pneumonia, including community acquired pneumonia and nosocomial pneumonia.
« Broncho-pulmonary infections in cystic fibrosis
+ Complicated urinary tract infectioné
« Complicated intra-abdominal infections
« Intra- and post-partum infections
» Complicated skin and soft tissue infections
« Acute bacterial meningitis
Meronem may be used in the management of neutropenic patients with fever that is suspected to be due to a bacterial infection.

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

4.2 Posology and method of administration
The tables below provide general recommendations for dosing.

The dose of meropenem administered and the duration of treatment should take into account the type of infection to be treated,
including its severity, and the clinical response.

A dose of up to 2 g three times daily in adults and adolescents and a dose of up to 40 mg/kg three times daily in children may be
particularly appropriate when treating some types of infections, such as nosocomial infections due to Pseudomonas aeruginosa

or Acinetobacter spp. 7/92



Additional considerations for dosing are needed when treating patients with renal insufficiency (see further below).

Adults and Adolescents

Infection ’ ; Dose to be administered every 8 hours
Pneumonia including community-acquired pneumonia and 500mgor1g
nosocomial pneumonia.
Broncho-pulmonary infections in cystic fibrosis 129 o
Complicated urinary tract infections ] 500 mgor1g
Complicated intra-abdominal infections 500 mgor1g
1intra- and post-partum infections ) 500mgortg
Complicated skin and soft tissue infections |S00mgortg
Acute bacterial meningitis 7 - 29
Management of febrile neutropenic patients 19

Meropenem is usually given by intravenous infusion over approximately 15 to 30 minutes (see section 6.2, 6.3 and 6.6).

Alternatively, doses up to 1 g can be given as an intravenous bolus injection over approximately 5 minutes. There are limited
safety data available to support the administration of a 2 g dose in adults as an intravenous bolus injection.

Renal impairment

The dose for adults and adolescents should be adjusted when creatinine clearance is less than 51 ml/min, as shown below. There
are limited data to support the application of these dose adjustments for a unit dose of 2 g.

Creatinine clearance (ml/min) Dose Frequency

(based on “unit” dose range of 500 mg or 1 g or
2 g, see table above)

every i2 hours

26-50 one unitdose
10-25 half of one unit dose every 12 hours
<10 half of one unit dose every 24 hours

Meropenem is cleared by haemodialysis and haemofiltration. The required dose should be administered after completion of the
haemodialysis cycle.

There are no established dose recommendations for patients receiving peritoneal dialysis.

Hepatic impairment

No dose adjustment is necessary in patients with hepatic impairment (see section 4.4).

Dose in elderly patients

No dose adjustment is required for the eiderly with normal renal function or creatinine clearance values above 50 mi/min.

Paediatric population

Children under 3 months of age

The safety and efficacy of meropenem in children under 3 months of age have not been established and the optimal dose
regimen has not been identified. However, limited pharmacokinetic data suggest that 20 mg/kg every 8 hours may be an

appropriate regimen (see section 5.2).

Children from 3 months to 11 vearé of age and up to 50 kg body weight

The recommended dose regimens are shown in the table below:

Dose to be administered every 8 hours
10 or 20 mg/kg

Infection ) ) ) )
Pneumonia including community-acquired pneumonia and
{nosocomial pneumonia

Broncho-pulmonary infections in cystic fibrosis 40 mg/kg

{Complicated urinary tract infections

10 or 20 mg/kg

Compilicated intra-abdominal infections 10 or 20 mg/kg
Complicated skin and soft tissue infections 100r20mg/kg
Acute bacterial meningitis o 40 mg/kg
{Management of febrile neutropenic patients 20mg/kg

Children over 50 kg body weight

8/92



The adult dose should be administered.
There is no experience in children with renal impairment.

Meropenem is usually given by intravenous infusion over approximately 15 to 30 minutes (see sections 6.2, 6.3, and 6.6).
Alternatively, meropenem doses of up to 20 mg/kg may be given as an intravenous bolus over approximately 5 minutes. There
are limited safety data available to support the administration of a 40 mg/kg dose in children as an intravenous bolus injection.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.

Hypersensitivity to any other carbapenem antibacterial agent.

Severe hypersensitivity (e.g. anaphylactic reaction, severe skin reaction) to any other type of betalactam antibacterial agent (e.g.
penicillins or cephalosporins).

4.4 Special warnings and precautions for use
The selection of meropenem to treat an individual patient should take into account the appropriateness of using a carbapenem
antibacterial agent based on factors such as severity of the infection, the prevalence of resistance to other suitable antibacterial
agents and the risk of selecting for carbapenem-resistant bacteria.

As with all beta-lactam antibiotics, serious and occasionally fatal hypersensitivity reactions have been reported (see sections 4.3
and 4.8).

Patients who have a history of hypersensitivity to carbapenems, penicillins or other beta-lactam antibiotics may also be
hypersensitive to meropenem. Before initiating therapy with meropenem, careful inquiry should be made concerning previous
hypersensitivity reactions to beta-lactam antibiotics.

If a severe allergic reaction occurs, the medicinal product should be discontinued and appropriate measures taken.

Antibiotic-associated colitis and pseudomembranous colitis have been reported with nearly all anti-bacterial agents, including
meropenem, and may range in severity from mild to life threatening. Therefore, it is important to consider this diagnosis in
patients who present with diarrhoea during or subsequent to the administration of meropenem (see section 4.8). Discontinuation
of therapy with meropenem and the administration of specific treatment for Clostridium difficile should be considered. Medicinal

products that inhibit peristalsis should not be given.
Seizures have infrequently been reported during treatment with carbapenems, including meropenem (see section 4.8).

Hepatic function should be closely monitored during treatment with meropenem due to the risk of hepatic toxicity (hepatic
dysfunction with cholestasis and cytolysis) (see section 4.8).

Use in patients with liver disease: patients with pre-existing liver disorders should have liver function monitored during treatment
with meropenem. There is no dose adjustment necessary (see section 4.2).

A positive direct or indirect Coombs test may develop during treatment with meropenem.

The concomitant use of meropenem and valproic acid/sodium valproate is not recommended (see section 4.5).

Meronem contains sodium.

Meronem 500 mg: This medicinal product contains apprommately 2.0 mEq of sodium per 500 mg dose which should be taken
into consideration by patients on a controlled sodium diet.

Meronem 1.0 g: This medicinal product contains approximately 4.0 mEq of sodium per 1.0 g dose which should be taken into
consideration by patients on a controlled sodium diet.

4.5 Interaction with other medicinal products and other forms of interaction
No specific medicinal product interaction studies other than probenecid were conducted.

Probenecid competes with meropenem for active tubular secretion and thus inhibits the renal excretion of meropenem with the
effect of increasing the elimination half-life and plasma concentration of meropenem. Caution is required if probenecid is co-

administered with meropenem.

The potential effect of meropenem on the protein binding of other medicinal products or metabolism has not been studied.
However, the protein binding is so low that no interactions with other compounds would be expected on the basis of this

mechanism.

Decreases in blood levels of valproic acid have been reported when it is co-administered with carbapenem agents resulting in a
60-100 % decrease in valproic acid levels in about two days. Due to the rapid onset and the extent of the decrease, co-
administration of valproic acid with carbapenem agents is hot considered to be manageable and therefore should be avoided

(see section 4.4).

Oral anti-coagulants

Simultaneous administration of antibiotics with warfarin may augment its anti-coagulant effects. There have been many reports of

increases in the anti-coagulant effects of orally administered anti-coagulant agents, including warfarin in patients who are

concomitantly receiving antibacterial agents. The risk may vary with the underlying infection, age and general status of the patient

so that the contribution of the antibiotic to the increase in INR ({international normalised ratio) is difficult to assess. it is 9/92



recommended that the INR should be monitored frequently during and shortly after co-administration of antibiotics with an oral
anti-coagulant agent.

4.6 Pregnancy and lactation
Pregnancy

There are no or limited amount of data from the use of meropenem in pregnant women.
Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity (see section 5.3).

As a precautionary measure, it is preferable to avoid the use of meropenem during pregnancy.

Lactation

It is unknown whether meropenem is excreted in human milk. Meropenem is detectable at very low concentrations in animal
breast milk. A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from meropenem therapy
taking into account the benefit of therapy for the woman.

4.7 Effects on ability to drive and use machines
No studies on the effect on the ability to drive and use machines have been performed.

4.8 Undesirable effects
In a review of 4,872 patients with 5,026 meropenem treatment exposures, meropenem-related adverse reactions most frequently
reported were diarrhoea (2.3 %), rash (1.4 %), hausea/vomiting (1.4 %) and injection site inflammation (1.1 %). The most
commonly reported meropenem-related laboratory adverse events were thrombocytosis (1.6 %) and increased hepatic enzymes

(1.5-4.3 %).

Adverse reactions listed in the table with a frequency of “not known” were not observed in the 2,367 patients who were included
in pre-authorisation clinical studies with intravenous and intramuscular meropenem but have been reported during the post-
marketing period.

In the table below all adverse reactions are listed by system organ class and frequency: very common (= 1/10); common (=
1/100 to <1/10), uncommon (= 1/1,000 to <1/100); rare (= 1/10,000 to <1/1,000); very rare (< 1/10,000) and not known (cannot
be estimated from the available data). Within each frequency grouping, undesirable effects are presented in order of decreasing

seriousness.

Table 1 ) )

System Organ Class ) Frequency ) ) Event

Infections and infestations ) Uncommon ; D oral and vaginal candidiasis

Blood and lymphatic system disorders Common thrombocythaemia

Uncommon eosinophilia, thrombocytopenia,
» leucopenia, neutropenia
) N ; Not known ; ’ agranulocytosis, haemolytic anaemia

Immune system disorders Not known : angioedema, anaphylaxis (see sections

) ] ) ) ) ’ o 4.3 and 4.4)

Nervous system disorders Common headache

Uncommon paraesthesiae
o ) ; ; Rare i 7 convulsions (see section 4.4)
Gastrointestinal disorders Common diarrhoea, vomiting, nausea, abdominal
’ 7 pain
Not known antibiotic-associated colitis (see section
4.4)

Hepatobiliary disorders Common transaminases increased, blood alkaline
phosphatase increased, blood lactate
dehydrogenase increased.

Uncommon blood bilirubin increased
{Skin and subcutaneous tissue disorders {Common rash, pruritis '
Uncommon urticaria
Not known toxic epidermal necrolysis, Stevens
Johnson syndrome, erythema
multiforme.
Renal and urinary disorders Uncommon blood creatinine increased, blood urea
e , e increased
General disorders and administration Common o o ~|inflammation, pain
‘ site conditions Uncommon ~ {thrombophlebitis
) [Notknown pain at the injection site
4.9 Overdose

Relative overdose may be possible in patients with renal impairment if the dose is not adjusted as described in section 4.2.
Limited post-marketing experience indicates that if adverse reactions occur following overdose, they are consistent with the
adverse reaction profile described in section 4.8, are generally mild in severity and resolve on withdrawal or dose reduction.
Symptomatic treatments should be considered. 10/ 92



In individuals with normal renal function, rapid renal elimination will occur.
Haemodialysis will remove meropenem and its metabolite.
5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antibacterials for systemic use, carbapenems
ATC code: JO1DHO2

Mode of action

Meropenem exetts its bactericidal activity by inhibiting bacterial cell wall synthesis in Gram-positive and Gram-negative bacteria
through binding to penicillin-binding proteins (PBPs).

Pharmacokinetic/Pharmacodynamic (PK/PD) relationship

Similar to other beta-lactam antibacterial agents, the time that meropenem concentrations exceed the MIC (T>MIC) has been
shown to best correlate with efficacy. In preclinical models meropenem demonstrated activity when plasma concentrations
exceeded the MIC of the infecting organisms for approximately 40 % of the dosing interval. This target has not been established
clinically.

Mechanism of resistance

Bacterial resistance to meropenem may result from: (1) decreased permeability of the outer membrane of Gram-negative bacteria
(due to diminished production of porins) (2) reduced affinity of the target PBPs (3) increased expression of efflux pump
components, and (4) production of beta-lactamases that can hydrolyse carbapenems.

Localised clusters of infections due to carbapenem-resistant bacteria have been reported in the European Union.

There is no target-based cross-resistance between meropenem and agents of the quinolone, aminoglycoside, macrolide and
tetracycline classes. However, bacteria may exhibit resistance to more than one class of antibacterials agents when the
mechanism involved include impermeability and/or an efflux pump(s).

Breakpoints

European Committee on Antimicrobial Susceptibility Testing (EUCAST) clinical breakpoints for MIC testing are presented below.

EUCAST clinical MIC breakpoints for meropenem (2009-06-05, v 3.1)

Organism "~ [Susceptible (S) Resistant (R)
_ (mg/l) (mgll)

Ehterobéct’eriacebae’ k <2 - k >8

Pseudomonas ' <2 >8

Acinetobacter =2 >8

Streptoc;occus groups A, B, C, G‘ <2 1 27

Streptococcus pneumoniae ! <2 >2

Other streptococci 2 2 -
o ; — . - S ,
Staphylococous® ‘ note 3 note 3

Haemophilus influenzae’ and Moraxella <2 >2

catarrhalis
|Neisseria meningitidis® 4 ‘ <025 >0.25

Gram-positive anaerobes <2 > 8

Gram-negative anaerobes < 2 >‘8

Non-species related breakpoints® 1s2 >8

T Meropenem breakpoints for Streptococcus pneumoniae and Haemophilus influenzae in meningitis are 0.25/1 mg/L.

2 strains with MIC values above the S/| breakpoint are rare or not yet reported. The identification and antimicrobial susceptibility
tests on any such isolate must be repeated and if the result is confirmed the isolate sent to a reference laboratory. Until there is
evidence regarding clinical response for confirmed isolates with MIC above the current resistant breakpoint (in italics) they
should be reported as resistant.

3 Susceptibility of staphylococei to meropenem is inferred from the methicillin susceptibility.

4 Meropenem breakpoints in Neisseria meningitidis relates to meningitis only. 11/ 92



5 Non-species related breakpoints have been determined mainly from PK/PD data and are independent of the MIC distributions
of specific species. They are for use for species not mentioned in the table and footnotes.

-- = Susceptibility testing not recommended as the species is a poor target for therapy with the medicinal product.

The prevalence of acquired resistance may vary geographically and with time for selected species and local information on
resistance is desirable, particularly when treating severe infections. As necessary, expert advice should be sought when the local
prevalence of resistance is such that the utility of the agent in at least some types of infections is questionable.

The following table of pathogens listed is derived from clinical experience and therapeutic guidelines.

Commonly susceptible species

Gram-positive aerobes

Enterococcus faecalis®

Staphylococcus aureus (methicillin-suscepti ble)£

Staphylococcus species (methicillin-susceptible) including Staphylococcus epidermidis
Streptococcus agalactiae (Group B)

Streptococcus milleri group (S. anginosus, S. constellatus, and S. intermedius)
Streptococcus pneumoniae

Streptococcus pyogenes (Group A)

Gram-negative aerobes

Citrobacter freudii
Citrobacter koseri
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Haemophilus influenzae
Klebsiella oxytoca
Klebsiella pneumoniae
Morganella morganii
Neisseria meningitides
Proteus mirabilis
Proteus vulgaris
Serratia marcescens

Gram-positive anaerobes

Clostridium perfringens

Peptoniphilus asaccharolyticus

Peptostreptococcus species (including P. micros, P anaerobius, P. magnus)
Gram-negative anaerobes

Bacteroides caccae

Bacteroides fragilis group

Prevotella bivia

12 /92



Prevotella disiens
Species for which acquired resistance may be a problem

Gram-positive aerobes

Enterococcus faecium®!

Gram-negative aerobes
Acinetobacter species
Burkholderia cepacia
Pseudomonas aeruginosa
Inherently resistant organisms

Gram-negative aerobes

Stenotrophomonas maltophilia
Legionella species

Other micro-organisms
Chlamydophila pneumoniae
Chlamydophila psittaci
Coxiella burnetii

Mycoplasma pneumoniae
$ Species that show natural intermediate susceptibility
£ Al methiciliin-resistant staphylococc;»i are resistant to meropenem

T Resistance rate = 50% in one or more EU countries.

5.2 Pharmacokinetic properties

In healthy subjects the mean plasma half-life is approximately 1 hour; the mean volume of distribution is approximately 0.25 I/kg
(11-27 1) and the mean clearance is 287 ml/min at 250 mg falling to 205 mi/min at 2 g. Doses of 500, 1000 and 2000 mg doses
infused over 30 minutes give mean Cmax values of approximately 23, 49 and 115 jg/ml respectively, corresponding AUC values
were 39.3, 62.3 and 153 pg.h/ml. After infusion over 5 minutes Cmax values are 52 and 112 pg/mi after 500 and 1000 mg doses
respectively. When multiple doses are administered 8-hourly to subjects with normal renal function, accumulation of meropenem

does not occur.

A study of 12 patients administered meropenem 1000 mg 8 hourly post-surgically for intra-abdominal infections showed a
comparable Cmax and half-life to normal subjects but a greater volume of distribution 27 1.

Distribution

The average plasma protein binding of meropenem was approximately 2 % and was independent of concentration. After rapid
administration (5 minutes or less) the pharmacokinetics are biexponential but this is much less evident after 30 minutes infusion.
Meropenem has been shown to penetrate well into several body fluids and tissues: including lung, bronchial secretions, bile,
cerebrospinal fluid, gynaecological tissues, skin, fascia, muscle, and peritoneal exudates.

Metabolism

Meropenem is metabolised by hydrolysis of the beta-lactam ring generating a microbiologically inactive metabolite. In vitro
meropenem shows reduced susceptibility to hydrolysis by human dehydropeptidase-I (DHP-I) compared to imipenem and there
is no requirement to co-administer a DHP-I inhibitor.

Elimination

Meropenem is primarily excreted unchanged by the kidneys; approximately 70 % (50 —75 %) of the dose is excreted unchanged
within 12 hours. A further 28% is recovered as the microbiologically inactive metabolite. Faecal elimination represents only
approximately 2% of the dose. The measured renal clearance and the effect of probenecid show that meropenem undergoes both

filtration and tubular secretion.

Renal insufficiency

Renal impairment results in higher plasma AUC and longer half-life for meropenem. There were AUC increases of 2.4 fold in
patients with moderate impairment (CrCL 33-74 ml/min), 5 fold in severe impairment (CrCL 4-23 mi/min) and 10 fold in 13/ 92



haemodialysis patients (CrCL <2 ml/min) when compared to healthy subjects (CrCL >80 mi/min). The AUC of the
microbiologically inactive ring opened metabolite was also considerably increased in patients with renal impairment. Dose
adjustment is recommended for patients with moderate and severe renal impairment (see section 4.2).

Meropenem is cleared by haemodialysis with clearance during haemodialysis being approximately 4 times higher than in anuric
patients.

Hepatic insufficiency

A study in patients with alcoholic cirrhosis shows no effect of liver disease on the pharmacokinetics of meropenem after repeated
doses.

Adult patients

Pharmacokinetic studies performed in patients have not shown significant pharmacokinetic differences versus healthy subjects
with equivalent renal function. A population model developed from datd in 79 patients with intra-abdominal infection or
pneumonia, showed a dependence of the central volume on weight and the clearance on creatinine clearance and age.

Paediatrics

The pharmacokinetics in infants and children with infection at doses of 10, 20 and 40 mg/kg showed Cmax values approximating
to those in adults following 500, 1000 and 2000 mg doses, respectively. Comparison showed consistent pharmacokinetics
between the doses and half-lives similar to those observed in adults in all but the youngest subjects (<6 months t1/2 1.6 hours).
The mean meropenem clearance values were 5.8 ml/min/kg (6-12 years), 6.2 ml/min/kg (2-5 years), 5.3 ml/min/kg (6-23 months)
and 4.3 ml/min/kg (2-5 months). Approximately 60 % of the dose is excreted in urine over 12 hours as meropenem with a further
12 % as metabolite. Meropenem concentrations in the CSF of children with meningitis are approximately 20 % of concurrent

plasma levels although there is significant inter-individual variability.

The pharmacokinetics of meropenem in neonates requiring anti-infective treatment showed greater clearance in neonates with
higher chronological or gestational age with an overall average half-life of 2.9 hours. Monte Carlo simulation based on a
population PK model showed that a dose regimen of 20 mg/kg 8 hourly achieved 60 %T>MIC for P. aeruginosa in 95 % of pre-

term and 91 % of full term neonates.

Elderly

Pharmacokinetic studies in healthy elderly subjects (65-80 years) have shown a reduction in plasma clearance, which correlated
with age-associated reduction in creatinine clearance, and a smaller reduction in non-renal clearance. No dose adjustment is
required in elderly patients, except in cases of moderate to severe renal impairment (see section 4.2).

5.3 Preclinical safety data
Animal studies indicate that meropenem is well tolerated by the kidney. Histological evidence of renal tubular damage was seen
in mice and dogs only at doses of 2000 mg/kg and above after a single administration and above and in monkeys at 500 mg/kg
in a 7-day study.

Meropenem is generally well tolerated by the central nervous system. Effects were seen in acute toxicity studies in rodent at
doses exceeding 1000 mg/kg.

The IV LD of meropenem in rodents is greater that 2000 mg/kg.

In repeat dose studies of up to 6 months duration only minor effects were seen including a decrease in red cell parameters in
dogs.

There was no evidence of mutagenic potential in a conventional test battery and no evidence of reproductive toxicity including
teratogenic potential in studies in rats up to 750 mg/kg and in monkeys up to 360 mg/kg.

There was increased evidence of abortions at 500 mg/kg in a preliminary study in monkeys.

There was no evidence of increased sensitivity to meropenem in juveniles compared to adult animals. The intravenous
formulation was well tolerated in animal studies.

The sole metabolite of meropenem had a similar profile of toxicity in animal studies.
6. Pharmaceutical particulars

6.1 List of excipients
Meronem 500 mg: anhydrous sodium carbonate

Meronem 1 g: anhydrous sodium carbonate

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

6.3 Shelf life

4 years

After reconstitution: 14 / 92



Intravenous bolus injection administration

A solution for bolus injection is prepared by dissolving the drug product Meronem in water for injection to a final concentration of
50 mg/ml.

Chemical and physical in-use stability for a prepafed solution for bolus injection has been demonstrated for 3 hours at controlled
room temperature (15-25° C).

From a microbiological point of view, unless the method of opening/reconstitution/dilution precludes the risk of microbiological
contamination, the product should be used immediately.

If not used immediately in-use storage times and conditions are the responsibility of the user.

Intravenous infusion administration

A solution for infusion is prepared by dissolving the drug product Meronem in either 0.9% sodium chloride solution for infusion or
5% glucose (dextrose) solution for infusion to a final concentration of 1 to 20 mg/ml.

Chemical and physical in-use stability for a prepared solution for infusion using 0.9% sodium chloride solution has been
demonstrated for 6 hours at controlled room temperature (15-25° C) or 24 hours at 2-8° C. The prepared solution should, if
refrigerated, be used within 2 hours after it has left the refrigerator. From a microbiological point of view, unless the method of
opening/reconstitution/dilution precludes the risk of microbiological contamination, the product should be used immediately. If not
used immediately in-use storage times and conditions are the responsibility of the user.

Reconstituted solution of Meronem in 5% glucose (dextrose) solution should be used immediately, i.e. within one hour following
reconstitution.

6.4 Special precautions for storage
Do not store above 30° C.

Do not freeze the reconstituted solution.

6.5 Nature and contents of container
Meronem 500 mg

674 mg powder in a 20 ml Type 1 glass vial with stopper (grey halobutilic rubber with an aluminium cap)
Meronem 1 g

1348 mg powder in a 30 ml Type 1 glass vial with stopper (grey halobutilic rubber with an aluminium cap)
The medicinal product is supplied in pack sizes of 1 or 10 vials.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling

Injection

Meropenem to be used for bolus intravenous injection should be constituted with sterile water for injection.

Infusion

For intravenous infusion meropenem vials may be directly constituted with 0.9 % sodium chloride or 5% glucose solutions for
infusion.

Each vial is for single use only.

Standard aseptic techniques should be used for solution preparation and administration.

The solution should be shaken before use.

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

7. Marketing authorisation holder
AstraZeneca UK Ltd

600 Capability Green
Luton

LU1 3LU

United Kingdom

8. Marketing authorisation number(s)
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Meronem [V 500 PL 17901/0029
mg
Meronem IV1g  PL 17901/0030

9. Date of first authorisation/renewal of the authorisation
09 February 2009

10. Date of revision of the text
21 November 2011
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S OEMERIE (SPC) Meronem 500 mg &5 F - 1 g 51 H

1. HRAH
Meronem 7

2. AL - MK
Meronem 500 mg #7¥ F
1A TP, B A T_NRAYES500mg DA XX AZ K EEHFT D,

Meronem 1 g $#7% A
LA TR, BEARAaXRLLE1g DA UNRLAZKAYEEET D,

FETEA
500 mg /A TAHIZ, F R U T AK2.0mEq (K45 mg) (ZFHYT B REET R U v A 104
mg *EHT D,

Lg NATNAHIZ, T MUK 40mEq (F90mg) (CHETHKEET MY .. 208 mg
EEHT D,

SRR O—EIZOWTIE, 6.1 THESHE,

3. FI#
VES ST AR A DR,
A~ EEDHRE,

4. EREREDFFE
4.1 EISEE
Meronem {3, BRAKROAER 3 » AU LED/NRIZISWT 5 LLT ORYGYE OIRRIZEIE 2589

b3 (44 RS 1TEEZBR),

- fifige (HiFRihZ R OBe i & & ¢e)
- FERINEIRHEE 12 BT B TG LR YYE
» PR PR B R Y
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© DR R OV itk D RRGE
- BEHEMERE - BRETHRRBURME
S E R

MBS & 2 L B DR BWELT P ERIBAE BE OB BICHERA L TH I,
MEEOBEMAICET AR RTA T AR THT L,

42 RB&E - AR
ARNORE « AEICET 2 RN RHERFRE U TIIRT,

MEROREGHMIZOVTE, IBRARDOBRIVEDTEEL, ZOEEE, BAREES
BlZANnS Z &,

Pseudomonas aeruginosa (FkEE) X0 Acinetobacter spp. (7% b7 Z—B) 12L& Bkt
WNEGE I U D & Lz, WL OnOFREEOBYVERIER T 258, MARUFETIIRKR
2g% 1 H3MEEE, £z, /INETIIHRK 40 mgkeg % 1 A 3 HHFRETIORKFIHET TH
HEEZOND,

BRET2BE ZIGRT258F. AL - HBCHEL TS OR2BEPLETHD (T
FEM)

=

BARUBREADERS

BRUE ST L DREER

fige (HTHpAfige e OB fitide & & 1e) 500mg b L<ik1g

EHUERMEE B DR IRRE 2g

B B PR B R 500mg H L<it1lg

TEHEPE I R N R YRE 500mg b L<ixlg.
Gy RIE e OVor itk D IEYSIE 500mg b L<ik1lg

EHEVERZ TG - WO R E 500mg b L<ik1g

AR B S 2g

FEEPELT PERIR DS B DE R lg

. KI5 53~30 R CREEET S (62, 63 RN66HEZSR),

HHNI mELg M5 NPT TR-FAFHFELTH LW, FAILRITS 2g DFR—-F
AFER IOV TIEL, ZORILL L TRHIATE 2 REMT— X IIR LN TN,
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BEREEEEE~DIRES
VT F=r 7 VT T AMEN 51 mL/min K O RA R OPFERE THL, FTRIZENE
EBAHETHI L, 20 DEMREEICZD L ) RRABLZEATIBRIIR LA TV D,

VT F= 7 VT 5 RME A& B
(mL/min) (500 mg X% 1g Xix2g D MEAL] #H
5EWAREREL Lz, ERSBR,)
26~50 1 By 5 & 2R
10~25 1/2 Bfi 5 & 12 R Z &
<10 | 12 B 5 & 24 FEfR Z &

AFNE MAGEAT R CIEEIRIC &V RESN 2. BITR TRICKLEREZRE T2 L,
MEIEEAT 2 321 T 2 BE IR T D AR OHER A BT S TR,

FEEEE~DHRS
FAEEEE TIE. REBOABIAETHD G4HEBR),

EHE~NDES
BHMEEEHE X7 VT F =7 U7 T AEMN 50 mL/min 28 2 5 B5hE Tk, 58
DFEIIRETH D,

INREADESE

A% 3 n ARBED/NE
3 # ARMOFHLE TORZEMROEIHIML SN TWRWD, RBERRE VDA
iﬁﬁéﬂf“&“ LirL, BON-EYBRESET — 5%, 20 mgkg O 8 BT & D
IEERLVIU R THDLRRERERE L TWD (52THESHR),

fAE 50 kg RFED 3 h AL S 11 BETHDNME
HRABL VA B TRITRT,

B S L DR EE
g (T EPBF:I‘%&U‘TS%W%' EETe) 10 X% 20 mg/kg
| BIRMARMEIE IZ BT D R SR YL E 40 mg/kg
@%@E%ﬁ%f 10 X% 20 mg/kg
oMM IR e N R G SiE 10 3i% 20 mg/kg
TEHEM R« SRR e 10 31X 20 mg/kg
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SMEREE PR A 40 mg/kg

FEBME LT PEREAE B E DB EH 20 mg/kg
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BHREIRE D & 5 /N TORERBIT 2,
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YIRS RII FTRE 2 LEEETH, ChoOBMAEETS - LREETHD (48
HEBMR), KXFOESZHIE L, Clostridium difficile (7 2 A R)IPThF 47 41L)
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Meronem 1.0 g : B 1.0 g H7- VK40 mEqDF MU T AEZEFELTHAHD, 7Y
VALGIREEZER L TWARBEIX, TOILE2ERTDHI &,
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PAZ L
RN L SRS MR BRI 3122 B4 (Buropean Committee on Antimicrobial Susceptibility
Testing: EUCAST) @ MIC RERIZEIT DR T LA 7 RA » M ELLTIRT,

AARRLIZHT D EUCASTERERMIC LA BRA >+ (2009466 B 58, v3.1)

e Bt () it (R)
(mg/L) (mg/L)
Enterobacteriaceae <2 >8
Pseudomonas <2 >8
Acinetobacter <2 >8
Streptococcus groups A, B, C, G <2 >2
Streptococcus pneumoniae’ <2 >2
Other streptococci 2 2
Enterococcus - -
Staphylococcus® "3 &3
Haemophilus influenzae’ and Moraxella catarvhalis <2 >2
Neisseria meningitidis™* <0.25 >0.25
Gram-positive anaerobes <2 >8
Gram-negative anaerobes <2 >8
Non-species related breakpoints’ <2 >3
' Streptococcus pneumoniae %1% Haemophilus influenzae (25457 VA 7 HRA 2 ik, BEER TIX
025/1 mg/L T 5,

2 REM/PEEmNE T VA 7 RA b E EED MIC B RTEKIIRS, EEHME Sh TR,
FOBREKRORERR EAEEOBRZMHERE IRV R LERT ILERDD | FTOBRIPEEL
AL, ZOBEKREEERERRICEMS L2 ThiER b0, BUTOmMMET LA 2781 b ek
B % MIC fERERE LI BERICR LTERDRESROOND L NS/ BT 2B/ 6N 5 E T,
ZhoOBEHRITMMHE & LTHRETHZ &,

> Staphylococci IZxF 5 B EZMEIL, A F U VIBEMA L OHEEIZL S,

4 Neisseria meningitidis (253 57 LA 7B AV NI, BEROEREND,

> Non-species related breakpoint iX, FEiZ PK/PD F—# 22 BIEL TR Y, FEDOEED MIC 57 &
ITERRTHD, KT LA 7 FA L MI, ARROBHEICRTEHOBEEICY L THAWD,

- YUHEREIL, AFOWBESY —F vy MR DIz W), BSERBITHEILR Y,

BEEMMERIT, HEAIZ, $, BEBRIRLEBEIIC L - THLRR 2720, HICEED
BYYERTERET A1, TOMB COMMIZET 2 BREEDL ZENLEFE L, Dl

& HEBDOBYE THEFIOF AN ERR SN A EEMEROGE, LEIZE U TEME
DBYEZERDBHTZ &,

FRPRAERR 72 b NTHEEDIBREI A R T A AFNBE S NI BAEWE L TITRT,
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BEHERT T LASLEE

Y5 LIt SR
Enterococcus faecalis$
Staphylococcus aureus (methicillin-susceptible) *
Staphylococcus species (methicillin- susceptible) including Staphylococcus epidermidis
Streptococcus agalactiae (Group B)
Streptococcus milleri group (S. anginosus, S. constellatus, and S. intermedius)
Streptococcus pneumoniae

Streptococcus pyogenes (Group A)

75 LEHIFRHEE

Citrobacter freudii
Citrobacter koseri
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Haemophilus influenzae
Klebsiella oxytoca
Klebsiella pneumoniae
Morganella morganii
Neisseria meningitides
Proteus mirabilis
Proteus vulgaris

Serratia marcescens

75 LB ERSEE
Clostridium perfringens
Peptoniphilus asaccharolyticus

Peptostreptococcus species (including P. micros, P anaerobius, P. magnus)

75 LEMRREE

Bacteroides caccae
Bacteroides fragilis group
Prevotella bivia

’ Prevotella disiens

10
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BERMESREICESTRENHIBE
75 LISt St E

Enterococcus faecium®'

735 LI SR

Acinetobacter species.

Burkholderia cepacia

Pseudomonas aeruginosa

FEMICTHEDRED
75 LENFRER
Stenotrophomonas maltophilia

Legionella species

EDHOMER
Chlamydophila pneumoniae
Chlamydophila psittaci
Coxiella burnetii

Mycoplasma preumoniae

ShEEE D BB A R T EE

£94~ T D Methicillin-resistant staphylococei I, A 1 3R AT E TR,
Thp7p< &% EUMNER 1 7 [E CHEAMMERN 250% Th - - EifE

5.2 EMEEFHFHE

(EFRIEERA (230 T AF O FE R M HE FPIR B340 1 Refd, P AAREILHK 0.25
Lkg (11~27L) THY ., FHI7 YT T A%, 250 mg #58E0D 287 mL/min 75 2 g £ 5-F
(21X 205 mL/min (24K F L7z, AF 500, 1000 X TN 2000 mg % 30 432 CEELSFEEHFEL
Tl &, ConEOFITENEN, #723, 49 KT 115 pg/mL, AUCEIZZHEH, 393,
623 XN 153 pgh/mL TH o7, AHK| 500 X T 1000 mg % 5 o CHERFEHE L L &
D Cox BIZENF T, 52 X112 pg/mL TH o7z, BHEBELE OWEREIC ST L DX

EREEIT>TH, FWIARDLRRD-T,

MR IEIE P RRYWIE B 12 4 & PRI ik 8 BRI 2 212 1000 mg %305 L7238k Tl
Consx & IR ZIRRERERE & MG TH e’ HDAATRIT2TL T, BREEHRFE LY K&ED

o7,

11
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A AR AOEH IR AR AR, BEICERR 2% Th D, AR ZAERS (5
SSUNF) Urebe, EMBIEE “AIME OISR 257328, 30 45 0 A v TIE A O FiX
BIREICERD DALV, ARALRAL, CREXSWY. IO, BOEsR. AR,
BiRE. WM. 5. RO L. < oD OEROMEE~ OB TIEICEN S 2 &
BB B AT > TN D,

i

AR AL B—T 7 F ABROIMKSERIC L 0 RE S, MEFEAIRIEME 2235
EREIND, Ar~XRAIR, nvitro TA IN_NRLEHE LT, & FFe FaXrsFgd—+
-1 (DHP-I) {Z & BAA0/K Sy fRIZ k3 5 Bz MRV D T, DHP-I FREROHHIZTRETH D,

MR (BEit)

AONRRLIREMMEOEEFICBEN PR SN D, BREEDKH 70% (50~75%) 13K
BAED E E R 5% 12 R LANICHEE S 5, 28 % 1 M E A AT e REH & L CHE
MaIhs, EFEFICHRINEDIZ, BEEBODTN 2% THD, BZ VT 7 ADHE
EEE 7 a2y ROERIE, A 2 2R L OBHE RERIEIER & RS S WHREET 5
ZEERLTNVD,

M REEE
BHBERRIZ L D AR LD AUC IEHMN L., EREBHITIER 45, AUC i,

fERE#kERE (CrCL >80 mL/min) & LLER U T, FEE O BHEREEEE (CrCL 33~74 mL/min)
T241%, EEOBMIEREESRSE (CrCL 4~23 mL/min) TS5 %, MKENEE (CrCL <2
mL/min) T 10 fEDEMER L, BHEEREEEE I, MEFICNEERBRAHY
O AUC HH72 0N L7z, TEE~EEOBMEBESRE TIX. REEORBESHERS
N3 2mEE2H),

AR AR LTMIEBETC LV BRES L, MIRETHTOZ YT 7 RTEREE LV 4

.

(ETC1TAN

R8s
TAa—AEFEEEE LS s LTI, FERIIREREED A 0% ADK

WENRRIZEER L 2 b o T,

BRABE
BEROREOBMEELH T 2 ERKRE & Lk L - B RO BB TI1L, MR
DEDIREICHEETRBD b h > T, MEEPBGYE UM R BAE 79 L DT —F M b IE
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BRLUFHBERAETATIE, By oA ayS— A2 NOSHARBIXMEAELFEBEL, 27V
TILAZ I VT F=o 7 YT T ALERICHEBET A Z ERENT,

INRE

TRYE DL I AH] 10,20 K TF 40 mg/kg &85 LTZBED Cp MEIZRAIZEN T,
500, 1000 X Tr2000 mg %5 L7z L T OELEEIL TV E, WTFNOAE TS FEEIE
—ETHY, EHEVEREE (<E%6 » A, t12=1.6 Bff]) 2R TXTOHT, BAK
B L RBEORIM A R L, AR ADFEL 7 U T 5 AEIL. 5.8 mL/minkg (6~12
#%). 6.2mL/minkg (2~57#%). 53 mL/minkg (%% 6~23 » H), KUt 4.3 mL/minkg (4
#%2~5 5 H) Thot, B5%H 2FET, BEBOK60%P AT XRAE LT, 12%H
Rt & UCTRPICHRES Lz, BEEABIE D CSF X u R ABEIL, 2 CiTiEg
ED#KI20% ThH o720, AAHOELOEZITEETH -7,

PEER G P MERFAERICEIT 5 A a R AOEYENETIL, BEHITERBEHN
RWEEZ V7702 bm< . @FROHERFEBHNTIFEY 29 BETho -, BEH PK £
TNER—AL LT ThINAR Y 2 b—3 3 o TiE, § R I & IZ 20mgkg 251
HVYRAT, RERAERD 95% K CELEF LD 91%723, P. aeruginosa (I~ LT 60%
T>MIC %3Z& L7,

&

EFERERIRE (65~80m) TOXEMBERE TIX, MBS 7 vTF=0 20T 7
YADETFEHEE LT, AFOMES VT Z7 o ABMETTHZ & ROBESNI VT TR
DETERBATLZ EWRRSNTVD, TEE~EEOBHEREOEEZRE, S
ETREBEOMBEIRNETHS 42EEEH),

53 AEERRLEMET—4
YRR TIZ B TO A R AOEEMIZRIFTH 5, kT2 BREE EEL,
v 7 AR A XTI 2000 mg/kg LLEDEEREHICDIH, E, P TiE 500 mgkg D 7
HERBRIZBWTHRD bz,

FHAARERTONT AR LADOBEMEITRE BRGF TH D, 1000 mgkg ZHB 2 THRS L-#
WHETORAMEMERER TIT, ZERBDOLNT-,

B TO A TR LEFTED LD 1E. 2000 kg/mg BTH 5,

6 » AUNOREREFEMRBRTIZ. A X TORMEK AT A—ZDREDR Y, BREDCE
BOINERD HIL TN B,
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BEONy T )RR TREREEMEOTFLIFRD ST, T v MI&EK 750 mgkg % .
PICE K 360 mgkg 285 LR TH, BAFRMEZ S OEEBFHITRD N2 o T2,

YA TOTIREFERTIL, 500 mgke 85 LIRS, MEARML THD.

FREAEN) & LB T, SEBY T A B R ATHTHRIMERFE N LN S 2 BT RT
RENTH2W, BB TR, FEIOBAEREIRF TH o7,

ABRNXRXLAOHE—DOREMOFMET 0 7 7 A M, EBRBRIZBOTRERTH -7,

6. HEIFHEFE

6.1 MHHl—&
Meronem 500 mg : #EAKREET b VU 7 A
Meronem 1 g : #EARKEET F U 7 A

6.2 AER
AENL, 6.6 BICEHLELORRE, MOERZLEALTIIZLAE,

6.3 {FEAHR
4 4

R—S5AWEHRSE
RN— T AEEFIEIIE, AE 2SR FAKICEME L. SRS 50 mg/mL (225 K5,
Y5,

ﬁ—?z%&ﬁ%%%%@bt%\%ﬁ%ﬁ?(w~%t>f3ﬁ%u‘m#%&@%
HAICEETHDLZERRENT VS,

WMEDFHRBENG ., MEDDOIBYRY R 7 2HRT 5 5L CHRE B/ HRT 5%
BERE, ARTELIERT L L,

EHIEATERWEE, RERMEUREFRGIIEREOREL 25,
RAERERE

ﬁ%%&%ﬁﬁ@\x%%ﬁ%%&moyﬁﬁm%bU?Awﬁﬂ\ﬁ%%ﬁ%s%fF
U (FXFARA Mr—R) BRIZEMR L, ZRRBER1~20mg/mL 27405 X5, AT 5,
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0.9%%E b7 MY U ABIKE AWV CRBFHEABKZ AR L%, 2RMAE T (15~25C)
T 6 K], 2. 2~8°C T 24 BT AL PRI KR OWERNICRETH D Z & PR T D,
R OWEIREMBR LT BE . MBREICRER 2 RHMUNICER T2 2 &, e
BRDD, WEHOIBLRY A7 ZHERT 5 FiETHRE /B FRT 558 2RE. KA
HEBIFERATAZ &, ELIERTERWGES, REREAROMRERFIIEREOEE
b,

5%7 FUdE (FHA bur—X) WRICE#EL GARLEZGEX, EbIC. 0L, R
SU% 1 BFRILINICERT 5 2 L,

6.4 RELEDIEE
30 CLALETIRIFL 22NN 2 &,
IR OWIREBE LW &,

6.5 BROMERVEE
Meronem 500 mg

B (REO a7 FALTLHMT, TAIxy v 7fHE) THUZ 20mL O Type 1 47 A
NA T AT 674 mg DR

Meronem 1 g
B’ (REDO A T FLTLHUT, TAIFy vy FHE) THEZ30mL O Type 1 477 A
NA T VAZ AT 1348 mg DK

AFENL. LA TAUT 10 54 THAANY OEEEY A XA TRMEE IS,
TARTOEULEY A ARHIREN TV D DT TR,

6.6 BERUMBOIIRWMNIET IEELTE

b 1}
AV LE R =T ABECTRET DT, I AREKICBET 2 2 L,

HiEEETE
Kﬁ%ﬁﬁﬁﬁ?éﬁi@ﬁ@%mAxAA47w%ﬁﬁ%E%mm>m+%J?A
IR XE 5% 7 R UBERIRICERBRELTH L0,

NA T ITT N TEVETTH D,
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RO OB GRHTIT, BN R EBERIELTTO 2 L,

I LT RIE, AR LIRS Z L,

HOPHLREMADOHMBITEEDIT., HIBOBEMHI > CEETHZ L,

7. BLERGERMA
AstraZeneca UK Lid
600 Capability Green
Luton
LU1 3LU
United Kingdom

8. XRBES
Meronem 500 mg V%M PL 17901/0029
Meronem 1 g #F F PL 17901/0030

9. AREAB EZEHH
200942 A3 9 H

10. XE&WETH
20114611 B 21 H
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
MERREM LYV. safely and effectively. See full prescribing information for
MERREM LV.

MERREM?® LV. (meropenem for Injection)

Initial U.S. Approval: 1996

To reduce the development of drug-resistant bacteria and maintain the
effectiveness of MERREM LV. and other antibacterial drugs, MERREM
LV. should only be used to treat or prevent infections that are proven or
strongly suspected to be caused by susceptible bacteria.

———————————————— RECENT MAJOR CHANGES -——-—-— oo
Warnings and Precautions, Potential for Neuromotor Impairment (5.10)

——————————————— INDICATIONS AND USAGE -~
MERREM LV. is a penem antibacterial indicated as single agent therapy for
the treatment of:

. Complicated skin and skin structure infections (adult patients and
pediatric patients > 3 months only). (1.1)

¢ Complicated intra-abdominal infections (adult patients and pediatric
patients > 3 months only). (1.2)

e Bacterial meningitis (pediatric patients > 3 months only). (1.3)

e e DOSAGE AND ADMINISTRATION -—-—-—cmomem—-

. 500 mg every 8 hours by intravenous infusion over 15 to 30 minutes for
skin and skin structure infections for adult patients. (2.1)

. 1 g every 8 hours by intravenous infusion over 15 to 30 minutes for
intra-abdominal infections for adult patients. (2.1)

. 1 g every 8 hours by intravenous bolus injection (5 to 20 mL) over 3 to 5
minutes for adult patients. (2.1)

¢ Dosage should be reduced in adult patients with renal impairment. (2.2)

Intra-abdominal 20 g Every 8
hours

Meningitis 40 2g Every 8
hours

- Intravenous infusion is to be given over approximately 15 to 30 minutes.

- Intravenous bolus injection (5 to 20 mL) is to be given over approximately
3-5 minutes.

- There is no experience in pediatric patients with renal impairment.

Recommended MERREM 1.V. Dosage Schedule for Adult Patients with
Renal Impairment

------------ -— DOSAGE FORMS AND STRENGTHS -——-—-—-—-—--
500 mg Injection Vial (3)

1 g Injection Vial (3)

e—eeeeeeeeeeeee— CONTRAINDICATIONS e
e Known hypersensitivity to product components or anaphylactic reactions

to B-lactams. (4)

----------- WARNINGS AND PRECAUTIONS -—-—-—-—mom

e Serious and occasionally fatal hypersensitivity (anaphylactic) reactions
have been reported in patients receiving p-lactams. (5.1)

®  Seizures and other adverse CNS experiences have been reported during
treatment. (5.2)

*  Co-administration of MERREM L V. with valproic acid or divalproex
sodium reduces the serum concentration of valproic acid potentially
increasing the risk of breakthrough seizures. (5.3, 7.2)

. Clostridium difficile-associated diarrhea (ranging from mild diarrhea to
fatal colitis) has been reported. Evaluate if diarrhea occurs. (5.4)

. In patients with renal dysfunction, thrombocytopenia has been observed.
(5.8)

————————————————— ADVERSE REACTIONS -—-—rmemmmee e

Most common adverse reactions (> 2%) are: headache, nausea, constipation,

diarrhea, anemia, vomiting, and rash (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact AstraZeneca
at 1-800-236-9933 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch
for voluntary reporting of adverse reactions.

DRUG INTERACTIONS —-——— e —

e Co-administration of MERREM LV. with probenecid inhibits renal

e Co-administration of MERREM LV. with valproic acid or divalproex
sodium reduces the serum concentration of valproic acid potentially

Creatinine Dose (dependent on type of Dosing
Clearance (mL/min) | infection) Interval
>50 Recommended dose (500 mg ¢cSSSI | Every 8
and 1 g Intra-abdominal) hours
26-50 Recommended dose Every 12
hours N
10-25 One-half recommended dose Every 12 excretion of meropenem (7.1)
hours
<10 One-half recommended dose Every 24
hours

e  Pediatric patients > 3 months of age. (2.3)

Recommended MERREM LV. Dosage Schedule for Pediatric Patients

with Normal Renal Function
Type of Infection Dose Uptoa Dosing
(mg/kg) Maximum Dose Interval
Complicated skin and 10 500 mg Every 8
skin structure hours

increasing the risk of breakthrough seizures. (5.3, 7.2)

———————e USE IN SPECIFIC POPULATIONS —-—-—-emmmmee—
®  Renal Impairment: Dose adjustment is necessary, if creatinine clearance
is 50 mL/min or less. (2.2, 8.6)

See 17 for PATIENT COUNSELING INFORMATION
Revised: XXAXXX

FULL PRESCRIBING INFORMATION: CONTENTS*
1INDICATIONS AND USAGE
1.1 Skin and Skin Structure Infections (Adult Patients and Pediatric
Patients > 3 Months only)
1.2 Intra-abdominal Infections (Adult Patients and Pediatric Patients > 3
Months only)
1.3 Bacterial Meningitis (Pediatric Patients > 3 Months only)
2 DOSAGE AND ADMINISTRATION
2.1 Adult Patients
2.2 Use in Adult Patients with Renal Impairment
2.3 Use in Pediatric Patients (> 3 Months only)
2.4 Preparation of Solution
2.5 Compatibility
2.6 Stability and Storage
3 DOSAGE FORMS AND STRENGTHS
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5.1 Hypersensitivity Reactions
5.2 Seizure Potential

Reference ID: 3284357

5.3 Interaction with Valproic Acid
5.4 Clostridium difficile—Associated Diarthea
5.5 Development of Drug-Resistant Bacteria
5.6 Overgrowth of Nonsusceptible Organisms
5.7 Laboratory Tests
5.8 Patients with Renal Impairment
5.9 Dialysis
5.10 Potential for Neuromotor Impairment
6 ADVERSE REACTIONS
6.1 Adverse Reactions from Clinical Trials
6.2 Post-Marketing Experience
7 DRUG INTERACTIONS
7.1 Probenecid
7.2 Valproic Acid
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.3 Nursing Mothers
8.4 Pediatric Use

33/92




8.5 Geriatric Use 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

8.6 Patients with Renal Impairment 14 CLINICAL STUDIES

10 OVERDOSAGE 14.1 Complicated Skin and Skin Structure Infections

11 DESCRIPTION 14.2 Complicated Intra-Abdominal Infections

12 CLINICAL PHARMACOLOGY 14.3 Bacterial Meningitis )
12.1 Mechanism of Action 15 REFERENCES

16 HOW SUPPLIED/STORAGE AND HANDLING

12.3 Pharmacokinetics
17 PATIENT COUNSELING INFORMATION

12.4 Microbiology

13 NONCLINICAL TOXICOLOGY
*Sections or subsections omitted from the full prescribing information are not listed.

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

To reduce the development of drug-resistant bacteria and maintain the effectiveness of MERREM L V. and other
antibacterial drugs, MERREM 1.V. should only be used to treat or prevent infections that are proven or strongly suspected
to be caused by susceptible bacteria. When culture and susceptibility information are available, they should be considered
in selecting or modifying antibacterial therapy. In the absence of such data, local epidemiology and susceptibility patterns
may contribute to the empiric selection of therapy.

MERREM LV. is useful as presumptive therapy in the indicated condition (e.g., intra-abdominal infections) prior to the
identification of the causative organisms because of its broad spectrum of bactericidal activity.

1.1 Skin and Skin Structure Infections (Adult Patients and Pediatric Patients > 3 Months only)

MERREM 1L V. is indicated as a single agent therapy for the treatment of complicated skin and skin structure infections
due to Staphylococcus aureus (methicillin-susceptible isolates only), Streptococcus pyogenes, Streptococcus agalactiae,
viridans group streptococci, Enterococcus faecalis (vancomycin-susceptible isolates only), Pseudomonas aeruginosa,
Escherichia coli, Proteus mirabilis, Bacteroides fragilis, and Peptostreptococcus species.

1.2 Intra-abdominal Infections (Adult Patients and Pediatric Patients > 3 Months only)

MERREM 1.V. is indicated as a single agent therapy for the treatment of complicated appendicitis and peritonitis caused
by viridans group streptococci, Escherichia coli, Klebsiella pneumoniae, Pseudomonas aeruginosa, Bacteroides fragilis,

B. thetaiotaomicron, and Peptostreptococcus species.

1.3 Bacterial Meningitis (Pediatric Patients > 3 Months only)
MERREM 1.V. is indicated as a single agent therapy for the treatment of bacterial meningitis caused by Streptococcus
pneumoniae f, Haemophilus influenzae, and Neisseria meningitidis.

I The efficacy of meropenem as monotherapy in the treatment of meningitis caused by penicillin nonsusceptible isolates

of Streptococcus pneumoniae has not been established.

MERREM I.V. has been found to be effective in eliminating concurrent bacteremia in association with bacterial

meningitis.

For information regarding use in pediatric patients (3 months of age and older) [see Indications and Usage (1.1), (1.2) or
(1.3); Dosage and Administration (2.3), and Adverse Reactions (6.1)].

2 DOSAGE AND ADMINISTRATION

2.1 Adult Patients

The recommended dose of MERREM L V. is 500 mg given every 8 hours for skin and skin structure infections and 1 g
given every 8 hours for intra-abdominal infections. MERREM L V. should be administered by intravenous infusion over

Reference ID: 3284357
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approximately 15 to 30 minutes. Doses of 1 g may also be administered as an intravenous bolus injection (5 to 20 mL)

over approximately 3-5 minutes.

2.2 Use in Adult Patients with Renal Impairment

Dosage should be reduced in patients with creatinine clearance of 50 mL/min or less. (See dosing table below.)

When only serum creatinine is available, the following formula (Cockcroft and Gault equation)® may be used to estimate

creatinine clearance.
Males: Creatinine Clearance (mL/min) =

Weight (kg) x (140 - age)
72 x serum creatinine (mg/dL)

Females: 0.85 x above value

Recommended MERREM 1.V. Dosage Schedule for Adult Patients With Renal Impairment

Creatinine Clearance (mL/min) | Dose (dependent on type of infection) Dosing Interval
> 50 Recommended dose (500 mg cSSSI and 1g Intra-abdominal) | Every 8 hours
>25-50 Recommended dose Every 12 hours
10-25 One-half recommended dose Every 12 hours
<10 One-half recommended dose Every 24 hours

There is inadequate information regarding the use of MERREM 1. V. in patients on hemodialysis or peritoneal dialysis.

2.3 Use in Pediatric Patients (> 3 Months only)

For pediatric patients from 3 months of age and older, the MERREM 1.V. dose is 10, 20 or 40 mg/kg every 8 hours
(maximum dose is 2 g every 8 hours), depending on the type of infection (complicated skin and skin structure, intra-
abdominal or meningitis). (See dosing table below.) Pediatric patients weighing over 50 kg should be administered
MERREM LV. at a dose of 500 mg every 8 hours for complicated skin and skin structure infections, 1 g every 8 hours for
intra-abdominal infections and 2 g every 8 hours for meningitis. MERREM LV. should be given as intravenous infusion
over approximately 15 to 30 minutes or as an intravenous bolus injection (5 to 20 mL) over approximately 3-5 minutes.

There is limited safety data available to support the administration of a 40 mg/kg (up to a maximum of 2 g) bolus dose .

Recommended MERREM L.V. Dosage Schedule for Pediatric Patients with Normal Renal Function

Type of Infection Dose (mg/kg) | Up to a Maximum Dose | Dosing Interval
Complicated skin and skin structure 10 500 mg Every 8 hours
Intra-abdominal 20 lg Every 8 hours
Meningitis 40 2g Every 8 hours

There is no experience in pediatric patients with renal impairment.

2.4 Preparation of Solution
~For Intravenous Bolus Administration
Constitute injection vials (500 mg and 1 g) with sterile Water for Injection (see table below.) Shake to'dissolve and let

stand until clear.

Reference ID: 3284357
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Vial Size Amount of Approximate | Approximate
Diluent Added | Withdrawable Average
(mL) Volume Concentration
(mL) (mg/ml)
500 mg 10 10 50
lg 20 20 50

For Infusion

Infusion vials (500 mg and 1 g) may be directly constituted with a compatible infusion fluid. Alternatively, an injection
vial may be constituted, then the resulting solution added to an I.V. container and further diluted with an appropriate
infusion fluid [see Dosage and Adminisiration (2.5) and (2.6)].

WARNING: Do not use flexible container in series connections.

2.5 Compatibility
Compatibility of MERREM LV. with other drugs has not been established. MERREM 1.V. should not be mixed with or
physically added to solutions containing other drugs.

2.6 Stability and Storage

Freshly prepared solutions of MERREM 1.V. should be used whenever possible. However, constituted solutions of
MERREM 1.V. maintain satisfactory potency at controlled room temperature 15-25°C (59-77°F) or under refrigeration at
4°C (39°F) as described below. Solutions of intravenous MERREM 1.V. should not be frozen.

Intravenous Bolus Administration

MERREM L.V. injection vials constituted with sterile Water for Injection for bolus administration (up to 50 mg/mL of
MERREM 1.V.) may be stored for up to 2 hours at controlled room temperature 15-25°C (59-77°F) or for up to 12 hours

at 4°C (39°F).
Intravenous Infusion Administration

Stability in Infusion Vials: MERREM L V. infusion vials constituted with Sodium Chloride Injection 0.9% (MERREM
L.V. concentrations ranging from 2.5 to 50 mg/mL) are stable for up to 2 hours at controlled room temperature 15-25°C
(59- 77°F) or for up to 18 hours at 4°C (39°F). Infusion vials of MERREM LV. constituted with Dextrose Injection 5%
(MERREM L.V. concentrations ranging from 2.5 to 50 mg/mL) are stable for up to 1 hour at controlled room temperature
15-25°C (59-77°F) or for up to 8 hours at 4°C (39°F).

Stability in Plastic 1.V. Bags: Solutions prepared for infusion (MERREM L. V. concentrations ranging from 1 to 20
mg/mL) may be stored in plastic intravenous bags with diluents as shown below:

Number of Hours Number of Hours

Stable at Controlled Stable at 4°C

Room Temperature (39°F)

15-25°C (59-77°F)
Sodium Chloride Injection 0.9% 4 24
Dextrose Injection 5.0% 1 4
Dextrose Injection 10.0% 1 2
Dextrose and Sodium Chloride Injection 5.0%/0.9% 1 2
Dextrose and Sodium Chloride Injection 5.0%/0.2% 1 4
Potassium Chloride in Dextrose Injection 0.15%/5.0% 1 6
Sodium Bicarbonate in Dextrose Injection 0.02%/5.0% 1 6

Reference ID: 3284357
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Dextrose Injection 5.0% in Normosol®-M' 1 8
Dextrose Injection 5.0% in Ringers Lactate Injection 1 4
Dextrose and Sodium Chloride Injection 2.5%/0.45% 3 12
Mannitol Injection 2.5% 2 16
Ringers Injection 4 24
Ringers Lactate Injection 4 12
Sodium Lactate Injection 1/6 N 2 24
Sodium Bicarbonate Injection 5.0% 1 4

1. NORMOSOL is a registered trademark of Hospira Inc.

Stability in Baxter Minibag Plus: Solutions of MERREM LV. (MERREM I.V. concentrations ranging from 2.5 to 20
mg/mL) in Baxter Minibag Plus bags with Sodium Chloride Injection 0.9% may be stored for up to 4 hours at controlled
room temperatures 15-25°C (59-77°F) or for up to 24 hours at 4°C (39°F). Solutions of MERREM LV. (MERREM LV.
concentrations ranging from 2.5 to 20 mg/mL) in Baxter Minibag Plus bags with Dextrose Injection 5.0% may be stored
up to 1 hour at controlled room temperatures 15-25°C (59-77°F) or for up to 6 hours at 4°C (39°F).

Stability in Plastic Syringes, Tubing and Intravenous Infusion Sets: Solutions of MERREM 1.V. (MERREM LV.
concentrations ranging from 1 to 20 mg/mL) in Water for Injection or Sodium Chloride Injection 0.9% (for up to 4 hours)
or in Dextrose Injection 5.0% (for up to 2 hours) at controlled room temperatures 15-25°C (59-77°F) are stable in plastic
tubing and volume control devices of common intravenous infusion sets.

Solutions of MERREM LV. (MERREM 1.V. concentrations ranging from 1 to 20 mg/mL) in Water for Injection or
Sodium Chloride Injection 0.9% (for up to 48 hours) or in Dextrose Injection 5% (for up to 6 hours) are stable at 4°C

(39°F) in plastic syringes.
NOTE: Parenteral drug products should be inspected visually for particulate matter and discoloration prior to

administration, whenever solution and container permit.

3 DOSAGE FORMS AND STRENGTHS

Single use clear glass vials containing 500 mg or 1 g (as the trihydrate blend with anhydrous sodium carbonate for
constitution) of sterile meropenem powder.

4 CONTRAINDICATIONS

MERREM 1.V. is contraindicated in patients with known hypersensitivity to any component of this product or to other
drugs in the same class or in patients who have demonstrated anaphylactic reactions to B-lactams.

S WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions

Serious and occasionally fatal hypersensitivity (anaphylactic) reactions have been reported in patients receiving therapy
with B-lactams. These reactions are more likely to occur in individuals with a history of sensitivity to multiple allergens.

There have been reports of individuals with a history of penicillin hypersensitivity who have experienced severe
hypersensitivity reactions when treated with another B-lactam. Before initiating therapy with MERREM 1.V., careful
inquiry should be made concerning previous hypersensitivity reactions to penicillins, cephalosporins, other f-lactams, and
other allergens. If an allergic reaction to MERREM LV. occurs, discontinue the drug immediately. Serious anaphylactic
reactions require immediate emergency treatment with epinephrine, oxygen, intravenous steroids, and airway
management, including intubation. Other therapy may also be administered as indicated.

Reference ID: 3284357
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5.2 Seizure Potential

Seizures and other adverse CNS experiences have been reported during treatment with MERREM LV. These experiences
have occurred most commonly in patients with CNS disorders (e.g., brain lesions or history of seizures) or with bacterial
meningitis and/or compromised renal function [see Adverse Reactions (6.1) and Drug Interactions (71.2)].

During clinical investigations, 2904 immunocompetent adult patients were treated for non-CNS infections with the overall
seizure rate being 0.7% (based on 20 patients with this adverse event). All meropenem-treated patients with seizures had
pre-existing contributing factors. Among these are included prior history of seizures or CNS abnormality and
concomitant medications with seizure potential. Dosage adjustment is recommended in patients with advanced age and/or
reduced renal function [see Dosage and Administration (2.2)].

Close adherence to the recommended dosage regimens is urged, especially in patients with known factors that predispose
to convulsive activity. Anti-convulsant therapy should be continued in patients with known seizure disorders. If focal
tremors, myoclonus, or seizures occur, patients should be evaluated neurologically, placed on anti-convulsant therapy if
not already instituted, and the dosage of MERREM 1.V. re-examined to determine whether it should be decreased or the

antibiotic discontinued.

5.3 Interaction with Valproic Acid

Case reports in the literature have shown that co-administration of carbapenems, including meropenem, to patients
receiving valproic acid or divalproex sodium results in a reduction in valproic acid concentrations. The valproic acid
concentrations may drop below the therapeutic range as a result of this interaction, therefore increasing the risk of
breakthrough seizures. Increasing the dose of valproic acid or divalproex sodium may not be sufficient to overcome this
interaction. The concomitant use of meropenem and valproic acid or divalproex sodium is generally not recommended.
Antibacterials other than carbapenems should be considered to treat infections in patients whose seizures are well
controlled on valproic acid or divalproex sodium. If administration of MERREM LV. is necessary, supplemental anti-
convulsant therapy should be considered [see Drug Interactions (7.2)].

5.4 Clostridium difficile—Associated Diarrhea

Clostridium difficile- associated diarrhea (CDAD) has been reported with use of nearly all antibacterial agents, including
MERREM 1.V, and may range in severity from mild diarrhea to fatal colitis. Treatment with antibacterial agents alters

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

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin producing isolates of C.
difficile cause increased morbidity and mortality, as these infections can be refractory to antimicrobial therapy and may
require colectomy. CDAD must be considered in all patients who present with diarrhea following antibiotic use. Careful
medical history is necessary since CDAD has been reported to occur over two months after the administration of

antibacterial agents.

If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile may need to be discontinued.
Appropriate fluid and electrolyte management, protein supplementation, antibiotic treatment of C. difficile, and surgical

evaluation should be instituted as clinically indicated.

5.5 Development of Drug-Resistant Bacteria

Prescribing MERREM L V. in the absence of a proven or strongly suspected bacterial infection or a prophylactic
indication is unlikely to provide benefit to the patient and increases the risk of the development of drug-resistant bacteria.
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5.6 Overgrowth of Nonsusceptible Organisms

As with other broad-spectrum antibiotics, prolonged use of meropenem may result in overgrowth of nonsusceptible
organisms. Repeated evaluation of the patient is essential. If superinfection does occur during therapy, appropriate

measures should be taken.

5.7 Laboratory Tests

While MERREM I.V. possesses the characteristic low toxicity of the beta-lactam group of antibiotics, periodic assessment
of organ system functions, including renal, hepatic, and hematopoietic, is advisable during prolonged therapy.

5.8 Patients with Renal Impairment
In patients with renal impairment, thrombocytopenia has been observed but no clinical bleeding reported [see Dosage and
Administration (2.2), Adverse Reactions (6.1), Use In Specific Populations (8.5) and (8.6), and Clinical Pharmacology

(12.3)).

5.9 Dialysis
There is inadequate information regarding the use of MERREM L.V. in patients on hemodialysis or peritoneal dialysis.

5.10 Potential for Neuromotor Impairment

Patients receiving MERREM LV. on an outpatient basis may develop adverse events such as seizures, headaches and/or
paresthesias that could interfere with mental alertness and/or cause motor impairment. Until it is reasonably well
established that MERREM 1. V. is well tolerated, patients should not operate machinery or motorized vehicles [see

Adverse Reactions (6.1)].

6 ADVERSE REACTIONS

The following are discussed in greater detail in other sections of labeling:

e Hypersensitivity Reactions [see Warnings and Precautions (5.1)]

o Seizure Potential [see Warnings and Precautions (5.2)]

o Interaction with Valproic Acid [see Warnings and Precautions (5.3)]

o Clostridium difficile — Associated Diarrhea [see Warnings and Precautions (5.4)]
¢ Development of Drug-Resistant Bacteria [see Warnings and Precautions (5.5)]

e Overgrowth of Nonsusceptible Organisms [see Warnings and Precautions (5.6)]
o Laboratory Tests [see Warnings and Precautions (5.7)]

o Patients with Renal Impairment [see Warnings and Precautions (5.8)]

o Dialysis [see Warnings and Precautions (5.9)]

e Potential for Neuromotor Impairment [see Warnings and Precautions (5.10) ]

6.1 Adverse Reactions from Clinical Trials

Because clinical trials are conducted under widely varying conditions, adverse reactions rates observed in the clinical
trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates

observed in practice.

Adult Patients:

During clinical investigations, 2904 immunocompetent adult patients were treated for non-CNS infections with
MERREM 1.V. (500 mg or 1000 mg every 8 hours). Deaths in 5 patients were assessed as possibly related to meropenem;
36 (1.2%) patients had meropenem discontinued because of adverse events. Many patients in these trials were severely ill
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and had multiple background diseases, physiological impairments and were receiving multiple other drug therapies. In
the seriously ill patient population, it was not possible to determine the relationship between observed adverse events and

therapy with MERREM LV.

The following adverse reaction frequencies were derived from the clinical trials in the 2904 patients treated with
MERREM LV.

Local Adverse Reactions

Local adverse reactions that were reported irrespective of the relationship to therapy with MERREM 1V. were as follows:

Inflammation at the injection site  2.4%

Injection site reaction 0.9%
Phlebitis/thrombophlebitis 0.8%
Pain at the injection site 0.4%
Edema at the injection site 0.2%

Systemic Adverse Reactions

Systemic adverse reactions that were reported irrespective of the relationship to MERREM LV. occurring in greater than
1.0% of the patients were diarrhea (4.8%), nausea/vomiting (3.6%), headache (2.3%), rash (1.9%), sepsis (1.6%),
constipation (1.4%), apnea (1.3%), shock (1.2%), and pruritus (1.2%).

Additional systemic adverse reactions that were reported irrespective of relationship to therapy with MERREM LV. and
occurring in less than or equal to 1.0% but greater than 0.1% of the patients are listed below within each body system in

order of decreasing frequency:

Bleeding events were seen as follows: gastrointestinal hemorrhage (0.5%), melena (0.3%), epistaxis (0.2%),
hemoperitoneum (0.2%), summing to 1.2%.

Body as a Whole: pain, abdominal pain, chest pain, fever, back pain, abdominal enlargement, chills, pelvic pain

Cardiovascular: heart failure, heart arrest, tachycardia, hypertension, myocardial infarction, pulmonary embolus,

bradycardia, hypotension, syncope

Digestive System: oral moniliasis, anorexia, cholestatic jaundice/jaundice, flatulence, ileus, hepatic failure, dyspepsia,
intestinal obstruction

Hemic/Lymphatic: anemia, hypochromic anemia, hypervolemia
Metabolic/Nutritional: peripheral edema, hypoxia

Nervous System: insomnia, agitation/delirium, confusion, dizziness, seizure, nervousness, paresthesia, hallucinations,
somnolence, anxiety, depression, asthenia [see Warnings and Precautions (5.2) and (5.10)].

Respiratory: respiratory disorder, dyspnea, pleural effusion, asthma, cough increased, lung edema

Skin and Appendages: urticaria, sweating, skin ulcer

Urogenital System: dysuria, kidney failure, vaginal moniliasis, urinary incontinence

Adverse Laboratory Changes
Adverse laboratory changes that were reported irrespective of relationship to MERREM 1.V. and occurring in greater than

0.2% of the patients were as follows:
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Hepatic: increased SGPT (ALT), SGOT (AST), alkaline phosphatase, LDH, and bilirubin

Hematologic: increased platelets, increased eosinophils, decreased platelets, decreased hemoglobin, decreased
hematocrit, decreased WBC, shortened prothrombin time and shortened partial thromboplastin time, leukocytosis,

hypokalemia
Renal: increased creatinine and increased BUN

NOTE: For patients with varying degrees of renal impairment, the incidence of heart failure, kidney failure, seizure and
shock reported irrespective of relationship to MERREM LV, increased in patients with moderately severe renal
impairment (creatinine clearance >10 to 26 mL/min) [see Dosage and Administration (2.2), Warnings and Precautions
(5.8), Use in Specific Populations (8.5) and (8.6) and Clinical Pharmacology (12.3)].

Urinalysis: presence of red blood cells

Complicated Skin and Skin Structure Infections
In a study of complicated skin and skin structure infections, the adverse reactions were similar to those listed above. The

most common adverse events occurring in >5% of the patients were: headache (7.8%), nausea (7.8%), constipation
(7.0%), diarrhea (7.0%), anemia (5.5%), and pain (5.1%). Adverse events with an incidence of >1%, and not listed above,
include: pharyngitis, accidental injury, gastrointestinal disorder, hypoglycemia, peripheral vascular disorder, and

pneumonia.

Pediatric Patients
Clinical Adverse Reactions
MERREM LV. was studied in 515 pediatric patients (> 3 months to < 13 years of age) with serious bacterial infections

(excluding meningitis, see next section.) at dosages of 10 to 20 mg/kg every 8 hours. The types of clinical adverse events
seen in these patients are similar to the adults, with the most common adverse events reported as possibly, probably, or
definitely related to MERREM L.V. and their rates of occurrence as follows:

Diarrhea 3.5%
Rash 1.6%
Nausea and Vomiting 0.8%

MERREM 1.V. was studied in 321 pediatric patients (> 3 months to < 17 years of age) with meningitis at a dosage of 40
mg/kg every 8 hours. The types of clinical adverse events seen in these patients are similar to the adults, with the most
common adverse events reported as possibly, probably, or definitely related to MERREM 1V. and their rates of

occurrence as follows:

Diarrhea 4.7%
Rash (mostly diaper area moniliasis) 3.1%
Oral Moniliasis 1.9%
Glossitis 1.0%

In the meningitis studies, the rates of seizure activity during therapy were comparable between patients with no CNS
abnormalities who received meropenem and those who received comparator agents (either cefotaxime or ceftriaxone). In
the MERREM L V. treated group, 12/15 patients with seizures had late onset seizures (defined as occurring on day 3 or
later) versus 7/20 in the comparator arm.

Adverse Laboratory Changes
Laboratory changes seen in the pediatric studies, including the meningitis studies, were similar to those reported in the

adult studies.
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There is no experience in pediatric patients with renal impairment.

6.2 Post-Marketing Experience

The following adverse reactions have been identified during post-approval use of MERREM 1.V. Because these reactions
are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency
or establish a causal relationship to drug exposure.

Worldwide post-marketing adverse reactions not otherwise listed in the Adverse Reactions section of this product label
and reported as possibly, probably, or definitely drug related are listed within each body system in order of decreasing
severity. Hematologic - agranulocytosis, neutropenia, and leukopenia; a positive direct or indirect Coombs test, and
hemolytic anemia. Skin-toxic epidermal necrolysis, Stevens-Johnson Syndrome, angioedema, and erythema multiforme.

7 DRUG INTERACTIONS

7.1 Probenecid

Probenecid competes with meropenem for active tubular secretion, resulting in increased plasma concentrations of
meropenem. Co-administration of probenecid with meropenem is not recommended.

7.2 Valproic Acid

Case reports in the literature have shown that co-administration of carbapenems, including meropenem, to patients
receiving valproic acid or divalproex sodium results in a reduction in valproic acid concentrations. The valproic acid
concentrations may drop below the therapeutic range as a result of this interaction, therefore increasing the risk of
breakthrough seizures. Although the mechanism of this interaction is unknown, data from in vitro and animal studies
suggest that carbapenems may inhibit the hydrolysis of valproic acid’s glucuronide metabolite (VPA-g) back to valproic
acid, thus decreasing the serum concentrations of valproic acid. If administration of MERREM L V. is necessary, then
supplemental anti-convulsant therapy should be considered [see Warnings and Precautions (5.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category B. Reproductive studies have been performed with meropenem in rats at doses of up to 1000
mg/kg/day, and cynomolgus monkeys at doses of up to 360 mg/kg/day (on the basis of AUC comparisons, approximately
1.8 times and 3.7 times, respectively, to the human exposure at the usual dose of 1 g every 8 hours). These studies
revealed no evidence of impaired fertility or harm to the fetus due to meropenem, although there were slight changes in
fetal body weight at doses of 250 mg/kg/day (on the basis of AUC comparisons, 0.4 times the human exposure at a dose
of 1 g every 8 hours) and above in rats. There are, however, no adequate and well-controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human response, this drug should be used during

pregnancy only if clearly needed.

8.3 Nursing Mothers
It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk, caution
should be exercised when MERREM LV. is administered to a nursing woman.

8.4 Pediatric Use

The safety and effectiveness of MERREM 1.V. have been established for pediatric patients > 3 months of age. Use of
MERREM L.V. in pediatric patients with bacterial meningitis is supported by evidence from adequate and well-controlled
studies in the pediatric population. Use of MERREM 1.V. in pediatric patients with intra-abdominal infections is
supported by evidence from adequate and well-controlled studies with adults with additional data from pediatric
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pharmacokinetics studies and controlled clinical trials in pediatric patients. Use of MERREM L V. in pediatric patients
with complicated skin and skin structure infections is supported by evidence from an adequate and well-controlled study
with adults and additional data from pediatric pharmacokinetics studies [see Indications and Usage (1.3), Dosage and
Administration (2.3), Adverse Reactions (6.1), Clinical Pharmacology (12.3) and Clinical Studies (14.3)]. '

8.5 Geriatric Use

Of the total number of subjects in clinical studies of MERREM LV, approximately 1100 (30%) were 65 years of age and
older, while 400 (11%) were 75 years and older. Additionally, in a study of 511 patients with complicated skin and skin
structure infections, 93 (18%) were 65 years of age and older, while 38 (7%) were 75 years and older. No overall
differences in safety or effectiveness were observed between these subjects and younger subjects; spontaneous reports and
other reported clinical experience have not identified differences in responses between the elderly and younger patients,
but greater sensitivity of some older individuals cannot be ruled out.

Meropenem is known to be substantially excreted by the kidney, and the risk of adverse reactions to this drug may be
greater in patients with renal impairment. Because elderly patients are more likely to have decreased renal function, care
should be taken in dose selection, and it may be useful to monitor renal function.

A pharmacokinetic study with MERREM L V. in elderly patients has shown a reduction in the plasma clearance of
meropenem that correlates with age-associated reduction in creatinine clearance [see Clinical Pharmacology (12.3)].

8.6 Patients with Renal Impairment
Dosage adjustment is necessary in patients with creatinine clearance 50 mL/min or less) [see Dosage and Administration
(2.2), Warnings and Precautions (5.8), and Clinical Pharmacology (12.3)].

10 OVERDOSAGE

In mice and rats, large intravenous doses of meropenem (2200-4000 mg/kg) have been associated with ataxia, dyspnea,

convulsions, and mortalities.

Intentional overdosing of MERREM LV. is unlikely, although accidental overdosing might occur if large doses are given
to patients with reduced renal function. The largest dose of meropenem administered in clinical trials has been 2 g given
intravenously every 8 hours. At this dosage, no adverse pharmacological effects or increased safety risks have been

observed.

Limited post-marketing experience indicates that if adverse events occur following overdosage, they are consistent with
the adverse event profile described in the Adverse Reactions section and are generally mild in severity and resolve on
withdrawal or dose reduction. Symptomatic treatments should be considered. In individuals with normal renal function,
rapid renal elimination takes place. Meropenem and its metabolite are readily dialyzable and effectively removed by
hemodialysis; however, no information is available on the use of hemodialysis to treat overdosage.

11 DESCRIPTION

MERREM® LV. (meropenem for injection) is a sterile, pyrogen-free, synthetic, broad-spectrum, carbapenem antibiotic for
intravenous administration. It is (4R,58,6S)-3- [[(3S,5S)-5-(Dimethylcarbamoyl)-3-pyrrolidinyl]thio]-6- [(1R)-1-
hydroxyethyl]-4-methyl-7-oxo-1-azabicyclo[3.2.0]hept-2-ene-2-carboxylic acid trihydrate. Its empirical formula is
C17H25N;3058¢3H,0 with a molecular weight of 437.52. Its structural formula is:

Reference ID: 3284357

43 / 92



Il

H3C

MERREM 1.V. is a white to pale yellow crystalline powder. The solution varies from colorless to yellow depending on
the concentration. The pH of freshly constituted solutions is between 7.3 and 8.3. Meropenem is soluble in 5% monobasic
potassium phosphate solution, sparingly soluble in water, very slightly soluble in hydrated ethanol, and practically
insoluble in acetone or ether.

When constituted as instructed, each 1 g MERREM LV. vial will deliver 1 g of meropenem and 90.2 mg of sodium as
sodium carbonate (3.92 mEq). Each 500 mg MERREM LV, vial will deliver 500 mg meropenem and 45.1 mg of sodium
as sodium carbonate (1.96 mEq) [see Dosage and Administration (2.4)].

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Meropenem is an antibacterial drug [see Clinical Pharmacology (12.4)].

12.3 Pharmacokinetics

Plasma Concentrations

At the end of a 30-minute intravenous infusion of a single dose of MERREM L. V. in healthy volunteers, mean peak
plasma concentrations of meropenem are approximately 23 mcg/mL (range 14-26) for the 500 mg dose and 49 mcg/mL
(range 39-58) for the 1 g dose. A 5-minute intravenous bolus injection of MERREM 1.V. in healthy volunteers results in
mean peak plasma concentrations of approximately 45 mcg/mL (range 18-65) for the 500 mg dose and 112 mcg/mL
(range 83-140) for the 1 g dose.

Following intravenous doses of 500 mg, mean plasma concentrations of meropenem usually decline to approximately 1
mcg/mL at 6 hours after administration.

No accumulation of meropenem in plasma was observed with regimens using 500 mg administered every 8 hoursor 1 g
administered every 6 hours in healthy volunteers with normal renal function.

Distribution
The plasma protein binding of meropenem is approximately 2%.

Meropenem penetrates well into most body fluids and tissues including cerebrospinal fluid, achieving concentrations
matching or exceeding those required to inhibit most susceptible bacteria. After a single intravenous dose of MERREM
L. V., the highest mean concentrations of meropenem were found in tissues and fluids at 1 hour (0.5 to 1.5 hours) after the
start of infusion, except where indicated in the tissues and fluids listed in the table below.
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Table 1. Meropenem Concentrations in Selected Tissues (Highest Concentrations Reported)

Tissue LV. Dose (g) | Number of Samples | Mean [ug/mL or meg/(g)]” | Range [ug/mL or mcg/(g)]
Endometrium 0.5 7 4.2 1.7-10.2
Myometrium 0.5 15 3.8 0.4-8.1
Ovary 0.5 8 2.8 0.8-4.8
Cervix 0.5 2 7.0 5.4-8.5
Fallopian tube 0.5 9 1.7 0.3-3.4
Skin 0.5 22 33 0.5-12.6
Interstitial fluid’ 0.5 9 5.5 3.2-8.6
Skin 1.0 10 5.3 i 1.3-16.7
Interstitial fluid’ 1.0 5 26.3 20.9-37.4
Colon 1.0 2 2.6 , 2.5-2.7
Bile 1.0 7 14.6 (3 h) 4.0-25.7
Gall bladder 1.0 1 — 3.9
Peritoneal fluid 1.0 9 30.2 7.4-54.6
Lung : 1.0 2 4.8(2h) 1.4-8.2
Bronchial mucosa 1.0 7 4.5 1.3-11.1
Muscle : 1.0 2 6.1 2h) 5.3-6.9
Fascia 1.0 9 8.8 1.5-20
Heart valves 1.0 7 9.7 6.4-12.1
Myocardium 1.0 10 15.5 5.2-25.5
CSF (inflamed) 20 mg/kg’ 8 112 h) 0.2-2.8
40 mg/kg’ 5 333 h 0.9-6.5

CSF (uninflamed) 1.0 4 0.2 (2h) 0.1-0.3

1. at 1 hour unless otherwise noted

2. obtained from blister fluid

3. inpediatric patients of age 5 months to 8 years

4.  in pediatric patients of age 1 month to 15 years

Metabolism

There is one metabolite of meropenem that is microbiologically inactive.

Excretion

In subjects with normal renal function, the elimination half-life of meropenem is approximately 1 hour.

Meropenem is primarily excreted unchanged by the kidneys. Approximately 70% (50 — 75%) of the dose is excreted
unchanged within 12 hours. A further 28% is recovered as the microbiologically inactive metabolite. Fecal elimination
represents only approximately 2% of the dose. The measured renal clearance and the effect of probenecid show that
meropenem undergoes both filtration and tubular secretion.

Urinary concentrations of meropenem in excess of 10 mcg/mL are maintained for up to 5 hours after a 500 mg dose.
Specific Populations
Renal Impairment

Pharmacokinetic studies with MERREM 1.V. in patients with renal impairment have shown that the plasma clearance of
meropenem correlates with creatinine clearance. Dosage adjustments are necessary in subjects with renal impairment
(creatinine clearance 50 mL/min or less) [see Dosage and Administration (2.2) and Use In Specific Populations (8.6)].
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Meropenem 1.V. is hemodialyzable. However, there is no information on the usefulness of hemodialysis to treat
overdosage [see Overdosage (10}].
Hepatic Impairment

A pharmacokinetic study with MERREM L V. in patients with hepatic impairment has shown no effects of liver disease on
the pharmacokinetics of meropenem.

Geriatric Patients

A pharmacokinetic study with MERREM L V. in elderly patients with renal impairment showed a reduction in plasma
clearance of meropenem that correlates with age-associated reduction in creatinine clearance.

Pediatric Patients

The pharmacokinetics of meropenem in pediatric patients 2 years of age or older are essentially similar to those in adults.
The elimination half-life for meropenem was approximately 1.5 hours in pediatric patients of age 3 months to 2 years.
The pharmacokinetics are linear over the dose range from 10 to 40 mg/kg.

Drug Interactions

Probenecid competes with meropenem for active tubular secretion and thus inhibits the renal excretion of meropenem.
Following administration of probenecid with meropenem, the mean systemic exposure increased 56% and the mean
elimination half-life increased 38%. Co-administration of probenecid with meropenem is not recommended.

12.4 Microbiology

Mechanism of Action

The bactericidal activity of meropenem results from the inhibition of cell wall synthesis. Meropenem readily penetrates
the cell wall of most Gram-positive and Gram-negative bacteria to reach penicillin-binding-protein (PBP) targets. Its
strongest affinities are toward PBPs 2, 3 and 4 of Escherichia coli and Pseudomonas aeruginosa; and PBPs 1, 2 and 4 of
Staphylococcus aureus. Bactericidal concentrations (defined as a 3 logo reduction in cell counts within 12 to 24 hours)
are typically 1-2 times the bacteriostatic concentrations of meropenem, with the exception of Listeria monocytogenes,

against which lethal activity is not observed.

Meropenem has significant stability to hydrolysis by B-lactamases, both penicillinases and cephalosporinases produced by

Gram-positive and Gram-negative bacteria.

Meropenem should not be used to treat methicillin-resistant Staphylococcus aureus (MRS A) or methicillin-resistant
Staphylococcus epidermidis (MRSE).

Mechanism of Resistance

There are several mechanisms of resistance to carbapenems: 1) decreased permeability of the outer membrane of Gram-
negative bacteria (due to diminished production of porins) causing reduced bacterial uptake, 2) reduced affinity of the
target PBPs, 3) increased expression of efflux pump components, and 4) production of antibiotic-destroying enzymes
(carbapenemases, metallo-p-lactamases). Localized clusters of infections due to carbapenem-resistant bacteria have been

reported in some regions.
Cross-Resistance

Cross-resistance is sometimes observed with isolates resistant to other carbapenems.

Interactions with Other Antibiotics
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In vitro tests show meropenem to act synergistically with aminoglycoside antibiotics against some isolates of

Pseudomonas aeruginosa.

Spectrum of Activity

Meropenem has been shown to be active against most isolates of the following bacteria, both in vitro and in clinical
infections as described in the INDICATIONS AND USAGE section (1).

Gram-positive bacteria

Enterococcus faecalis (vancomycin-susceptible isolates only)
Staphylococcus aureus (methicillin-susceptible isolates only)
Streptococcus agalactiae

Streptococcus pneumoniae (penicillin-susceptible isolates only)
Streptococcus pyogenes

Viridans group streptococci

Gram-negative bacteria

Escherichia coli
Haemophilus influenzae
Klebsiella pneumoniae
Neisseria meningitidis
Pseudomonas aeruginosa
Proteus mirabilis

Anaerobic bacteria
Bacteroides fragilis
Bacteroides thetaiotaomicron
Peptostreptococcus species

The following in vitro data are available, but their clinical significance is unknown. At least 90% of the following
bacteria have exhibited in vitro minimum inhibitory concentrations (MICs) less than or equal to the susceptible
breakpoints for meropenem. However, the safety and effectiveness of meropenem in treating clinical infections due to
these bacteria have not been established in adequate and well-controlled trials.

Gram-positive bacteria
Staphylococcus epidermidis (methicillin-susceptible isolates only)

Gram-negative bacteria
Aeromonas hydrophila
Campylobacter jejuni
Citrobacter koseri (formerly diversus)
Citrobacter freundii
Enterobacter cloacae
Hafnia alvei

Klebsiella oxytoca
Moraxella catarrhalis
Morganella morganii
Pasteurella multocida
Proteus vulgaris
Serratia marcescens

Anaerobic bacteria
Bacteroides distasonis
Bacteroides ovatus
Bacteroides uniformis
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Bacteroides ureolyticus
Bacteroides vulgatus
Clostridium difficile
Clostridium perfringens
Eubacterium lentum
Fusobacterium species
Prevotella bivia
Prevotella intermedia
Prevotella melaninogenica
Porphyromonas asaccharolytica
Propionibacterium acnes

Susceptibility Test Methods

When available, the clinical microbiology laboratory should provide cumulative results of in vitro susceptibility test
results for antimicrobial drugs used in local hospitals and practice areas to the physician as periodic reports that describe
the susceptibility profile of nosocomial and community-acquired pathogens. These reports should aid the physician in

selecting the most effective antimicrobial.

Dilution Techniques:

Quantitative methods are used to determine antimicrobial minimum inhibitory concentrations (MICs). These MICs

provide estimates of the susceptibility of bacteria to antimicrobial compounds. The MICs should be determined using a
standardized test method. Standardized procedures are based on a dilution method * (broth or agar) or equivalent using
standardized inoculum concentrations and standardized concentrations of meropenem powder. The MIC values should be

interpreted according to the criteria provided in Table 2.

Diffusion Techniques:

Quantitative methods that require measurement of zone diameters also provide reproducible estimates of the susceptibility

of bacteria to antimicrobial compounds. The zone size provides an estimate of the susceptibility of bacteria to
antimicrobial compounds. The zone size should be determined using a standardized test method >* and requires the use of

standardized inoculum concentrations. This procedure uses paper disks impregnated with 10-mcg of meropenem to test

the susceptibility of microorganisms to meropenem. The disk diffusion interpretive criteria are provided in Table 2.

Anaerobic Techniques:

For anaerobic bacteria, the susceptibility to meropenem as MICs can be determined by a standardized test method>.* The

MIC values obtained should be interpreted according to the criteria provided in Table 2.

Table 2. Susceptibility Interpretive Criteria for Meropenem

Minimum Inhibitory Disk Diffusion

Concentrations (mcg/mL) | (zone diameters in mm)
Pathogen S 1 R S 1 R
Enterobacteriaceae <1 2 >4 >23 [ 20-22 <19
Pseudomonas aeruginosa <4 8 >16 >16 14-15 <13
Haemophilus influenzae’ <0.5 — — >20 | — —
Neisseria meningitidis” <0.25 — — >30 | — —
Streptococcus pneumoniae” <0.25 0.5 >1 — — —
Streptococcus agalactiae and Streptococcus pyogenes™©° | <0.5 — — — — —
Anaerobes® <4 8 >16 — — —

S = Susceptible, I = Intermediate, R = Resistant

No interpretative criteria have been established for testing enterococci .
Susceptibility of staphylococci to meropenem may be deduced from testing penicillin and either cefoxitin or oxacillin.

* The current absence of data on resistant isolates precludes defining any category other than “Susceptible”. If isolates yield MIC results other than susceptible, they

should be submitted to a reference laboratory for additional testing.
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® Interpretative criteria in Table 2 should only be used for isolates from CSF. For nonmeningitis isolates of Streptococcus pneumoniae a penicillin MIC of <0.06
meg/mL or oxacillin zone > 20 mm can predict susceptibility to meropenem. MIC testing should be performed on isolates that do not test as susceptible by either of

these methods, and on all meningitis S. pneumoniae isolates.
€ Viridans group streptococci should be tested for meropenem susceptibility using an MIC method
4Reliable disk diffusion tests for meropenem do not yet exist for testing streptococci
¢ MIC values using either Brucella blood or Wilkins Chalgren agar (former reference medium) are considered equivalent, based upon published in vitro literature and a

multicenter collaborative trial for these antimicrobial agents.

A report of Susceptible indicates that the antimicrobial is likely to inhibit growth of the pathogen if the antimicrobial
compound in the blood reaches the concentrations usually achievable. A report of Intermediate indicates that the result
should be considered equivocal, and, if the microorganism is not fully susceptible to alternative, clinically feasible drugs,
the test should be repeated. This category implies possible clinical applicability in body sites where the drug is
physiologically concentrated or in situations where a high dosage of drug can be used. This category also provides a
buffer zone that prevents small uncontrolled technical factors from causing major discrepancies in interpretation. A report
of Resistant indicates that the antimicrobial is not likely to inhibit growth of the pathogen if the antimicrobial compound
in the blood reaches the concentrations usually achievable; other therapy should be selected.

Quality Control

Standardized susceptibility test procedures require the use of quality controls to monitor and ensure the accuracy and
precision of supplies and reagents used in the assay, and the techniques of the individuals performing the test. Standard

meropenem powder should provide the following range of values noted in Table 3.

Table 3. Acceptable Quality Control Ranges for Meropenem

QC Strain Minimum Inhibitery Concentrations Disk Diffusion
(MICs = mcg/mL) (Zone diameters in mm)
Staphylococcus aureus 0.03-0.12 —

ATCC 29213
Staphylococcus aureus —
ATCC 25923
Streptococcus pneumoniae 0.06-0.25 28-35
ATCC 49619
Enterococcus faecalis 2-8
ATCC 29212
Escherichia coli 0.008-0.06 28-34
ATCC 25922
Haemophilus influenzae 0.03-0.12
ATCC 49766
Haemophilus influenzae —_—
ATCC 49247
Pseudomonas aeruginosa 0.25-1 27-33
ATCC 27853
Bacteroides fragilis’ 0.03-0.25
ATCC 25285
Bacteroides thetaiotaomicron’ 0.125-0.5
ATCC 29741
Eubacterium lentum’ 0.125-1

ATCC 43055
1. Using the Reference Agar Dilution procedure.

29-37

20-28

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairmént of Fertility

Carcinogenesis:
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Carcinogenesis studies have not been performed.

Mutagenesis:

Genetic toxicity studies were performed with meropenem using the bacterial reverse mutation test, the Chinese hamster
ovary HGPRT assay, cultured human lymphocytes cytogenic assay, and the mouse micronucleus test. There was no
evidence of mutagenic potential found in any of these tests.

Impairment of Fertility:

Reproductive studies were performed with meropenem in rats at doses up to 1000 mg/kg/day, and cynomolgus monkeys
at doses up to 360 mg/kg/day (on the basis of AUC comparisons, approximately 1.8 times and 3.7 times, respectively, to
the human exposure at the usual dose of 1 g every 8 hours). There was no reproductive toxicity seen.

14 CLINICAL STUDIES

14.1 Complicated Skin and Skin Structure Infections

Adult patients with complicated skin and skin structure infections including complicated cellulitis, complex abscesses,
perirectal abscesses, and skin infections requiring intravenous antimicrobials, hospitalization, and surgical intervention
were enrolled in a randomized, multi-center, international, double-blind trial. The study evaluated meropenem at doses of
500 mg administered intravenously every 8 hours and imipenem-cilastatin at doses of 500 mg administered intravenously
every 8 hours. The study compared the clinical response between treatment groups in the clinically evaluable population
at the follow-up visit (test-of-cure). The trial was conducted in the United States, South Africa, Canada, and Brazil. At
enrollment, approximately 37% of the patients had underlying diabetes, 12% had underlying peripheral vascular disease
and 67% had a surgical intervention. The study included 510 patients randomized to meropenem and 527 patients
randomized to imipenem-cilastatin. Two hundred and sixty one (261) patients randomized to meropenem and 287
patients randomized to imipenem-cilastatin were clinically evaluable. The success rates in the clinically evaluable
patients at the follow-up visit were 86% (225/261) in the meropenem arm and 83% (238/287) in imipenem-cilastatin arm.

The following table provides the results for the overall as well as subgroup comparisons in clinically evaluable

population.

Success Rate’

Population MERREM LV. | Imipenem-cilastatin

n’/N? (%) n?/N? (%)
Total 225/261 (86) 238/287 (83)
Diabetes mellitus 83/97 (86) 76/105 (72)
No diabetes mellitus | 142/164 (87) 162/182 (89)
<65 years of age 190/218 (87) 205/241 (85)
>65 years of age 35/43 (81) 33/46 (72)
Men 130/148 (88) 137/172 (80)
Women 95/113 (84) 101/115 (88)

1. Percent of satisfactory clinical response at follow-up evaluation.
2. n=number of patients with satisfactory response.
3. N=number of patients in the clinically evaluable population or respective subgroup within treatment groups.

The following clinical efficacy rates were obtained, per organism. The values represent the number of patients clinically
cured/number of clinically evaluable patients at the post-treatment follow-up visit, with the percent cure in parentheses

(Fully Evaluable analysis set).

MICROORGANISMS’ | MERREM LV. | Imipenem-cilastatin
N (%)° n?/N? (%)°

Gram-positive aerobes
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Staphylococcus aureus, 82/88 (93) 84/100 (84)
methicillin susceptible ‘
Streptococcus pyogenes | 26/29 (90) 28/32 (88)
(Group A)

Streptococcus agalactiae | 12/17 (71) 16/19 (84)
(Group B)

Enterococcus faecalis 9/12 (75) 14/20 (70)
Streptococcus viridans 11/12 (92) 5/6 (83)
Group, nos

Gram-negative aerobes

Escherichia coli 12/15 (80) 15/21 (71)
Pseudomonas aeruginosa | 11/15 (73) 13/15 (87)
Proteus mirabilis 11/13 (85) 6/7 (86)
Anaerobes

Bacteroides fragilis 10/11 (91) 9/10 (90)
Peptostreptococcus 10/13 (77) 14/16 (88)
species

1. Patients may have more than one pretreatment pathogen.

2. n=number of patients with satisfactory response.

3. N=number of patients in the clinically evaluable population or subgroup within treatment groups.
4. %= Percent of satisfactory clinical response at follow-up evaluation.

The proportion of patients who discontinued study treatment due to an adverse event was similar for both treatment
groups (meropenem, 2.5% and imipenem-cilastatin, 2.7%).

14.2 Complicated Intra-Abdominal Infections

One controlled clinical study of complicated intra-abdominal infection was performed in the United States where
meropenem was compared with clindamycin/tobramycin. Three controlled clinical studies of complicated intra-
abdominal infections were performed in Europe; meropenem was compared with imipenem (two trials) and
cefotaxime/metronidazole (one trial).

Using strict evaluability criteria and microbiologic eradication and clinical cures at follow-up which occurred 7 or more -
days after completion of therapy, the following presumptive microbiologic eradication/clinical cure rates and statistical
findings were obtained:

Treatment Arm No. evaluable/ No. Microbiologic Clinical Cure | Outcome
enrolled (%) Eradication Rate Rate

meropenem 146/516 (28%) 98/146 (67%) 101/146 (69%)

imipenem 65/220 (30%) 40/65 (62%) 42/65 (65%) Meropenem equivalent to
control

cefotaxime/ 26/85 (30%) 22/26 (85%) 22/26 (85%) Meropenem not

metronidazole equivalent to control

clindamycin/ 50/212 (24%) 38/50 (76%) 38/50 (76%) Meropenem equivalent to

tobramycin control

The finding that meropenem was not statistically equivalent to cefotaxime/metronidazole may have been due to uneven
assignment of more seriously ill patients to the meropenem arm. Currently there is no additional information available to

further interpret this observation.
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14.3 Bacterial Meningitis

Four hundred forty-six patients (397 pediatric patients > 3 months to < 17 years of age) were enrolled in 4 separate
clinical trials and randomized to treatment with meropenem (n=225) at a dose of 40 mg/kg every 8 hours or a comparator
drug, i.e., cefotaxime (n=187) or ceftriaxone (n=34), at the approved dosing regimens. A comparable number of patients
were found to be clinically evaluable (ranging from 61-68%) and with a similar distribution of pathogens isolated on

initial CSF culture.

Patients were defined as clinically not cured if any one of the following three criteria were met:

1. At the 5-7 week post-completion of therapy visit, the patient had any one of the following: moderate to severe
motor, behavior or development deficits, hearing loss of >60 decibels in one or both ears, or blindness.
. During therapy the patient’s clinical status necessitated the addition of other antibiotics.
3. Either during or post-therapy, the patient developed a large subdural effusion needing surgical drainage, or a

cerebral abscess, or a bacteriologic relapse.

Using the definition, the following efficacy rates were obtained, per organism. The values represent the number of
patients clinically cured/number of clinically evaluable patients, with the percent cure in parentheses.

MICROORGANISMS | MERREM LV. | COMPARATOR
S. pneumoniae 17/24 (71) 19/30 (63)

H. influenzae (+)’ 8/10 (80) 6/6 (100)

H. influenzae (-/NT)* | 44/59 (75) 44/60 (73)

N. meningitidis 30/35 (86) 35/39 (90)

Total (including others) [ 102/131 (78) 108/140 (77)

1. (+) B-lactamase-producing
2. (-/NT) non-B-lactamase-producing or not tested

Sequelae were the most common reason patients were assessed as clinically not cured.

Five patients were found to be bacteriologically not cured, 3 in the comparator group (1 relapse and 2 patients with
cerebral abscesses) and 2 in the meropenem group (1 relapse and 1 with continued growth of Pseudomonas aeruginosa).

The adverse events seen were comparable between the two treatment groups both in type and frequency. The meropenem
group did have a statistically higher number of patients with transient elevation of liver enzymes [see Adverse Reactions
(6.1)]. Rates of seizure activity during therapy were comparable between patients with no CNS abnormalities who
received meropenem and those who received comparator agents. In the MERREM LV. treated group, 12/15 patients with

seizures had late onset seizures (defined as occurring on day 3 or later) versus 7/20 in the comparator arm.

With respect to hearing loss, 263 of the 271 evaluable patients had at least one hearing test performed post-therapy. The
following table shows the degree of hearing loss between the meropenem-treated patients and the comparator-treated

patients.
Degree of Hearing | Meropenem | Comparator
Loss n=128 n=135

(in one or both ears)

No loss 61% 56%
20-40 decibels 20% 24%
>40-60 decibels 8% 7%

>60 decibels 9% 10%
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16 HOW SUPPLIED/STORAGE AND HANDLING

MERREM LV. is supplied in 20 mL and 30 mL injection vials containing sufficient meropenem to deliver 500 mgor 1 g
for intravenous administration, respectively. The dry powder should be stored at controlled room temperature 20-25°C

(68-77°F) [see USP].

500 mg Injection Vial (NDC 0310-0325-20)
1 g Injection Vial (NDC 0310-0321-30)

17 PATIENT COUNSELING INFORMATION

* Patients should be counseled that antibacterial drugs including MERREM LV. should only be used to treat bacterial
infections. They do not treat viral infections (e.g., the common cold). When MERREM L V. is prescribed to treat a
bacterial infection, patients should be told that although it is common to feel better early in the course of therapy, the
medication should be taken exactly as directed. Skipping doses or not completing the full course of therapy may (1)
decrease the effectiveness of the immediate treatment and (2) increase the likelihood that bacteria will develop
resistance and will not be treatable by MERREM L V. or other antibacterial drugs in the future.

* Patients should be counseled that diarrhea is a common problem caused by antibiotics which usually ends when the
antibiotic is discontinued. Sometimes after starting treatment with antibiotics, patients can develop watery and bloody
stools (with or without stomach cramps and fever) even as late as two or more months after having taken the last dose
of the antibiotic. If this occurs, patients should contact their physician as soon as possible [see Warnings and
Precautions (5.4)]. .

e Patients should be counseled to inform their physician if they are taking valproic acid or divalproex sodium. Valproic
acid concentrations in the blood may drop below the therapeutic range upon co-administration with MERREM LV. If
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treatment with MERREM LV. is necessary and continued, alternative or supplemental anti-convulsant medication to
prevent and/or treat seizures may be needed [see Warnings and Precautions (5.3)].

e Patients receiving MERREM LV. on an outpatient basis may develop adverse events such as seizures, headaches
and/or paresthesias that could interfere with mental alertness and/or cause motor impairment. Until it is reasonably
well established that MERREM LV. is well tolerated, patients should not operate machinery or motorized vehicles
[see Warnings and Precautions (5.10)].

NORMOSOL is a registered trademark of Hospira Inc.

All other trademarks are the property of the AstraZeneca group of companies.
© AstraZeneca 2013

Distributed by:

AstraZeneca Pharmaceuticals LP
Wilmington, DE 19850

Rev3/2013
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RV CRBEOIERERH Y, M0 B-T 7 X ARFAEMEIC L HIREESZ T BRICEEBBRSE R
BRLUCBHEICET 2WENSH D5, MERREM LVIC K IR EZHET S, ~= U R, 77 AR
VR, MDD BT FLRIERE, ROMMOT VA7 AT D LETOBB OB EIZ DWW T ARICHZ
%179, MERREM LV.IZxd B 7 LIV ¥ —nRENZEEIL. BEHIC MERREMLV.O®S2F1E+5%, &
BRT 74 7% —RINCRLTIE, =700, BE, H#EAT A N, ROHEZ2ELREETHRIC
LORBUBZEBIITIMLERD D, BRETHIIE, MOEEELITI Z ENTE B,

5.2 DR

MERREM LV.IZ & B {EHEFIEECM O PIRMRZ DA EFZLIWRE SN TV D, INHDOFRIE, PR
REREE (213, BREITEEREORERE) UTMEERBER 2 H 5 BE LV LITBRERE®H D
BECROHEBEIIHEBR L TWH[EEESR (CNWERUEYHEER 1.)%3 K],

R DERRER T, REBEDER 2RANBE 2,904 F] 03 PHEARRR R LIS O RBRILE DR 2% 17 T RO R
DEMREIFEIREIL 0.7% TH ol (ZOBEEFEZNBENTEE 20 BlICEDS), AnRXRLARRE Sh UK
BREEALIZTRTOBEFLFERFALE L LHFEL TV, IALICHFE LEEFITIE, L8 T i
BREBFOREREL, KERELFRTLARENH DHAEIETEND, BV UITBHENSETLT
WHBETIE, BREZMETLIZLAZEE LWVAL - AR 28K,

FRZ, EREBI LOTVWEERMOBER R & 5 BE Cld, #HEAEEEREICSTFLZENEE LY, BEfoR
HEEND D BE T, MEREREPRGET X ThHD, BAMER, I 470 —X A, IEHFEN
W2 5BE ., BEOMBREMRELZTV., £7HBE L TOWARWERIL., FURBEREEL2{TV . MERREM LV.
OHE*FRHN L THEXIZFILZRET & TH B,

53 N upl oXRMEEER

HERDFEFIFR ST, 7T mBedh B\ divalproex sodium 25 SN THWABFICH L TA TR LEF
DANNSRILRYENEFAT L EIcL Y, ST uBOMFRENMETT 2LV IHWERH o, D
FEOMEERIZEY, A7 uBo i HREMSBRREELTIRT T 5720, EERIEREDO U X7 K
TRARRERH D, 7T B H DI divalproex sodium DR EEZBEL THL, ZOEYHEAEER 2 HEZ
TR RTDTH D, AaXRLE LT OERD DT divalproex sodium & OFFAIE, —RREVICHER S
TR, 2V aERdH B i divalproex sodium (2 & 0 B BEENR BHFIZa Y hr— L E3NTHBEE DK
QUEIRRITIE, WA LRBFI LS OMEIE L MFT 5 2 & MERREM LV.OREBRLETHNIL,
B R R EIRR 21T ) N&E CH A [EMHEAIER 1258,
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5.4 Clostridium difficile BS8L T HI%E

Clostridium difficile E THIJE (CDAD)IZ, MERREM LV.2 &I & A VTN TOHREETREINTED,
BREOTRNOEEDORBRIZE TIZLKATVS, MEERIZLIBETRBOEFHEREIELL,
Clostridium difficile D 1BEIEIET 5 Z & 0835 5,

Clostridium difficile 13 Toxin A R OB #EA L, T CDAD BROER L 72> TW5, BEBRELD
Clostridium difficile TIIPIEEDI X1, BBYREZETAIZ L H D70, BEXLERL LT HRRE L
o TW5, MEEOHERBIC THANRNZTRTOAE TIL, CDAD 2EZEBTREThH5, HEERLZRSE
L5 2 p» AUEBBLZ%E T, CDAD #RELE I EBHREShTWE Y, EEEZEEERS BHET
HT &,

CDAD D380 DH, B D WITHER S NTBEIZIE, Clostridium difficile DIEELI O HE-FH OHE IO A
IZOWTIEFIEEZEET S Z &, BKELEREAICE., BEKSSBMEOEHE, ¥ 7 BEOMBRE.
Clostridium difficile {235 § D HUEEBE., HDHWVIIABRMLBEZITH> Z &,

5.5 FEAMHERE o tHER

FETE L 7= Ml BRE IR < B A MIERRYYE 2 LT, H A WIEFEAEIE T MERREM LV. 2L 545 Z &g,
BE ORI DT EAMEE LR O Y 27 2 #iis w5,

56%Mﬁ§®ﬁﬂﬁ%

D IEIE AR MARER EFFIZ, AT _RRFLAOEHERAICE » THBEEOBRBIHENRB D2 L213H
%, BEOFMEMVIELITD ZEBRARTHD, BEFICEAZRREL/RBO bN-BAILEDREE 2
L5,

5.7 ﬁﬁkﬂlﬁﬁ

MERREM LV.IZ B-7 7 & ARFAEME A RIBEVEEZFT 508, BEHES 21T BE8IITER,. FFEk
OEMES 2 & T2 E OMEEOEHNFEZITY 2 EBEE LU,

5.8 BiEREOH S BE

BHAEEE 2 b 5 BE T, /MR B E STV A4, BHEEHMITHE ShThWRWEE-AE 2.2).
BIEA6.D), BFEQEFICEBITAHHEH B.5HKV (8.6). MAEIEE (12.3)8H],

5.9 MEBHT
MBI BT 25217 TWABEIZIIT 5 MERREM LV.OFE R EREICET A ERIIR+5TH 5,

5.10 FRREBIREEE O A REM:

43T MERREM LVEE52Z T TWAHBEIL, B8, BRELAVIIBEEF R EFOFEEZERATH L
NHY, TNOEOAEELRRBRELG T2, EBEEQRR & 25N H 5, MERREM LV.OYER
AR EERT I ERERTE L E T, BEIIMBERESCEROEERE L Cide by [BHER (6.1)&H].
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6 BI{EM

TRRICHOW TR XEDOMOEIZFEMBTTEH I N TN D ¢

o BBUERS [BEERWMEA EOEER .NBR]

o BN [BEERVFEALOTFE (52)5H)]

o SATUBREOEMEEER [EELCERLOEE (5.3)5H8)
o Clostridium difficile BIE T HFYE[ZEE R MEH EOEE (545 )
o EAMMEEOHE BEEANEALOFE (5.58H]

o FERMEOBREIEE (BEEXMERAEFOEE (5.005H]

o [RARMAE [BEERVMERLEOEE G.NBR]

o BHEHMECHHBE BERUMER LOEE (5.8) BH)]

o MIEHEN EERCEALOEE (59) 2]

o MREBEEOFREN (BERMERFOEFE (5.10) ]

6.1 ERRBRBIC BT 3BIEA

BEARRBRIIZESHRORN T CEESND 72D, HOEFHOEARRR TRDOONZBERORER R L, Hlo
FRIOBARRR TROON T RAR L 2 EELR TS 2 LI TE T, EEOBRRAL TRO LD RIIRE
RBELTOD DI TR,

BASBE :

FRARFBR TIL, SBEMRER EE 22 ABE 2,904 153 R 1H#ER % LASL 0 Y4 iE ¢ MERREM LV. (500 mg X i3
1000 mg @ 8 B RIGEIRS) Ik B{REEZIT, SHIOBEDHTEA LR LEERSANE LiL2WN
LRME &AL, 3661 (12%) DEENAEEZOEDIZATRLEZFIELE, Zhb0RRIZBMLIZEBE
DELPEEOKRBTHY, BHEOEFRER, £EMEENH Y, MoBEOEYRESZZIT -, EE

REBOBEEMAIZBWT, BOONT-EEESL L MERREM LV.OREOMORERRBERZREZHET S Z LI13A

TRETHo T,
TROBEARGMEE L, MERREM LV.ARESNZBE 2904 flaxtE s LI-BRABRN LB LN,

RF OBIER
MERREM LV.% 5 OREBIROGEL B85 SN B OBERIITEO LB Y Thot,
HESERLAE 2.4%

HESTEAL R 0.9%

ERIRSS/ M A PR AR 2% 0.8%

R BRI C0.4%

HERENIEE 0.2%

LEHBIER

MERREM LV.#% 5 & ORRBEROFEEZ B OTHE SN LHHORIERT, 1L.0% %82 TRFICHENZY
DI T HI(4.8%), BB (3.6%). FEE(2.3%). ¥5(1.9%), BUMAE(1.6%). FHL(1.4%). MEFER(1.3%). ¥
a v 7 (1.2%), € IHIFE1A2%)THoiz,

MERREM LV 5. L OREBR OB ELZ L THRE SN2 FHORIER T, 1.0% LT THD0 0.1% % B 2
HREFICRDONTZLDEZFER CRREEIEIZ T RIIRT,

8
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HMFSIIKR DO X 2 IZ38D b, HERHM (0.5%). T (0.3%), &Hif (02%). BEAHM (0.2%). &
T 12%Thotz,

S K. MR, . BE. IR, NS BE B
DI« DRE, WELE, SR BOUE, LFEE, MWER, RIR E0E, %6

WALER : Ol v VS E, RECRIE, 1B D oWMEE/EE, BB, A LR, FERE. WLRE. B
MY 208 : A, (EEFMERD, kRS

RBYIM : KASTE, (ERRIE

FRER @ RHRAE, FEHE/RAE, $53L. TV, RBIE, HREBH. BEEY, O, R, R&L. 5 2Of.,
E\OEEEREA EOERE QKR UG.10)BH]

WEIRER ¢ PRURMEE. WRURPREE. FOk. WEE. Womi. MiAkIE
BN ARER  EARS. RIT. RSB
RAEFESR : SEREEE, BRe, I DXFE, RES

BEREEOREES
MERREM LV.O® 5 L DR RBEIEOFEE L MO THRE SN EBERREMBORELEH T, 02% 5B 1 HEBEIC

BOOLNIZLDITTRDOLEBY Thotz,

JFI# : SGPT (ALT). SGOT (AST), 7/ YAk A7 7% —¥, LDH, RUOE U AL D ER

¥ : M/ DRI, FERERIEM, M/ R, ~EZ7 B EUAET, ~v b7 Yy MET, B0kEd, 7o
bw R RER, ' b AR T T AT CORRER. B mEREM, B0 Y U L MmfE

hE: 2L 7F=" R, BUN L&

BB LBEEEOBMEREDH D BE T, MERREMLV. L 0OREBEGEOFELY LT LIAE, BRE,
RN g v 7 BREINTEY, FEEOBEE (FLvT7F=27 YT T A0 >10~26 mL/min) DA
FTHEHBW[HE - HE 22), BERUOEHA FOEE 5.8), HECEMFICH T A6 (8.5KUN8.6). FEALE

W (123)5 ],
RRE : RELOFE

BIPERER N - B2 MAERR Y

B E - HEMBRERAEORBRICBW RO ONEZEERIZ., ERob o LELIL T, —&E72E

ERZTHRBEENS%REBZ D Db DML, BR(7.8%). Boln(7.8%). FE(T.0%). THI(7.0%), BIf(5.5%). K&
DEREG 1% Th o, BRER %% B2 2FEER T, LRIKEHIN TRV 0iE, WEEK, FHC
X oiME, BBEE, MOLBEE. RELEERESE, ROHETHoT,

/N BE

BRRBIC BT 3 BIER ‘

MERREM LV.iZ, BEELRMERLE (BEXZR, KESR) O/NEEEFE SISH 3 » AL ENS 13 5
RGET) 68L& LT 10~20mgkg/H D 8 BRGSO AR THRBR I, ThHDBETRDDL
NEBERARRICBITAAEEZOEEIIRALFRFECHY, MERREMLV.L BEERH B 000 L2V, BF
HLBEENRH D, VIHAOMHCEESH Y LHRESNEREDLEVWEEER L ZORBARITREOLBY THS

T & 3.5%
323 1.6%
Bk UngHt 0.8%
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MERREM LV.IZ, BEEKO/NEBRE 32161 3 v HEBLAEDS 17 BRBET) x5 & LT 40mgkg/ H D 8
IR E W) AR TRR SN, Thb0BE TR ONTHERARICBIT D AEEROEEITIRA
ERERTHY . MERREM LV.EBERH 000 Liawn, BZELEERHD, EALHCEEDH Y L #
HEENEELEVEEERLZORRRITEDOEBY TH5H !

TH# 4.7%
BB (RERBIeDED D ¥ FIE) 3.1%
Al X E 1.9%
£ 1.0%

BEEARBR T, BREPOREREORERARKL, PREERRARENLWVEBE T A X AR ER & PRI
(BE7 4% AXNEIET7 P TXx YY) BCRERBETHo7-, MERREM LVIRGH CEENEO LN, B
FISHF 128 TIE, ERORRFHINES G ABLURBRIZRREER), FRETII206F 76 TH oI,

BB EEOREED .
BEA B2 ST NERR CRD b BRREEOBELEENIT. RABETHRESNELDERAETH-

77
BHEEEEZED H B/NEBE IS T B ERARRIZZ D,

6.2 HHERHE DRER

A% D MERREM LV.OFEAIZBWT, TROBERBRRED LN TWVD, T bOERIIRECREOEHH
LHBRESNAELDOTHAD, REMHEELTRICEHLZY., BARE L ORRBEREZHRTHZ E1T
TE AR,

PERDBRZ ~NZRE IR TBLS, FREEERHDI G LR, BFOLEERHS,. XidHL,
WEERH B AT OHEEBIER2EBBER TCRAROBEWIETET L LUTOLBY THDH, MK : &
WERIERE ., FHRERBAE, BMEEAE, BEEIIMES — L ZRRBE, BitEhn, KE- FEEREE
TRE, AT 4 —T v R Va vy EERE, LWERE, 2T,

7 RHEEH

71 FaRRXYF

TRy FITEERME SOWIIE L TA T RRA LS L, TOER, A T ~UkAO M8
XHB, TRy REAeXRAOHARSIIED DLW,

72 SN Tulk

SCHROIEBIIREIZ T, 7SV T a8 5T divalproex sodium 285 SN TV AHBEFIE L TA R RRLZE

LANAXRLRHEEHRT 2L, AT eBOLFREMETTLWI@|ENDHoTZ, ZD

FEMREERICL Y, AT rBOMTRESGERRELTIET T 5720, ERERERZRO U 27 BHA

THFRMERD D, ZOMEIEROBFIEARMEEN, inviro REBREBMRBROT — 2006, N7 uBRO7
VT aFA FREY (VPA-g) BINAKGIEZE D AT oBRICEDZDEHET S 2L T, AT aBOmEF
BEMETT25Z MR ENTNS, MERREM LV.ORERBETHIIT, MBI 2 TURSEIRRZ1T D

NETHHEERCHEA EOEE (5.3)BR],

10
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8 R DEMIZRIT 58

8.1 Tz

BT Y —B: AR ADEFERBRD, T v b T 1000 mg/kg/ B £ TORET, I =7 A ¥/ T 360 mg/kg/
BETORETITONZ(AUCTE MZ1g% 8RB CHR S LEBAD 1.8 ERVD3TFOBRERICHEY),
INDORRIZBNT, A RXRAILDEHEBECKRIE~OFESIIRBR SN o208, T v FTiE 250
mg/kg/H (AUC Tt M 1g % 8 BRI CHRE L2HED 04 FOBREEICHEY) UEOHEBETREKRED
BEOEBEOLNT, LU, FIREMEZRE L LEN» O BIFICEE SN -RBRIZFER L Thiu,
BYOATERRIIE FORGEEIZTEITE 2 LIIRE2VO T, RANTEIRFIIZAL DL ERBAD
HEAT B,

8.3 IR

AEINRE NOBLFICHWMENENE INEFRETHD, £ OERFANE FOBLBITHWENDTD,
MERREM LV.2FHI@IZRETARIZEENLETH D,

8.4 /PR

3 » Akl Eo/NRBEIZE T D MERREM LV.OZ &M L AT SN TWVW5, MEMEREERXO/NTE
FZRIT D MERREM LV.OERIZ, /NRERZ %5 & L@ REFICEBR SN BB TB b 7o/ RIC
FOEMTENTND, BEIEARKED/NEBEIZBIT 5 MERREM LV.OSERIE, AEZRIRE LZEEH
BIFCEHINEHRRCELONERR L, NEEYBERBREWNEBEES L LEEBEI N ERAR
B DIBMT —Z 2L > TEMT T D, BHEMEE - B EHRABEYYE O/NEBEIZI 1 5 MERREM LV.
OERIZ, RAZNRE LEETDLSBFICEHINERBRTEONFER L. /NEEYEERR S O
BT —Z I Lo TEMT b TV B [EER CEAENS), BiE- A8 (2.3). BWEA (6.1), BRI (12.3),

K OEERFAER(14.3)5 H],
8.5 FilhE

MERREM LV.DOERBEBROEHERE D 5 B, #91,100 ] (30%) 7% 65 mLh L, 400 4] (11%) 7% 75 Ll LT
Hol, EHIT, BHMEE - MEMMBRERE EXNRE LEBROBHRE SILHAD IS, 935 (18%)

65l B, 3861 (T%) BISELUETH-oT, THEOHERE L Fh & v EWEREORICEeMXITE
DM e ZIIRD Do fe, BERERVCRESN TWAMMOBEERRICBO TEERE LB WA
FEOMDIGDET RSN TOROE, —HOEMBEOERZMERE VI LIITETE R,

ABNRARLIRESBBWOOHH SN D ZERHMON TS D, FEIOBIERD Y X 7 I3BHEERE
HOLBECBWTELS RDFEERDH D, BRBEITBERENMET LTV B ARERAR WD, A4 EIR
THRIITERL, BREOT=Z Y VIR ERATHL EEDbRLD,

BB E 258 L L MERREM LV.O W ENIRERBR 1D, BRICES 7 LT F=v 2 U TS ADET EH
BT AXRAOMBES VT 7 ADETFRREINTWA[EREIEE (12.3)88]

8.6 BMIEREDH S AE

JVTF=r YT 7 AS50mL/min L FDOBEICRH L UL REBZHRETILERLD[HAE-BE 2.2).
EEROEH EOEE (5.8), BEIEKF (12.3)].

1"
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10 BERE

T ARUT v h Tl A TR A ORI (2200~4000 me/kg) O EHIRING 51 b - CESA. R REE,
TR USE AR BT 5,

MERREM LV.O BEX#BEHR GO EEMIIE 2, BREXET L TV BEIZEREShEBEIT, &
REBEHB GV DAREMENH D, BRRRICBIT D A X2 L0EbEWEESRIT 2 g % 8 RrHRHRE CH
RAEETh -7, ZORETIE, BELEEFMNEALREMITHT DI R HRLBD bR -1z,

RONECHBEERRICBNT, BERSRICEEEEZNRALLBE. T EROBIEROEIZTRH S
NTVEHFEEFEROT R 7 7 A Ve —BLTRY, —REICEEEITRE CARROFIE IR &Y EHE
FTOIEWRSATND, MERELZET DI L, BREXAEEZREFCEV TR, #Xr2BH BT
P, AuRFLEEORPFWIBELICEN TE, WRBIICL > TERICBRESN S, LinL, BER
B- DGR D 1z 8 O M ENT OF A BT 5 FHIT 20,

11 #E3R
MERREM® LV. (FEFAA 1R L) 1TEFEO, REMEHE S L2V, BREERARS M A AR AFR
BIRNEERAEDE TH D, A UK AIE, (4R,55,65)-3- [[(3S,58)-5-(P A F /LD NANREA )L)3-Er ] =

MFAT-6-[(1IR)-1- B R XL TF)L]4- A F)N7-4F% V-1-THFE L7 2[320~7 h2- 2-H /LR R
ZKFWTH D, T DOIEFEKIL, CiHysN;0583H,0 T, 0 F B8 43752 Th b, FDOEERIILLTO LB,

HO

T

NH .3H,0
HaC

MERREM LV IHENLHEEAORREMEMETH S, BIKTBE IS U TEAHLEBATH D, AMNERD
RO pH L 73~83 TH B, AT_FAT %Y VBE—I U U AERICEE T, KiOREIFiz< <, Kz
& )=V TETICLK L, TE MR —F U003 8 A FEIT 20,

HERBYBELIZEE, £ 1gMERREMLV AL T/E 1 g DA R RRALEREBT NI AL LTHRNY DL
90.2 mg (3.92 mEq)% & A9 5, & 500 mg MERREM LV./3A 7/LiZ, 500 mg D A a3 hEREF N vAL
LTTFhIUAL451mg (196 mEq) 2EFTH[HE - HE (24)],

12 EREREHE
12.1 1EFIMERE

AR AFHEETH B [HAREE (1245 H),

12
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12.3 SipBhig

o 55yl BE

R EREE 1Z351) D MERREM LV. % B[E 30 43 S FHER T R A COYH RS DL FEPREL, &5 8 500 mg
TIIH 23 ug/mL (B : 14~26), 58 1 g TIE 49 pg/mL (#iFH :39~58) Th b, BELEEEIZ MERREM LV.
5O TR—F AHERE LBE . %58 500 mg Tidf 45 ug/mL (66 18~65). %5 & 1 g TiE 112 pg/mL
(#EFH : 83~140)DFEHHEmMBFETRE LR T,

500 mg & FHEL L% O A 0K AOFHMBFREIT, BE0 6 FR%IC—RIHK | pg/mL E TETFT 5,
EHAEAS IEF 7 B (TR 5 500 mg 0 8 FEHIRIFERE-XiL 1 g @ 6 BRI 5 TIL, mithic A
NRLDEFIRD LN o T, |
Lo

A B AGR AD MR EREAFITK 2% Th B,

ATALFR LT, EEBEAOBE ONEMIK Y ST L A S OERIKR OEBIZBIT L, REORIEME D
WRARIE I NBRRE L RS, XITFEN L0 BWEEICET D, MERREM LV.OBEEFEFR %I, L
OMKIE D A 0~ 20 AEE TR RS | BRI% (0.5~1.5 BREI%) KESEELFT, - L, TRORITR
SRR ORI T H B,

R 1 BEOKHMITBIT S A X LRE (B Shick b i\ REE)

HELR LV. A& (g | AR T4 [pug/ml or pg/(g)]' #PH [pg/mL or pg/(g)]
FE PR 0.5 7 42 1.7-10.2
FEE 0.5 15 3.8 0.4-8.1
i) 0.5 8 2.8 0.8-4.8
TEEE 0.5 2 7.0 54-85
| s 0.5 9 1.7 0.3-34
R 0.5 22 3.3 0.5-12.6
AR 2 0.5 9 55 3.2-8.6
s 1.0 10 5.3 1.3-16.7
Gt 1.0 5 263 20.9-37.4
e 1.0 2 2.6 2.5-2.7
ik 1.0 7 14.6 (3 h) 4.0-25.7
lEE - 1.0 1 — 3.9
FERZEIR 1.0 9 30.2 7.4-54.6
fit 1.0 2 4.8(2h) 1.4-8.2
I RN 1.0 7 4.5 1.3-11.1
Al 1.0 2 6.1 (2 h) 53-6.9
AR 1.0 9 8.8 1.5-20
DES 1.0 7 9.7 6.4-12.1
O 1.0 10 15.5 5.2-255
CSF () 20 mg/kg’ 8 1.12h) 0.2-2.8
40 mg/kg’ 5 3.3(3h) 0.9-6.5
CSF (FEARHE) 1.0 4 0.2(2h) 0.1-0.3

1. HRCETBRWVERY | 1 EBRE% OBRE
2. IKIEIED HERER
3. 5» AEDS SETONLESE
4. 1 ABH»S I5BETO/NEEE

13
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R
AR AT L 2DORERH BN, HEEEIZRD,

Pt
BHEES R 2 BRE 11T D A v R A OTHKAEIIK 1 BRI TH 5,

ABNRRATIBERE CEICRBLEE LTHt SN S, REEDR 70% (50~75%) 03K E{bR & LT 12 B
FILANICHEE S5, & DIZ 28%ITHEEMD 2 WVREm & L TEIRSh 5, EF T, BEEOHN 2% L1
RS2, BI7 VT I A7 a2y NOBEZHE LIZAERND, A B AICRERAREE X OUR
MESWONTNGRZIT DI ERALNI Lo T,

AR ADRFEE 10 pyg/mL ZHBZ DRF A AR LBENS, 500 mg B5HIZ S BRI E TR T 2,

Kese DR
W E D b 5 BE

BHEEEDOH HEEEXIR L L7z MERREM LV.OXEYERERBR) O, A XX 20MiEs V7 T X3
VFPF 2o U T ALHBETAZENRENTVD, BEEEEOHLIHREICT LTI, BEELH
T AMNERLD (VLT F= 2775 A50m0/min BLF) [BIE - BE (2.2), BEQERICKBITAFER

B.6)ZH],

Meropenem LV.IZMIRZENT ThrESN D, LrL, BERSORED OO MIKEN OFMBICET 5 F®RIT 2
VIR ER S (10)B#],

s

FEERE 48R L L7z MERREM LV.OEKWENERR S| FFRBIZA 2 XX LAOEYBRICEE L 212
ERTRENTVD,

iR RE

EHREREE S b % MiEE £ KR & L7z MERREM LV.OEMBNEERBR A D, FMIESI 7 LT F=0 2 U7
TYADEKTLHET AR LOMBES VT 7 AETRRENT,

NRBE

2 LA ED/NBEBEIZI T D MERREM LV.OREY BT, RADEDBELIZIERETHD, A XRxLD
THEABHIE, 3 v A0S 2 BRBO/NETIIN 1.5 BRI Th 5, EyEhisid, 10~40 mgkg D HEFFET

B TH 5,

KyEEER

TRy FIZRAE CORBASWICE L TARRRALALEAT A LIcE)., A ra0BHEM2
HT2, AuRRAETORRTY REOHFRARE T, 2FBBEOTHMEIT 56%EM L., THRIWBH D F
fEIL 38%EM LT=, u_R%Y K AR ADOHHRSIIHEIN LW,

14
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12.4 $RAEWMFE

{ERRAF

AN LOFBENZERIZ, MREEAROEEICRE TS, A XXAld, R¥EOT7TLBHEERVCS Z
LM OMAEE 2 w0 BE L, B THEIN=V Y UiERF %7 (PBP) ICET 5, O HEWE
FffEIE Escherichia coli % 1} Pseudomonas aeruginosa @ PBP2,PBP3 X U) PBP4, Staphylococcus aureus 0> PBP1,
PBP2 e UPBP4 (XK 2 HFMETH D, A B RALDRERE (12~24 B LIPS HIZE 3log, A
ZELEER) T, RICHERED 125 TH BN, BISIIZ Listeria monocytogenes TITRABETEMED A b L
AN

AORRLMIB-TF 7 Fv—F (7 LABHEROS 7 AREEICL > TEAENIZ =V F—FEVET
70 AR Y F—) X BIMKGRITT BLEEERED N,

AN RALERAF Y UMM Staphylococcus aureus (MRSA) Xt A F 3V it Staphylococcus epidermidis
(MRSE) DIFFRIZHWTIZAR B2V,
it P4 1 P

AN ISR A RTVEDEIRTT DO OO OTMEEFE R H 5, 1 1) 77 LAREFENMEICBIT 2 EBERD R
— U VADWANC L B) 1K BDHE DIV ARBA, 2) HEH) PBP OEFMB . 3) PR T RBLEN,
4) AEME R RELSEIBROELE (DN Fv—¥, AZ0-8-F7Fv—E), DANR_RALRIAE
WYETHERE I X DRBIIED BT 7 A Z BN DO THRE ST 5,

AR ZMmE

D 7 VSRR LRFAE G R B MR CET R EMERRBO b5,

ZOMOPAYE L OREER

in vitro BERIZE VT A B8R AL Pseudomonas aeruginosa D—HBODBERRIZX LCT X/ 7Y oy FRHLAE
WE L HRMIERT D ZEBRER TN 5,

HBE X2 hL

ﬁﬁ&(ﬁﬁ)ﬁ?ﬁwlﬁ (1) THNTWD L DIZ, ArRKLD inviro THEERROBIYE TS TROMEDIZ L
A EDTBERIZ L TEEZE T2 Z LR SA TN,

75 LG

Enterococcus faecalis (/32 <A 3 L BAERE D A)
Staphylococcus aureus (A F 3V M DO H)
Streptococcus agalactiae

Streptococcus pneumoniae (™= U U REMHERD F)
Streptococcus pyogenes

Viridans group streptococci

7T SRR
Escherichia coli
Haemophilus influenzae
Klebsiella pneumoniae
Neisseria meningitidis
Pseudomonas aeruginosa

" Proteus mirabilis

15

69/ 92



BRRAER

Bacteroides fragilis
Bacteroides thetaiotaomicron
Peptostreptococcus species

TED invitro 7T —Z BRAFREE N, BERMEZRIIFAHATH S, FTROU A FNOMEDOD72< &b 90%IE,
ARNRRLDEZET VA T HRA L FELT D invitro T/NBIEEE (MIC) 2778 THW5H, LaxL, ZTHbD
A CRET B EERIZB T DRBYYEDIRRIZBIT 5 A u R LADZE2M R A EILED D SDBIFICERE S
NI TIYIE S TN D DI T2z,

77 LB
Staphylococcus epidermidis (A F U L RAEBE DO A) N

77 LR
Aeromonas hydrophila
Campylobacter jejuni
Citrobacter koseri (B diversus)
Citrobacter freundii
Enterobacter cloacae
Hafnia alvei
Klebsiella oxytoca
Moraxella catarrhalis
Morganella morganii
Pasteurella multocida
Proteus vulgaris
Serratia marcescens

BRKAEE

Bacteroides distasonis
Bacteroides ovatus
Bacteroides uniformis
Bacteroides ureolyticus
Bacteroides vulgatus
Clostridium difficile
Clostridium perfringens
Eubacterium lentum
Fusobacterium species
Prevotella bivia
Prevotella intermedia
Prevotella melaninogenica
Porphyromonas asaccharolytica
Propionibacterium acnes

R AERBRTE

FRELRE. BRARMAMRER T, HEORECRERE CER SNHRERICTT D in virro DR
DREMEERZ., AR U PESRFERE ORI T 0 7 7 A VA8 L2 EMRE & L TEMICHEMS D
Z&, TNOOWRED, RLAEDGFEREZEMPERT 57008 Lnb,

FIRE -
EENFEZAVCTHEROR/NEEHEIEEE MIC) 2RD5, ZAHOMICIZE Y, HELAEWICITT
HHE ORZHEOWEENESNSD, MICITEENRFEZRNTRDBEZ L,
EERRFIEEIIARE 1 (REREHXIIER) HEVINIRSEOFEICESE, B L - EEEHE L A
O LOMROEENLTZIBEEZRA WA, MICEIX, &2 OEEINE - THRT S,

16

70 / 92



YRBUE -
FIEAZRDOBEELZNELTAERBNFIETY, HEBELLADIIKTT 5MEORZHEOFREO B WHEENE
bhd, BIEEORESIZEY ., RELAYCHTAHEORZEOHEESE LIS, HIEHOKRE ST
EREGLRFTEP ZAVTRD, BB SN EEEEOFEREZMEL TS, TOFETI0ug DA TR LE
ERELFEHT A A7 ZHOTHE DA 2 XL AMEERRRD, T4 A7 EEIEORREREIT, K271
77

BRI FIE :

KB OO TIE, MIC & LT R v R ARSZEHIIEERBRE > I Lo CTHIETEX 5, MIC fEIX, &
2 DEYEIHES THIRT B, ’

2 2 AR ABRBHEOEN

B/ E LB (ng/mL) | 74 A 7 HEEK

[FEIEHERE (nm) ]
IR S I R s 1 R
Enterobacteriaceae <l 2 >4 >23 20-22 <19
Pseudomonas aeruginosa <4 8 >16 >16 14-15 <13
Haemophilus influenzae® <0.5 — — >20 — —
Neisseria meningitidis” <0.25 — — =30 — —
Streptococcus pneumoniae® <0.25 0.5 >1 — — —
Streptococcus agalactiae 2. O Streptococcus pyogenes® © ¢, <0.5 — — — — —
Anaerobes® <4 8 >16 — — —

S= M, 1= PEERME, R= MHE

FREREE IR E A OREIR B HEIIRESL S TuAzuy,
T RURBERBD A B _RRACHTBREMNEIL, =V VU RBE 7+ F UFRIIAFH V) o OWTRAOBRENLHESINS,

* BB R RO 7 — F BEE L2V, B DSA0s T Y OEHEITLRY, BERE) 273 2R T2 /RSB LRHRT, B
RBR O DIEEMTMBACRIE T2 &,

b R0 DERIREHEIT CSF D> b D 5SBERRIZ D B E A B Streptococcus pneumoniae DIEFENELR B e D 53 BERRIZ DV THE, = o U LR (MIC < 0.06 pg/mL)
XiEAFH ) VHEMER20mm U ET, A uXFLRZBRMELHHZLBFHFTETHZ, LEOUEEOWTRNCEBWTEZHRERTH
TR WSBERES T R T ORIER KD Streptococcus pneumoniae 53 BERRICDVNC, MIC EDORIEEAT 9,

CEUHRABED L YRER, MICEEZRAVWTA R LADBREELHARSD,

S LU ERERICOVTIRMEEEOR VT « X 7 IEBEBIITEEE L2V,

¢ T B DREIRIE DV T in vitro R OBEFI XM R VS MR LRRBORRICESE | 7Lt 7 MIREREEH 1T Wilkins Chalgren BXIEH (Guo
SHRKEH) 2 RVTRDE MICERRASETHS LRI TNS,

(R OMEIL, METONELEWPNBEIET SREICE LZHEE, FEEORTZMIET 5 RiA
BBHD L ETY, THEEMME] OWMEIL, BRETHEELBRE T NETHD I &, TOITHIE 2 ERRA
IR H MO EAN R RBEMENRVERIT, RREBVRTVEEHDZ 2R T, TOUTAVIE,
P ETRICRIE SN DI, HDOVIIEARDOEAZER TE DR T, BREATE LAEERSH
HILEERT D, ZOITAVIE, BEINTHRNWDTHRENHBRARE RIBROELE L2V E
T DD DREFHETLH D, [Tt OWET, LT ORBELEVPBEIET SREIELZEETY,
FRREOREE ZBIT D RIARBI2NT & &2RT,
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oo BB T

BSERROBEFIRT, RRICAV LR 2 HREPES, RUHREREE ORINEORESRE LR L,
RIET D DOREEFERRD b D, BEA VSRR LHR T, TROR 3 ITFSNHBADERF LN

2o
£ 3 A XX LABRERRRTHE SN D SRREELREHE

QC Bk Be/NFE 7 PR B T4 A7 I
(MICs = pg/mL) [FRIEAER (mm) ]

Staphylococcus aureus 0.03-0.12
ATCC 29213

Staphylococcus aureus
ATCC 25923

Streptococcus pneumoniae 0.06-0.25 28-35
ATCC 49619
Enterococcus faecalis 2-8

ATCC 29212
Escherichia coli 0.008-0.06 28-34

ATCC 25922
Haemophilus influenzae 0.03-0.12
ATCC 49766

Haemophilus influenzae
ATCC 49247

Pseudomonas aeruginosa 0.25-1
ATCC 27853

Bacteroides fragilis’' 0.03-0.25
ATCC 25285
Bacteroides thetaiotaomicron’ 0.125-0.5
ATCC 29741 .

Eubacterium lentum’ 0.125-1
ATCC 43055 :
1. SREXRFREZAVD

13 FEERREIERABR

13.1 BAFHE, BRFEE, EEES
DIANENE
BAFMRBRIIER SN TR,

— 29-37

— 20-28

27-33

AT NRRAOBEEERRIL, MEICX 2ERERAR, Fr A4 =—X LR F IR HGPRT Bk, H&t
b U SEMIREERER, RO U AR A W TThhiz, Th b ORBRTIIERREOTERIZ 20

27,
R

AR LDEFEREENS, 7 v T 1000 mgkg/ B ETOHET, =74 P N T360mgkg HETOHET
frons (AUC BBRIZESITIE, E MBI HBEFRAETH D 1g 0 8RHMERR S TOE MNREEDOTH
FHK 1.8 f5& 3.71%), EFEBHIIFRDO IR N7,
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14 ERRABR

14.1 BRI - BB R RGAE

B EMMIRE . EBAFERE 2 S LEMERE - BEMRERE, RORBEEOHIRNER S
AR ONBELE L BT 5 EEREORABE D, BEALERSERERA _EERARIEAAN OGN

oo ARBETIE, A% 4L S500mg O 8 BrMIMIMREFHEREG L. A4 IXRA/VTAFZF L 500 mg D 8 Frf] ]
RBEFER G2 AW BEE M Lz, AR, IBUREREE (test-of-cure) I HEIR A IZFHAME 7] e/ B

EFICRBIT 2R EHMOBRDRELE Lz, RBRIL, KB, @770, 2FF, 779V TEBESNT,

AN DR E TEREDHK 3T%ICEBRA L U THERBS., 12%ICRKEMERBRE, 67% AR ARD >
7o ARBRTIL, S10FIOBREN A B LR LREFIC, 527 BIOBRENBA I XKLV T AFF U REFICEE
BIZED T BT, AR LBEERHED 26l BIDBEEA I XKL/ TALF U RERED 287 HIOBEN

BRERA IR I RE Cdp o 7z, IBBIFR 2D SRER B B R B ISR AT AE 70 A R HIC B 1T DIRRARZIRIT, A m X

FLBEERET86% (225/261). A IR L/IVTAZFUBRERET 83% (238/287) Thol,

TROKRIL, SRR E & ICERMICTHETERBEERICRBT 2V 77— 7Dl LRL TN D,

R
B ERE MERREM LV. | oA I~k A/L T A
n’/N* (%) FF L 0N (%)
&% 225/261 (86) 238/287 (83)
BER T 83/97 (86) 76/105 (72)
BERIF2 L 142/164 (87) 162/182 (89)
65 AT 190/218 (87) 205/241 (85)
65 LA b 35/43 (81) 33/46 (72)
Bk 130/148 (88) 137/172 (80)
Logis 95/113 (84) 101/115 (88)

1. BRI T R RIS 2 & DI B

2. n= THREEHPELNBEE
3. N=BERIHEFTEEAIEL, e EnORERITE T 230 Y T 7 A —T D5

BIRREIC OV T FROAZENE DI, BITRE1% 0B BRIk By o0 B R 15 IE G180/ i PR 31 7T REAE
Bl ek L, HMNICEERZ R FHE rTRE R R R XI REHD) .

WA MERREM LV. SRRV TGAREF
/N (%) n2/N? (%)

75 KB R '

Staphylococcus aureus 82/88 (93) 84/100 (84)
(AF L) RIEE)

Streptococcus pyogenes 26/29 (90) 28/32 (88)
(Group A)

Streptococcus agalactiae 12/17 (71) 16/19 (84)
(Group B)

Enterococcus faecalis 9/12 (75) 14/20 (70)

Streptococcus viridans Group, 11/12 (92) 5/6 (83)

nos

75 SRR

Escherichia coli 12/15 (80) 15/21 (71)

Pseudomonas aeruginosa 11/15 (73) 13/15 (87)

Proteus mirabilis 11/13 (85) 6/7 (86)

o s

Bacteroides fragilis 10/11 (91) 9/10 (90)

Peptostreptococcus species 10/13 (77) 14/16 (88)
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1. BENEHEY EOBEREINAREZ I LTRSS 5,

2. n= +HBRRIEPBLNZBEH

3. N=FERIFETTREESIE. I ZFNFhoBRE5REIZIT AER DY T F A —TF OEFIE
4. Y%= BYFRERGRIC TS RERRISHELNEIS

BFEFRIZLVRABRBEELTIE LZBEOEIAIT, AEREHETEL LT (A e XRraER25%., 13
NRELTTARZF REFE2T%) .
14.2 EREMEE RN R Y

BHEMEIRNRREZ NS E L2 | 2ORBRBERRRBKXECITON, ZORBRTARRRARI Y v
VUINT T4 B AN, F—u v/ Tk, BHEMEENERE ISR E Lz 3 DO B RFRRAS
Thit, AuXRARBAL IR, QHBR) KOET73EF T M/A =gy —0 (1 REBR) LIz,

R 7R R AL & IRRAR T 4% 7 A B DIBR ORI ER0E R R CRRARIGEIC DWW T, TREOHEEH B FRITH L=/
R PR AR IR &R FRUBT RS DT,

BEH PR FTREAE B MEFERELR BRPRRUIGMESR | &S50
BERIEFI (%)

PRI 146/516 (28%) 98/146 (67%) 101/146 (69%)

RS WA 65/220 (30%) 40/65 (62%) 42/65 (65%) A~ LR SEELIREE L

F%

T T FEF M 26/85 (30%) 22/26 (85%) 22/26 (85%) R TR KB T HBEE &
A ho=FY— F%Crian
JUVEwA v |50212 (24%) 38/50 (76%) 38/50 (76%) A TR ABEITHEREE L
NS EIE:3

A AR ARREZRCE T+ FX AR M= — L ERE TRV EWVWIFTRIZ. HBRHNEBEEDRE
BAORRABZSELE Y DTN I d0nt Ly, BEFEEATIE, ZOFRE#MIRT 27200
DOFHITE DAL TR,

14.3 FH g M BEBA

446 BlDBE (397 W23 3 % ALLE 17 mRRO/NEBE) 284 2OBlx ORBRICEGFE S L, A 1 ~UR5 (n=225)
D 40 mg/kg8 BRI MR 5. D WVITHBE, ¢ hbbe 7+ 2%V 4 (0=187) XiZ® 7 MU TF Y (n=34)
DEBAEICEEAIZE Y SiF bz, EREHECRKROKDOBENEROIZTMEFIRETHD I EHBFEDODL
o (61~68%DFH), HKHINZ CSF IBEREN DB SN -RIEEOSHIZFE ThH -T2,

FTED 3 S>OEEONTAN 1 DICEE L2EE, BEFITEREBELTWARNE EE L,

1. JREKT D 5~7T BHONRT, BEICHFEENLEEOED), B2 UIMEREE, FAISOIEM
DED 60T~ NEH2AHAET, IFEEOWThL 1 2BRD b,

2. REBRIGEHIM T, BEOBKIRED - DM OFAEME DOBMBLEIZ 2o 7,

3. BBRIBETIT0®IZ, BEIABNERE NELTI3LBEOEBETBHIIMNER. H 25\
MEZMICEREIBRD LN,
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COEREANT, FWEMCOWTTROADENE DTz, MBI AR TERE 518 5 3 7T 860 515 %
RITR LTz, BIIZIRE R 2 =T,

wED MERREM LV. | %@
Streptococcus 17/24 (71) 19/30 (63)
pneumoniae

Halemophilus influenzae | 8/10 (80) 6/6 (100)

)

Haemgphilus influenzae | 44/59 (75) 44/60 (73)
(-/NT)

Neisseria meningitidis 30/35 (86) 35/39 (90)
B8t (EoEEte) | 102/131 (78) 108/140 (77)

1. B B-F7F~—FEE
2. (NDH#B-77F~—¥EEXIHKRETS

BAEIBOTHEARMIBES TIZARVEFME LZEBE TR LEP > LORBBETH T,

5 PIBHEFRREH TRV EARDO L. 205 3 BINKTEREE (1 BISFER, 2 Bl MAER) . 2 6
BA TSR LEE (1 BIASEFR, 1 FI23 Pseudomonas aeruginosa DEFEEIEHE) Th o772,

2ODREHTROONEAEEERIT, BELVHEELRE Th o, A B _XX LTI —BEOITEESE FENE
DONTEBEOEBHREHFHNCAERBILS o [AEEES (6.1)B ], RRIGETOERSEORERL, PR
BRBEELLRVBETIZ, An R aBREHTHLIRERTLRETH -7, MERREM LV.#& 58 TR
RO LN BAED 15 FF 12 FITHE, BERORENSELS G HELBIZRRL EH). HREETIZ 20 5178 7 4
TH-oT,

BEETICB LTI, i rTRE 2B 271 B9 263 BIASHBRIGEB TR ARE L DR L b 1 BT, F
ORIE, A BRRLRERE L AR BRI RBIT 2K T ORE 27577,

BEABRTORE AR SRR
(AR mERI D E) n=128 n=135
BT L 61% 56%
20~40 F L 20% 24%
>40~60 7 L1 8% 7%
>60 7 L 9% 10%
15 3% 3R

1. Clinical and Laboratory Standards Institute (CLSI). Methods for Dilution Antimicrobial
Susceptibility Tests for Bacteria that Grow Aerobically; Approved Standard - Ninth Edition. CLSI
document M07-A9, Clinical and Laboratory Standards Institute, 950 West Valley Road, Suite
2500, Wayne, Pennsylvania 19087, USA, 2012.

2. Clinical and Laboratory Standards Institute (CLSI). Performance Standards for Antimicrobial
Disk Diffusion Susceptibility Tests, Approved Standard — Eleventh Edition CLSI document
MO02-A1ll, Clinical and Laboratory Standards Institute, 950 West Valley Road, Suite 2500, Wayne,

Pennsylvania 19087, USA, 2012.

3. Clinical and Laboratory Standards Institute (CLSI). Performance Standards for Antimicrobial
Susceptibility Testing; Twenty-third Informational Supplement, CLSI document M100-S23. CLSI
document M100-S23, Clinical and Laboratory Standards Institute, 950 West Valley Road, Suite
2500, Wayne, Pennsylvania 19087, USA, 2013
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4. Clinical and Laboratory Standards Institute (CLSI). Methods for Antimicrobial Susceptibility
Testing of Anaerobic Bacteria; Approved Standard - Eight Edition. CLSI document M11-A8.
Clinical and Laboratory Standards Institute, 950 West Valley Road, Suite 2500, Wayne, PA 19087

USA, 2012

5. Cockcroft DW, Gault MH. Prediction of creatinine clearance from serum creatinine. Nephron.
1976; 16:31-41.

16 TEEARFROCBEH

MERREM LV.IZZHEH 500 mg X3 1 g OEEREZITADED A R LB A>T 5 20 mL KTV 30 mL
BEAANA TAE LTREEN TV S, BEKEKIL 20~25°C (68~77°F) IZFHEE L = RIE CRET HHLENR

» BH[USP 2],

500 mg M N1 7 /L (NDC 0310-0325-20)
1g A/ A 7L (NDC 0310-0321-30)

17 BEITAEZDIR&EHR

e MERREM LV.2E{eHiE KT, MBEREOKRBICORFERT D Z L #BEICHMLE 52 &, MERREM LV.
T UA VARG (RE A E) 13IBE &2\, MERREM LV. % MERYLIERD 7~ DI L BE1E.
RIREER CRIIICESGREL D2 ¢RI A0, EANIBREBVICERIIREIND Z L EBE
o s L, BRERKEZEL LD, 2RFRRETET LI itk (1) BR2WEOFDMERN
BT L. QEESFI T D ATREMMEM L, ¥, MERREM LV.RMOFIEIEIC L 51EEB3TA72<
ROGELHD,

o THITHAMERE CRS ALNHAMETHAN, BE, MEMEOREEPET S LERBHEETSHZ
LEBECHOED L, MAMERSHBHRIC, BT, MRESLE (BEEORBLEI O, Xid
LRV LED) BRIETIZEBHY, IEVEORKREP DL 2y AU EEREBTEZ, 25 LIIE
REHDZ EBHD, b LTHRNERLEEEIL, BEFIXITEDILETECHCEMCHERT D Z LEE
ROEHEDTE (542 8],

o LT uEED BT divalproex sodium R L TV B E I MDIZOWTERIZHLE D X 5 BEITHE
952 &, MERREM LV.OGFRHIZE Y, A7 uBom PEENSFRBELTIET T A Wil H 5,
MERREM LV.O% 5B LECREHET 2581, BBEOFHRO (L) BRO O, MR RHTEE
FIREBUEL I D ATREMEN H D[ E L OMEA LOEE (5.3)5 ],

o Ak TCMERREM LV.EGZ2ZT7-BEIL, B, EROLOIWVIBREREFRLEOFEEZLRRTLHIL
BHY, ZTNODHEEEZPEIRREBEZT -0, EHFEEOREL 225 74N H 5. MERREM LV.
W5t L CREFRARMATRT I EBNESET H LT, BEITBBRBRESCEROERZ L TdR bRy [BE
EOMER EDOEE (5.1008 1],

NORMOSOL %, Hospira Inc £ D BERFEETH B,

ZOMT N TOBREKEEIL, TAPZERUIN—TBHAEHEEZRE LTV,
© AstraZeneca 2013

fHfsoT

AstraZeneca Pharmaceuticals LP

Wilmington, DE 19850

Rev3/2013
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AstraZeneca &

PSUR Appendix B

Drug Substance Meropenem

Date 06 September 2012
Appendix B
AstraZeneca Core Data Sheet(s)
Core Data Sheet Date
MERREM/MERONEM IV, 500mg,1g May 7, 2010
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AstraZeneca@

CDS
Drug Substance Meropenem Trihydrate
Date May 7, 2010

Supersedes April 6, 2010

Core Data Sheet
MERREM/MERONEM™, 1V, 500mg, 1g

Use of this data sheet must conform to the current AstraZeneca SOP for “Development,
Approval and Maintenance of Core Product Information”
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AORRLIKFIY 6 1.7 BERSA—ER

A ORRLKFIY
R R AEE— ST ERERE
[ERetE (FEBTE) BEx REZEE6g/H]

CTD % 1 &8

1.7 RERMR—E
(REThR)

REFERAEHASH



RERMN&—E%
AFCIRAE S NTODEED S b, DA/ ARHAREMATHS [ R Y RF AR RO TR+ 5 37 8 845
ERAERSS & U TRIR LI,

A R B KF)

(THIE - B 16 RO L OEHEEF

RSN

WREaRRA REI TS

T Ew O

BEE4 An &yzﬁiﬁ.ﬁ% JRA T V025 74 =8y 7 2® SR 025g B =R 0.25g
7 asy RS AT 058 7 4 =%y o A% SHEA 0.5 B = ER 0.5g
Am LRI Y b oS 7 4 =3y 7 2%% v b IR 025g
=HA R B AER MRS L8 37 S B— =Xt
AR ScAAs 1995429 A (/3o 7 /L85 200549 A (REH 0.25g) 1993 4212 A
2001 &£ 6 A (% hEIAD 20142 11 B (IEELAL 0.5g)
2006 4F 6 H (% v REED
ZhERE 201041 A 201245 A
BHEEER | 200449 A 2004423 A
EHEER | 200449 A 2004 %29 A
a2 3o o con A ;HH ' N
H /\ N Ol #, I:N />._g/;[‘~/ NH fywj\ﬁx\/tﬂz”
coat i QAP HoT " ~
O, [ N1y CHz S W HH
H 3 N \\v |‘~~\/ NH
110 ——lJ‘/ ”S';fl - 3H:0 Pl smeekon _REITay
o L, " H0
U5 fahaksy - &8 AR - BE HHELSY - &
<N T ABIFI 2 025g, 0.5g> * IR B U~k AokFad 0.25¢ (FI1) <A TOVEE - 0258, 0.5g>
<1 34 TU A R AKF 0.25g (1) < VR R U AR sk En# 0.5g () 1A 07/1/43/\":/\“4)% (B/A) 250mg (i) .
1 T A R K 0.5 (HME) < 1%y hR R Y 2k A7kFa9 0.25¢ () A~y X7y (HRE) 250mg
<% v MUH|: 0.5g> 1AL T AHRSR=R S (BR) 500mg ().
1%y MR IR A AR 0.5g. (1) ~FI7my (AR) 500mg
& BLRRER T R U T A Ak MY v A pH FREH

FE—EREHE L1




A LR AKFNH

(THE : 2 16 D S OEHE &)

R U R LK

NRarkRh o REITay

= KOBEITEIRELRNI L) FOBHEIIES LRV E) KROBEITIHEE L2V L)
(WAFRIDES L DY s v OFREBROHABE | 1. KHOBRDICEDv a vy 70OBEROHHEE |1 AROBSICL 2 v a vy 7 OREROD 55
QysLZaigF k) v akEhoBE (MBEE |2, Sv7u@gr kY v aziidoss (Cun| F

Ml omERiR) ADRIENRBRERTIBTNED D, ((BEER | 2. v 7uigr b v ragkEdoBE ((REE
DIEZR) ] H| 0mEERE)

RBIR= (ZROBHFTIIHRE LW Z L ZFAIL T35, FZoBHIZREE LRV E2FERI & T55, FOBFITIIRE LN EE2RAIE T 55,
BOSELTAHACRERICRETS L) BCULBELTIHACRBERCRETH L) BITLEETAHBAICEBECRET D L)
AR ORI LIBBIEOBEHERD & 5 B AFIDBA 5 LBEUE OBEREOH 5 BE AFI DRt UIBBE OB D & 5 B

LhEE - SR | 1. —BRRYE < WRHE > < WERSHERE >
<SRG > R URRAZBHOT KU RER, LV ERER,

AORALIEHEOT RORER., VUV ERER.
BRREREE ., BERER. MERE, =57€5 (7
FGUNAT) HAF TR KIBE., vy
F—B, JVIVZTR, T E—R,
vZFTR, TuTURE, e T TR
A LINTYHE, Ya— FEF2ZE,. FIEHE.
NeTHRNATF YT BT RNTT T A&,
FLRT TE

< JHFE >

BOMRE , RV R, U o Y - ) U8R
*. HME - BUER CFMAI% O "B, ITFE
FE. Bk, BIEix. Rtk (ROEFEERE
FETe), Mk, MRS, B, BERRBHED
TRy, BEMEEREREA . BRB K. EEL, B
;. BBk, FEE. FENRYE. FEMBR
K. TEHMOME. LIBEREIEE, BRAK (&
RERK & &de) . PEK, BIBEX, BEEADOR

fiBRE, IBERER (v Fnavyb . 72y
TAERL), BTIRT (TTNAT) - HH
F—U R, KBS, YhraXrF—FK, L7
TR, mrFunsi—R, ¥I7FTRE, o
FURE, CNITRT «c ®FAH=—, TrEF
VTR, A7 AWE, BIBE, TIA RN
g E—F/, XTRAMV T bavhIRE, NITT
uAFRE, FTURTITR

<SHEIGIE >
O fE, Rgutt OB
OBEMRERYYE, Vo YE - U gk

OME - BUER OFHAIZE O “IRRS

OF#ti%k, B#E%

Onfeg - MxEE%, Wik (URPLEEZL, RykEH
Rg e &)
O&%,%%%,%M,@ﬁw&%ﬁﬁwiﬁﬁ

OBMEMEREIL X, BREX, AIRE (BIRE,
BAEEE), MR AL (BIER)

O, MEIERIRE

Ofnggk, B, TIRE

N RAZBEO T RORER., VoV ERER.
fRERE. BERER. €778 (FF7n27) -
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LRT T B

< TP >
HOMgE ., Bt PR, TR B RYYE, Y
R Y R MG - BVE R OFIAIZE D
TkE L, FTFEDEIESS, BREsk. RGN, EEE -
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(WARFNL, DUTFD 2 FEE - EMCRST 5
z &,
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BN EBRE TR CERWEAITIE, Ak
BBt PR L LTHET S Z &,

R - Al

AFNOEAICEEL T, B5RM% 3 BZRARL
LTS OICHERR ERNLEMHE L, E5FIEX
L&D EE AN LY B X B RE DRI EAT D
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i) % 2~3 [ENZHEIL., 30 LA LA CaEd
15, 28, FiH - ERIZS U CEEHERTS
25, EE - SERMEREMEIZIX, 1 | 1g Chil) %
ERRELT, 1 B 3g (ifli) ECHEETHI LN
TE B,

BE, NI A TR AL LT, 1 H 30~60mg
(afil) /kg & 3 ENZHEIL, 30 U EMT TR
FFET 5, ok, S - ERIOE U GEEER

AN, EIE - HAMERYYEICE, 1 B 120mg (7

i) kg £ THEBT AN TED, IEL, A
WZRITA 1 BERARE3e (H) 2820 E
&5,

O1vimtt e % ;

BEL A AR AL LT, 1 Hég ()
%3 EUZHBIL, 30 PLEoT CalEEHEdT 5.
2B, FEih - FERIZG U CEEBET 3,

BE NI AR AE LT 1 A 120mg (]
i) kg % 3 BEUZHEIL ., 30 77 LA BT T aife
15, B FEi - ERIOS U GEERET 5,
L, RAICEITS 1 HHE 6g (Oil) 2#Ex
AN e

2. BB IR E

WHEL. RAZE AR AL LT, 1 A 3g (Hf)
Z3ENZHEIL. 30 DAL TRIEEET 2.
W@E PRI A B R AL LT, 1 H 120mg (4
i) /kg % 3 ENZHBIL. 30 LA LT CafRE
"5, 770, BRAICEITA 1 B AR 3g ()
EBzRWI L ETH,

R U ~R AR

HEIEMERYWEICNX, 1B 0.5g Chfl) &1 H 3 E#
51, EERLELHBINDHEIZED 1 B
L LTlog (), 1 BEE L T3.0g (Iiffi)
TRETE D, ;
BE, NI FY R AL LT [E 20mg (F1)
/kg % 1 B 3@, 30 5L ki CREHIET B,
2B, FE - ERICS U CEESBT 52, BE
HEAMERRYWEIC I, 1 E 40mg (Hfl) /kg T CHER
FTRILENTES, 2720, BREEDEREIT 1 [
1.0g (Jiff) £TLT5,

RoREA RISy
L2ENZAEILEETHZENTED, EL,
RN 1 [E 1g (i), 8592881 60 AL
NFTERETHZ &,
ANRICIEIEE, RS=tr s LT 1 H 30~60mg
() /kg % 3 ENZHBIL, 30 S5 PA LT TR
WEET %,
¥, Ei - ERIOS U CGEEENT 528, B
XITEETEEEYYEIZIX, 1 B 100mg (M) /kg £
THEEL 3~ BIIaBILTRETE S, 7L,
BS5EOERIT1 A 2e () £TLT 5,

(SR ORI
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B, L. EHAKREEASEERELE R LRV
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Cer®23 50mL/min LA FOBEEBRBZFNOERS
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26~50 1 EH ) DREBEBEYT
12 R AR
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<10 \Bibib OS5 ES 2 ICHEL
24 BRI G

XIVTF= I IVT TR
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[
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THRE ER, BEREESOPIRERER
NEZ YT, )

QEBERBRICET 2ER (v FTIRAERAE
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DARANXIES, RBIIREIWE, BB, =K
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VAR VBEREOBMEREOH 5 BE
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#ERED
IR (BE)

AR LK)
(TR - 5 16 JRH 5 OEFEHF)

(6)AST (GOT). ALT (GPT) L&A HHbN5B
ZeRHHOT, 1 RBM EOERIZE LTI,
VTP RERE R ER T 5 2 &,
(NFEBNELT P BRI AE DIBFRIZEN T

WCHEBTHZ &,

DAFNL, FHERBAETH D HORBENR
LNTIHFEICRE LCHERTHZ &, (ke -
ZhERIZ %ﬁ#éﬁﬁk@&%J@ﬁ%%J

DpF PR BREOEENRD bhHEI
AH|OFSFILEEZETDHI L,

IMEEER - FHANBFEOIEREDORETH D Z
& PHER EN B AT Ee MR B O 5
FHETAHI L,

LT D

K YRR LKk

RERR DL - _E ISy
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PERESR (R L2VnZ k)

3. ¥#EEH
BERZE (ERALR2NZ L)

3.f8E/EH
BrRZS (BER LAV )

B FEERIERR - #ETE | HF - GRET HAlLE BRERAER - HEE 7k | HF - faBRET KAla% BEPREEMR - HEE Ik HWr - ERET
AV a1 AR EOFFRIZEY AN BFEBR S RN TufgEF b)Y | AT e [EEEREA NS u@gd b ToBEOLRRE | FRCBSWT, K
ol 7NN T aEEQMPRES [ THRN, v b BEMETL, TA U BETFTL., TAPAD|HRALTEED
FRur ET L. CABADRE 50y B A DFENE R Sy RIERERT D LN | FA 00 RS
NLy PERTDHZLNH D, ALYy, TEHEIBENEH B, ALY HD, ﬁ%ﬁ#&ﬁi&ﬂ‘é &
VA (el P ' A ol % PR EZH6NTN5,
4 BIfER 4 BIfER 4 BHER (REICISEESEH TE 2V ERIERR
O—IBYLSE <Bk )\> LEETe,)
AR E COMRRARIZIT 2REGIEK 2683 B | Az 01T 32 MR 261 835 6, BIVEMA | #IEHS] 20,258 FIHEMEH (RAREERE 25T)

$¢%MUS%)*”¢%%)it_”9ﬁﬁm9%)
CHEEREEOREEGNARD B, EbD
IX. ALY (GPL) E£H (7.9% : 203 /2573 #).
AST (GOL) E&H (6.9% : 178 #2573 4l) . 78R
RIEE (3.5% : 82 fil2345 #) ZThH o7,
HER % O A R TR 5242 Fld 567 7 (10.8%)
ﬁ%ﬁk*ﬁﬁ{ﬁwi%gé‘j% E@EHIH/E;H 73‘:1@&3 >
f:o EAEWERIT ALT (GPT) LB (33% :174

iﬁm(M%)uwb%ﬂto£@B®ﬁ T
6 5l (0.7%), FB 5% (0.6%) Tholw, Eiz,
BRBREEOREEIY, BE L ERE L -2t
R g 818 B, 195 1 (23.8%) IO b,
b0k, AL (GPL) k& 102 #1/806 #
(12.7%), AST (GOL) EF 78 51807 #1 (9.7%)
Thol=,

BIE - SHAMRYYERE S S L Lz 1| 1.0g (D

BEHRE SN0 2,119 B (10.46%) T, FOFE
HDIT ALL (GPD) EF (324%). AST (GOT)
EH (297%). fFEeERES (1.13%). ALP E5H
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LThotl, (HEEKRTH

- 89 GHOENCT ey O

EH—WIEEEE LT

01




ERED
EE (BE)

AR Ak

(TR - 2 16 RO L OEFE &)
). AST (GO EF (0% :1554) ZTho
7o (FAEERTH)
NRO R - BEENEOENBERRR CILEE
BEEOREZEEE ELaWEMAN 52 Fld 23 #
(44.2%) 12388 Hitz, EREWEMAIX ALT (GPT)
EHF (26.9%: 14 ). AST (GOT) L5 (17.3% :
9y HThot,
AN R ERE FRUETE 1210 #1173 41 (14.3%)
IR BEEOCRELSH T SHEERANRD bh
Joo ERBUWEAIIAFABIERE (6.0%: 72 4). AST
(GOT) k& (2.7% :33 #). ALT (GPT) L&
26%: 314 HChHotr, (BEEKTH)
ALBRYERERS % D At - ABA T OEMNBERR
(BRA) THEBRGEMEDZEE L& L STEHER
»n 5 il 5 BlZERD bz, EABIVER T ITEEE
EE 4 ) Thotz,

OZEBE T PRRRAE

AREFE COERNBERZAR RAERO/NR) <X
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E (93%: 10 i), ALT (GPT) L& (84%: 9 #).

Ff“ (6.5% : 7 1), AST (GOT) L&H 4.7%:5

WJ) '5—%(&)’37;0

R U ~Lx BKF

i) 1 B 3 B 5z L 5 BRRRROL 2 S

B 101 B, ERRREERF 2 S0RIERI 42 4
(41.6%) TR/H BN, i bDik, ALT (GPT)

F5 14 $1(13.9%), AST(GOT) L& 13 #1(12.9%),

y-GTP EH 9 5] (8.9%), T#i9 #l (8.9%), Al-P

LR 76 (6.9%) Thot,

</NE>

TR R B BTl 85 107 B, EBRR
EERF ZEEERT 30 1 (28.0%) TR HH
Nz, E2b0i%, TH 146 (13.1%), M/
% 641 (5.6%), ALT (GPT) LEH- 64 (5.6%) T
HoT,

RE=RR A e R_RFI Ty

WEXLEWER
D¥avy (01%RH)., 7F74 7% — 0.1%
ES )

BEL+SICTV, R RS | RS, ANE
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fI Jiik=g2A N %ﬁﬁ%@ﬁhﬁ%%bhh%
IS EPIE L, EEARAEERITY &
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mﬁﬁg CEMRERELSIT O R PEEY S
R

247
LY AN e N S s A | A O

O)EXR2BIER

VYav sy,  TF7 4 7% —HRIER GREFH) :
Vavd, TT749%—RERTREITZ
ERBHBHOT, BEELHSIT, &, 1

HNEF R, %@ E, FE, FHn, BFes
Hobhi=B/IEEEL®IE L, EURLE
EITH5 T &,

DBBERIG R (0.1~1%KHK) : BEERBASE
DOMEEZHES EELRRBARDHLDOILEZ LD
HAHADT, Em, EEOTHRRD bbb EE

1) BEX22EIEA

1) YavZ (001%KHE . T7F74 7% —#
R EERR) :vavy, TF745%%
—RREWR (R, OWNEBEFER, Wi, I,
HE, B, ®BiT%E) »EZ T;&ﬁ%é@f
BEY 570, BEARDONIZIEEIZ
EblzEs5erhib L, BOALEBLATY>Z &

2) BRRRARSEGRE (EEARWH). ‘?ﬁﬁi&ﬁ
WA (MEEEREI) - B JE R NE IR E B B
(Stevens-Johnson JEERE) ., FEIER KEE
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WEIRABEITOI L
aﬂﬁﬁﬁ(ﬁgT%ﬂbxﬁﬁﬁﬁ%(ukd%

R . BE (0.1%KTH)
BIEIT RS OEERFR, FEEES, JEM
%Ebﬂé’&ﬁhéwf m@% ﬁﬁ%
oﬁkﬁ 2 hHSITATV, BENRD bNEE

s R L, WERMEERTS &
@%ﬁﬁk%&%wmﬁéﬁoﬁﬁﬁk%&
(0.1%RT)

BELE STV, BB, BEOTHRAS LD
NESACIIELICHEEL P54 VEY:
WMEBEITH &,

SEHEAZ%. PIE SEREE (0.19%:K%)
BELT4ITAT, B Wk, MRk IEEE, K
X BREE, FBRERESSE RS bbhiEAI
FEEERIEL, BIBEERVECRIOBRESS
DOEIBNBERITH L

Qﬂ&‘ﬁ%ﬁ%%®¢mﬁﬁﬁﬁ(M%iﬁ)
BEE 512170, 20 X5 RERSS Hbh
=SB E b3 57 EENRAEETT
5T &, BIIBEEPRRMEEEOSH S BE

R RN O T, BETHERICITEET
5 &,

DHFRBHERZBEEMMEE (Toxic Epidermal
Necrolysis : TEN) (0.1%:47) . B WAEEARGER:
B (Stevens-Johnson JEEREE) (BEEETEHY)
BEA STV, 2oL RERAS DD
AT S LRIt U, BB EITS Z
L,

SLMERMER/D, EEIERE, BmiEEm (FEER
DY AfERE . f/ MR (0.1%31%‘??&%)
E%% WWMiEREET O R YREL +5

. BENF b%ht%AkiE$%¢¢L

R U Rz AKX

WITEbICRE 2RI 57 EHEU R AL E 21T
&,
IFFHEEERER, HE (BEARE) - IF#EREE, &
ERBL LN ERHBHDT, Eﬁﬁéﬁ 2R
FITH R FERE LT, BELAROLN
RSB EEPRIEL, EURAEEZITY Z
2:0 :
HEMBRE (HEARH) . B rLeE0aER
BEENDLLONDZENRNHBDOT, EHHIZ
BREZIT O 2 PBEEZ+LITY, BESR
LB liRksEsdi L, 1@@3739&%%?‘7
T ¢,
S)LMERMAE, MEERERAE, BmBRMEA, f/hi
B (BEEFRD) MBS, BEERIERE,
HIEREA, MM RS bbb T L 2h
50T, EMHICMBKRELIT D 2 LBEE+
STV, BEARD LB EICIIRE L H
IEL, BERAEELTO &
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Ny v DREEDHFHTSHZ

WALV | ED3H B,
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DEEEEFPRDOSNT, b Dld, ALT(GPT) L7
(7.9% : 203451/2573%1) . AST(GOT) F5-(6.9% : 1784/
2573411) . HFIEERIG % (3.5 % : 824l/2345 %) T d > 7=,
T R oD 5 P f6ti 38 7 524241 v 56741 (10.8 % ) 1 Wi PR
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D R A% &LRIERDEED St EarlfER- X
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W% oI T\, 2D X ) BIERDH o b 56
WId B G Z Il 2 4 Sl A LEETT ) 2 & FRIC
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B 18 %4 % AR AiF 1% B¥

(Stevens-Johnson fEf&EE) (BH L ARHT*D)
%17 T V™, 20 &) BEER2H & b GG
IIEBEG 2k L, WY 2 00EZT) 2 &
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CK(CPK) I &,
VFAER NN
B, M A e
JER IR R R
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2FE#IETIEEY 2 VKR ZICK 2 HIEIAD S 5 bit s

ZEDH B,
6. 1R, ER. BAREANDERS

(DI SR U T 2D & 2 NS 3G Lo
WHEDERTEZ ExH 3 EH SN2 EAICDOARKES
?%Cki%%¢@&5ﬁ%?%%éﬁu%ﬁLTw&
Vg

QG2 8T X 5 2 L, (@ EBRCRAP B
13522 EDFD SN T B,D]

1. NREADRE

{RHZAEREN, FiAERICT 2 2e I3 L Thkn,

P D /) VL PR 3B T 1d . iR D AST (GOT) . ALT (GPT)

ERBL MBI TW S, (TRIEH ) DTESIR)

8. AR RERRICRIFTHE

(DT AT =7 ZRREZT 4 7 Fik#E, 72—V) 7
I, 7V =T 2 Mk BIRBRE TR BEEE R TS
IEMHBEDOTHET I L,

QNEE Y7 — b 22 RT3 2 D LD THEET 22
E.

BuubtY ) =7 URETRBBEERETE2EBH D
THETS L,

9. BRLDER

(Df% G-kt
AN SRRSO RERT 2 2 &,

()7 Bk
DIRFRBBIZERICiI AT 22 8, 2B, P22 THREE

WL T 2ATY, HREMSIRICAR L 7254, =
HARTE IR BIFRIBAPIC, 5°CAFE T3 24 R RI AP I
T2IE,
0.5g /34 7LEIKI % | 25 + 2°C TR ICIAR L 7 &
. ARIDOFRIEIIMIAHY 90 % B2 75 L 7= Wi DT
. TR LR oIESH,
2) AFKIAMNG, VAR I3 (0D & BT (8] % 3 2 23,

BRI AK DO INIZHEEL v,

10. ZDMtDER

(IfLIEMEREIR A D Tk, HEROHARBICL 2D 0D
E2, EYHPPRICREAT LR T R 2 s, %
DOHRMHEREIRBE ZE R T W LMo T WV 5,

EW OBERERERICE VT, T v b D14 HREEIRN %S
BT, 500mg/kg 2 N 1000mg/kg & b 12 B w2 R
B 2 GO SN ot A=A FLDTHI
IR # G2 T 13, 180mg/kg S OF 500mg/kg THe 54
A —d P o JR S TG i (ALP, y-GTP, NAG) D1
AR D &4, F 72 500mg/kg Tl IRANGE R D33 0
57z,

(3)7 v b D 3 HERIRN L 2 3Rz I BV, AST(GOT)
D FR23ME D 120mg/kg DL L& 5Tl stz £
72 62 18R ER T IZAST (GOT) e (’ALT (GPT) |-
Sl 240mg/kg DL E D5 TIRD & 7,

WEYENRE
1. MAEE
Tl HERL A 307 MR E L 2 A DM B EE R 5 A — 4 1%
REDEEDTH D, MBS EICKEL THR L
770 BREER AT 3\ Tl 505 O AR N B RE 13 H R 50 & 13
LA TH Y ERMEIZED Sl o 7,08
BRI 5\ % SEYBIRE S5 A — 5

el Cmax Tis AUC CLt¥1 | CLr*2
(%0 (ug/mL) (hr)  |(ug-hr/mL)| (L/hr) | (L/hr)
0.25g (6412 | 15.8 0.98 16.3 16.27 9.60
0.5g (6%1)2)| 26.9 1.03 33.9 14.88 9.44
g (6#)2| 53.1 1.02 58.0 17.46 10.50
28 (66| 131 0.92 170 12.01 | lERd

DIV T IR %2 BoIT7I0 A



1000
Cmax
3043 1 e 2g 131 pg/mL(661)
100+ lg  53.1pg/mL(6f1)
0.5 26.9 ;g/mL (661)
i 0.25g 15.8 ;g/mL (661)
e 10
"
o1
i3
(ptg/mL)
0.14
0.01 T T T T T T T T 1
1 15 2 3 4 6 8
gl (hr)

R0 B R 0 T P EE (fEBE R ) 224
IV IR FR A 12 30 43 s B L 72 5 & o MU R R %
HoT, A2 L —>a YPKENTIC X DB N TIVIER
FoEEYTHoT-,

AN ESE R I B AR E 2L —> a3 YPKET L

NI R—% e = B | CV %
2075 A(L/hr/kg) 0.428 + 0.0151 —
Pl av =XV ot s A (L/kg) | 0.287 £ 0.0181 —
8= AV 2 Y75 A (L/hr/kg) | 0.0452 + 0.0203 —
KR = AV Do AE%RT (L/kg) | 0.0537 £ 0.0127 —
2075 ADMRKR A B 0.0229 + 0.00812 | 15.2
fERNZS) 0.0975 + 0.0214 32.0

E7o, LEOETFVE MG THE L 72, AR REHHUEEH D
HYFRE N T A —=F IREDEE Y TH T,

AL — 3 YPKETF D SHEL 7, INE—BEGYERE D
SYERE 7 X — & (BG40 1 3097 sigai:)

HEYIE T X =5
e b (150 Cmax T8 AUCo-
(pg/mL) (hr) (pg-hr/mL)
10mg/kg ( 64) 23.34+0.96 0.97 £0.03 21.91+ 2.42
20mg/kg (36 451) 47.65+1.70 | 0.99+£0.04 | 46.83+ 6.04
40mg/kg ( 8%1) 97.33+5.22 | 1.01+0.04 |101.55=+ 14.29
il = B 7
1000 === = == m - m e
m 10 mg/kg
W 100 0:; ””””””””””””””” 020 mg/kg |
N O%AA . A 40 mg/kg
Q
10 fO--------2 g o
o A
. oo § a0
s ° ° ] % ® O A
,,,,,,,,,,,,,,,,,,, T S N
3 1 :I 0%80 %0 &
(ug/mL) o ° oo 0 00
P o &
P w0 °_ T
01—
=30 0 30 60 90 120 150 180 210 240 270 300 330 360
BG4 T WD © OFGERER (min)
A0 AV EIERERF O MU RS (NG 47
2. HEittt

FELUTR& D HRIS L, TR B OV iR Y 3 1
3047 M ERE % SIFE £ TO IR EEIER L, A TS
I 5 T60~66%2 TH hH . INE—MEYYERE TIX
61 %D TH -7,
3. HHERBIT
WER.O AR BH, THo 5 ) [P E Y Bl 210 4%
I REF BT E R L,

4. BEEROMAURE. RPPER

BBEED H 2 A2 0.58 % 3057 MM ERE L 72 B4 0 Y@k
NIRA=FEREDEBNTHY, BB TIZEVIRPAD
PEISREDMET U 72,0 £ 72, e BT Ao R
S5NTV 231 ftst ARIZBEEDH 2 IBFH KL T 3
Baicii, 55, BERRO#Y) 2 nETh 5,
BlEEo b 2 BEICE T 2 EPBRE RS A — 51D

Cer*1D Ty AUC CLU¥2) CLr*9
(mL/min) (hr) (ug+hr/mL) (L/hr) (L/hr)
=50 (45) 1.54 36.6 14.64 7.61
30~50 (44) 3.36 74.6 7.67 2.78
30= (561) 5.00 186.8 2.99 0.92

¥DILTFZ VT IV A %) IUFE2)T IV A )27 I A
TR AL OB B Db 2 BFIC B BIRWIBIRE S5 2 — & (JLE A1

Cer*h) To AUC CLU*D | CLrY
(mL/min) (hr) (pg-hr/mL) (L/hr) (L/hr)
>80 ( 6#i) 1.05 36 15.30 11.58
30~80 (101) 1.93 88 6.50 4.37
2~30 (104) 5.22 179 3.39 1.24
<2 (680 9.73 360 1.52 WEE

MO IVTFZVIVTIVA  x2) [MIFEIVTIVR ) EIVT TV A

WER PR
1. —RRRESIE
(A
WC M S N7 EHBREGAR 2 & T IR ) b
TREBIEIED] 2 A R & L 7 BRI DS IR E D & &
DTh D, Z DAL, 82.7% (1501 41/1816 41) TH > 72,
e R B R

I S

AR (HAIDL)

B (%)

i diiEng 78/118 (66.1)
;ﬁ%‘lﬁeﬂzuﬂ%ﬁ %El@ﬁ%@%ﬁ DNZAYE RN 332 (96.9)
TP e s 13/13  (100)

IVE} - BpAL | s 25/33  (75.8)
BHEEYE | BIfiiZE 11/14  (78.6)
IME - BMG S ORISR 0 & | 51/62 (82.3)

WA E | Bk 28 Ok BHIEES %2 & ¢e) 21/23  (91.3)
PEVENPI RIS D G 169/205 (82.4)

fiti%¢ 412/471 (87.5)

it 17/20  (85.0)

I g 5/8  (62.5)

PREEESRE | BlER 122/158 (77.2)

BUEVEEIE 22 222/278 (79.9)
JIF - MRGEER G | IHZER 19/20  (95.0)
b AHAE 58 34/38  (89.5)

IS 5/9  (55.6)
HEHE 58 89/113 (78.8)
f ARV | T E R 19/20  (95.0)
YufiE TR P 44/44  (100)

TEFOHRE 10/12  (83.3)
IRRMEIR IR | IRIN 2 (HRERE % & ) 2/3  (66.7)
HERBHAERE | hE 2% 36/46  (78.3)
YUhi Al PR 27/29  (93.1)
HRL - RS | S 25/25  (100)
PHESUE ST | T R DR 14/22  (63.6)

& it 1501/1816 (82.7)

[E] PN T HE i & 7 AL PEBERR 28 (i (RS H) 2 MR & L 72
FAR BRI AE OB IIRED E B Y THhoe, -, MIFYF
NEIEN ?5%@7%&@&5—%7 SHHD VT R
Th-ot W

ALBRIEREITZE DER AN A
AR
BGH& T L T8 HH
RIS 5/5 5/5

s 5 BRIGIR 2> © (BB PEBIRR 23 12 £ 5 KBRS W O SGE DR & ., B
VRO I FEE (S SR U L) o 1 33 VBT 2 D I 2358 9 &
Nkt e TR L L2, BB G KT % 6 G T8 HH
F COMNA DY Z (A L 2854 b iR e L,
SEIE3EE N ae At s v S, 5B SEIZAITE A T 1
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(202
[ N CHHE S N7 R AR O E IR RO LB TH
. ZDRARIEZ, 95.9 % (47151/4961) TH - 729
OB MR A R

. A1 (G5 L)
R A W (%)
i 22 (=)
WCIIAE (BEv>) 44 (-)
AR R AR B R G ) v o%
B s R 4/5 (=)
L Eingng Jifi %8 25/25 (100)
IR 01 (-)
PREE RS B ER 33 ()
(LR 58 56 (=)
H SR e RHR 3/3 (=)
PR DA REISUE GUE | 508 /1 (-)
& it 47/49 (95.9)

MBS C I S N7 IR OB IR KD LB ) TH
D, Z ORANFIE, 98.6 % (290411/29441) TdH > 7z, F 7z,
ALBRPEBEIE 28 12 D W TEHIEERC R G4% T IR D L A7 3R C 3T
filiaCTE D, 97.3% (10941/1124) TH > 7z,

OB s R A R

, AR (EEILL L)
7~ i @ B (%)
Wi (&) 37/37 (100)
AR R VRAE N BE R iz ) oo %
=N TP 37/38 (97.4)
HVEBH B SV | IME - B S OV T Al
D R IE G 22 (=)
I i i JifiZe 95/96  (99.0)
LSS /1 (-)
PRSI AR BB R 71/72 (98.6)
JEIPE N & ki MBS 6/6  (100)
(LR b 2 41/42 (97.6)

& il 290/294 (98.6)

2. FENVEIFARIRIFAME
FE N C 9L & 4072 FE B A rp RIS AME JE (A VN %
R E L AR OMBEIIRED B ) TH o7 10

REERGN S
Rk
#H54HH #5.7HH
W% (%) W% (%)
A 40/100 (40.0) 42/100 (42.0)
N 4/6 (-) 3/6 (-)

# 1 H O A A337.6° CARMICREN L . 2> L. BRI 2> 5 0.5°CLL
R 73 TR EAE L 7,

W GhERIE
1. ME{ER
75 LB, 7T LR R ORI 1 LIRS W
AR PV EBOPIETEEZ R L, 2 OEAIZEREN TS 5,
e, 77 hEEtEREIc N T 2 9 L IR EZ GG 7R
Y BEIEFEREN: 775 DEEPER IR L T O BN PRI R R T,
a7 7 LG - BEERICKVELEINS -7 7 FVv—F
WL THORETH 2, £, [ERD AN ANRR LZRPIEY
Ek@%&D\tb@%?tFU&f%f—EJKﬁﬁT%
2% 16~26)
2. fFFtERF
R ) VAR (PBPs) IS WEAMEZ R L, s o fh
BEAIR INEER 7 F R 7)) A v OYEIBIK) %2 HE T 2 10

WEMESICRHT 2BEENAR
—ftf 0 A 13 LK (Meropenem Hydrate)
%5 : MEPM
fb224 : (4R,5S,6S)-3-[(3S,55) -5-(Dimethylcarbamoyl)
pyrrolidin-3-ylsulfanyl]-6-[ (IR)-1-hydroxyethyl]
-4-methyl-7-oxo-1-azabicyclo[3.2.0]hept-2-ene-2-
carboxylic acid trihydrate

12 CirHosN3 058 '3H20(437.51)

PR AR GO EOMETH 2, KITRREITITL L,
I /)N B) NPT FNLIZ—FNICIZEAERIT 2
W, REBKSET B )7 LRI 5,

Al A RII70°CARNE 2 & BT E @ LR ® ., 230°CHHTE THRE

& e o THAL () L 72,
SHRRE : 1-A 75 7 — )L i KRB TARMIE1-F 278 /) —)L
JEICIE & A ESTES i,
EHEEWEDES
(DRGSR O 3
ISRAE v %

S 0.25g~2.0g (JIifi) X472 H 100mLEL [ o> H Jey 2k FE £ i i
HACIRIRT B, 7277 Ly EERKIZERIC 22 S v o Tl

LZawnwZ e,

2% vt
AT A BRI 100mLIC THIRFARE S 5
(ARBRAE ST )

O ERN VS ZE 2, QRBZEMT,

/%\/@\ BERER
=)
SN—— T \

—

ol

QUEMEIR T2 FOO ST @A
LTtz s ¢, &5 i
VIR oy 2 AR D R LA
L CHH 2 S8 SRR 5,

&

2% v bTIE, TROMICEET S22 &,
DEFOSEZ R T 2720, RfhEEA TV 2 P33l R
FCTHEIL 2k,
2)RDBFAITIFHI L 2\ 2 &,
OASDBHE L T 2 & I RRMEDTH L T2 & &,
OWFEEDBHENTIC P EME DAL T 5 L &,
OFUEMEDNZE LT3 & E 0, SEHVARRT I AR D
L Tw3 L E,
NEMOWHEY IZB L ZOHLE L THHATSZ &,
(3)3: 72 i & DIAZEAL
0.5g/3A4 7VEIAZ 25 £ 2°CTEAMMRICIEM L 2 L &, &
HIDFEAF SIS 90 % DL b2 7R L 22 TR0 ) TH 3,

L] k4 FA7 A
A (mL) 7N (h}) H
AR A 10 6
100 24
5% 7 F 7 R 10 1
100 3
XUy bES% 500 3
SRS 5 % 500 3
77 F v MiE 200 6
10 % E1L-3 S 500 6
KN 351 200 3
500 6
V) 7T 35 200 - 500 3
V) 7T 3% G 200 1
500 3
74 F YV =)L 3 500 6
TN T U b 200 3
500 6
74— DiE 500 6
VAV 2 e dV2 (1 500 3
A% a— L Riifig 500 6
705y 7T 250 + 500 6
575 v 7 Gl 500 3




max

ARV RTHHANA 710.25g 1 1034 7L
ATy N4 TL0.5g 110284 7L
AV EEAEy F05g 110% v b

[_EE: 34

)
)
)
)
5 BRI H s+ HALAREA MRS, 51(12) : 762, 2003.
) I1IIFF 3Z 22 : Chemotherapy, 40(S-1) : 432, 1992,
) AKHF5 %22 - Chemotherapy, 40(S-1) : 302, 1992,
8) 1 - Hfi22» : Chemotherapy, 40(S-1) : 520, 1992,
) /NEFIR F1220 © Chemotherapy, 40(S-1) : 500, 1992,
)
)

(2) 229, 1993,
12) Christensson, B.A. et al. : Antimicrob. Agents Chemother.,

36(7) : 1532, 1992.
13) Leroy, A. et al. : Antimicrob. Agents Chemother., 36(12) :
2794, 1992.
Leroy, A. et al. : Eur. J. Clin. Pharmacol., 42(5) : 535, 1992.

=

o

LY " z5 ¢ Jpn. J. Antibiotics, 65(4) : 271, 2012,
YR )i /e K i52» + Chemotherapy, 40(S-1) : 74, 1992,
{EHfEHA iz : Chemotherapy, 40(S-1) : 90, 1992,

H 35— 52 ¢ Jpn. J. Antibiotics, 49(2) : 175, 1996.

9 $iARHFE T 12 ¢ Jpn. J. Antibiotics, 52(12) : 695, 1999.
#ARH3E T 1320 © Jpn. J. Antibiotics, 54(4) : 145, 2001.
SRRz ¢ HALAAREE A2, 52(1) ¢ 1, 2004.
IIETE# = 52 : Jpn. J. Antibiotics, 57(1) : 70, 2004.
I E =5, : Jpn. J. Antibiotics, 58(6) : 655, 2005.
IIETH# = 52 : Jpn. J. Antibiotics, 60(6) : 344, 2007.
I8 =55 : Jpn. J. Antibiotics, 64(2) : 53, 2011.
PO Tz EGYELHERE, 81(6) : 669, 2007.
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FEANRE FEMNBES

FERE, BSER, SEEELOBERE, L

2. FEBWEAT P ERIBUE

cHET—UR RIBE, YhansFZ—&,
yuryRg, TubF TR,
N7FafTAR,

TEVER ERRGME., V o8« U U R, SME - BUE R OFAAI%
BHk. Bk, RkR (RCEAREREZ D).
PERERER e D TR e, MRS, BWERB R, BEEREL, HEX,
R, FEBHOMK. LIREBEEZ, RAR (2IRERRZE10).

JGEER. MEAE. T7

JVITVTTE, T
A 7N W,
FLURT

0D TR
M. FiREE. IR, 12

(BAE (BLehR) L0)

A B DOZRIBE - xJJ% () CTILESERER O E
EEILRD,
1.2 Zhek - IR () DERTERHL

(CHATOWRMILE F16 ) »oHD

RGBT MWERIED > B, BAOEMERERICH L CIE2g, 1 H3REREIZLS

BREZARELTAZLEAZEANETALDTHS,
Lo T, AHEETIIE - ZIRICTEFT LR,
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2. A% BAE () RUFOHRTREMN
21 R#&-HAE (B)

W% - AE
AHIOFERICEREL Tk, REFME 3 AZERE LTEOITHEREDLENHEL, &
GIEX3 & 0 EEI R MANC I D B Z 2 REDPREEITO 2 L,

X plr AP E HIAR ) %IILT - 14 El‘lr}n Loz > 1
L WA A 1 Bl S A0 2 RS A Y . = T T = oy

1 . —RRRRGE

OAVIRMEBRRE S DLAN D — AR FRYSE

BE. RACIEAR~RAE LT, 1B 05~1g (Jif) % 2~3EICHE(L. 30 DLLED
T CARBREET B, R, FElh - SEIRITS U CEEET 528, BIE - S RYLE 2T,
1[E1g OOfill) % ERRE LT, 1 H3g (i) T CTHETHAZLNTED,

BE, NI AR LE LT, 1 H30~60mg () kg % 3 EIZHEIL, 30 H5LLE
T CREFET 2, 7ok, FEl - ERICE U CHEEHERT 54, EiE - SIAHERYEIC
X, 1 H 120mg (F3ffi) /kg ECHETAZENTES, 1L, RACBITS 1 BHRKA
&3z () 2Bz LT3,

Ofb Bl 5

BE, RAMIUIA TR AL LT 1 H6g (Hf) 23 ENCHEIL, 30 ML EWT TR
BT S, ek, FE - RIS L CHEERET S
WE DNEIZERA R AL LT, 1 A 120mg Off) /Ake % 3 EIZHEIL, 30 020 EA
O CAEEET S, ek, Fl RIS UEEEE TS, L, BAKBITA1H
A& 6g UMii) @zl T5,

2. FEBMELT P ERIBE

BE, RATE AR AE LT, 1 A3g (i) %23 ENCHEIL. 30 5L LT TRIE

BET 5,

BE, PMRICIEA XL E LT, 1 H 120mg (1) /kg % 3 BENZHEIL, 30 0L Eds

JCRERET D, L, RAIRBITS 1 EHE3g (i) 28xknwzl s &3,
(FRRER : IMICE (B 16 R0 b OEEEFT)




AOAR L IKEDY 6g ’ 1.8 SRfTE ()

22 HiE-HE () ORTRH
221 BAICBHLRE - AE (F) (221 T
(1) BEREICOLT

IRERME GREEME) BERREZ OVRBE Tk, Mhlsss OMBERGE & 2720 . MEKEMAIC L 2
PIEEOHEBITHORKIRC, #ET TIRaRk 7 a7 U RUHERZ LW LICL51E
FREYPIHREDR TN E BRI L L TET b D, PIEEOMBBITHIL, MK &
THR~NIRRTHDH Z L, REFRORE~DEFBITA I = A LOFHMIAHATHS Z

&L BEENPREVZ ENMOEN TV D, (BRI RIICEIIRER L 2T T
BNRRERD D, BHICHERRE DO MIC 2B 2 2 HIEROBKTEBELHEERTH 2
EAZE L, LimioT, (LIRS OWRR TR EOBR TR E % +2 00 RH
T THERSRT 2 2 L RMETH Y, FOEDITITHEED | R EE% BRMEDOHER
SNTHETRRNICTAILERHD LB 2D,

{EREMERERE R ORI T B ERNA DT A KT A D D D0 0 L R EF YT,
ERBMEBEIESIZ AT A MEPM @ 1 B A &iZ6g (1B 2g, 1 A 3[E) AHEIN TS,
F 7, BAMCERIE RS RABERNERS BARA 1 Uk MRS MEPM & A &
BEOHEAERL ER=— X5 RE LR, LB RICT5 1 B3 gl kD
ERAEERC] H6g DEWER=-—INERINT,

RN DALBH B X BE 2R & LIZENFBREEA 6 g (D0605003) Tik., MEPM 1
H 6 g HEIZ LY —BOBKBITHENER S, WTNOHIER A THEK T MEPM IR E
EoEES N RREO MIC 28X 7, 1 £ CTREMME 1.97 RS OMIKTIEE 0.269
pg/mL EALOBEERE LV LK -2, ZOWBRE THBShZREREO MIC iz

(2.53.1.2 B]), BEET MEPM BEIT, 13L& A K OHIER S CILIEMBERELA O RRE &
U THrBESEE 03 &\ Streptococcus pneumoniae <° Haemophilis influenzae 72 £ @D MICy, (2009
EOREBRZWH)—~1 T AER) 282 Q53288), -, BRTEEIZII NS
DOTHPEED MICop b HERME 2 7=, M#ET MEPM JEEE & MEPM @ MIC 4375 (2009 £ED4F
B —_A T AFER) & BT HEM U7z PK-PD 247 Ti, B~ OBITHENMENT &
EERLT%T>MIC OBEEY X VEEELERETSH, MEPM 1 A 6 g 530N
BRI R COBEEE OB\ S, pneumoniae ° H.influenzae 72 E 12kt U CEVWERMER AR L7

(27223 BR),

LED X5z, MEPM 1 B 6 g #5I1CL 0 —EDOBBIERBITHENHER SN, —BRO#
BRE CHIRTRENMEN -T2 b, BEOREOCBREIL L BERBITHENRRDZ &
Pseudomonas qéruginosa 72 & MEPM O MIC BEWVENREEIC 2055 2 & MR
RITEHTHEODITIBR L 2T NE TEREARERIEERPETHA L EZETH L, /&
ANDAVIRMEBEIR I I35 MEPM OEE AEIZ 1 H 6 gl TAXNERD DL LEZ T,
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(2) MEPM 1 B 6 g 5 QA

ENHBRBEER 6 g Tid, BEKT CUIHFIE) RRUSHBIEEOBRKRIRITLHK
BE (554) THEMThHoT, MEFHDRTIL, LMY, BRERT CUIFIE)
B CICBE SN FEE IO TR BERLEE L (5/5 4) (25422 R0 25423
ZR), Fio, B CTUBMBEREE XS L L TEM SN BARBREREX 1 X 2
(35911L/0020, 3591IL/0021) TMEPM 231 H 6 g &GSz A (16 LI E) THERR
DRIIEWERE (88 £) THHTH-T, MEFHOMETIE, BEEZMEOT., SMESh
FREETOTRGEALE (8/84) (25422 k0025423 88), BT, #EBRELIIE
BB LOD, ERNOARR LR NELPHTHLBMERERERICNTS MEPM 1 H 6 g #

EOFHUERRENTND (2.5458H),

(3) MEPM 1 H6 g ¥ 5n%R2
1) BHERURHIREIZME F-allfEA

EERAZ AR E LZENRER 6 g KIE (D0605001) TE<L @B b ibEEROEIE
A (TSR, THRESRERR, TR0 O THEH)) 1220V T: MEPM 3 1 [H]
2g it 1 H 6g |G INT-EBEFAEZRNZRE LW KO MEPM A1 H 6 g5 =
NeBEEZRMEL LZEPSOBKRAR T, HksHROBIEHOREREIGIIBARAEL
EARTELS 2hol (25563 88), 7o, BELT PEIBAE (Febrile neutropenia; FN)
BE 2RI MEPM 1 A 3 g #5 CTEM SN2 EWNRER FN (D0603002) TIEHIFEEHE
BVEMoT TFHE RO TREZ) [£hEh 4.0% (4101 4)]1 1%, ENHBREIEK 6 ¢
T TR I@D LT, REED [8EE) B54FP14C@BHONTE 2556 2H).,

ENRBRBEER 6 g TIRWFhoOWERE L 14 ALLE MEPM B35 Shiei, gAY
DEIEAIX MEPM OF 5 14 BURNIZREBL TR0, £5 15 ALBRICEA LI-FLRITR
Dolz (2558 Z2H), ENEER 6 g KA TE RO LN IBLRROBNERIZ. EPNRER
HEER 6 g T MEH) 231 AREDLNTN, 14 BUNORBETH-T-, 2B, &5 15
ALABRICHI 7SR ER L TERECAEE) RO TR T AT VR AT 77— (W3
N 1548) TR BETH T,

2) FFEEXR OEIEA

ENRREEER 6 ¢ CIIAFRERBEED O D TIFHHSERE] B54F4LICRDH B,
AR R L LA THBRAF G BENT 2 RS TR SN B, WTN LEER TREP
B ERIT 2L, BAEIIHERETREBE LE (25561 88), £/72, ALT XU
AST O E5FI1% THEZE 80 5 EXREFORIEROEBESBEREIIONT] DT L—FR2

(AST, ALT W\ ¥ 100 TU/L LAE 500 TU/L K1) AN TH 7= 2.743288), 72

B, A TR A DIIRMERERE R I BRMERAEEEE A G RICMEPM 28 1 B 6g &5 sh
7= ERIRRER COFHEREICBI T 2 BIMEARBEIAIZ. ENTMEPM A1 A3 g KRG anizE
WFREBR FN ORBLEIS L R TE LI h o7 (255.615/8),
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3) PR ROBEIER

TINARE L RPEE CHBEIZ R DRIER E LTS VOPHREENH L5, EH
NRBREEBL 6 g & HEMNST MEPM % 1 H 6 g 85 L2 BHRRBRTIX, & L of
AR RDEWERIZRD SN o7z 255.6280H),

MEPM (30D 1 7L/ 8 R A RHIE I & EL TR D U R 7 MEL | A CORBKRRRE
F L7 6000 £ OEEHFRICET 2R H R OTIE, PRMRER R L ORWEARBREIS
A IRRLSVTAZF U EHATERLS . FREERRICHT 2 EmWEEP RSN T
W3 (25132288)., "

oozt iy, ENOBEEEEABEIZMEPM 2 1 H 6g &5 Lz L x0oReMH
X, ERTEREINTWAREFELERLTRELL BRD2BbOTHEHRVWEEZ X bz,

PLEM~Q@)L V. KEIDOE A DLIBHEREER IR T2 HiE - AR (B) ZUTDERY
IZERE L=,

HHE, FASIEAe XA E LT, 1 H6g (M) Z3ENCHEIL, 30 5L EANT TR
BEET2, 28, Fil - RIS CCERRET S,

222 PMRIZBETHAE - BHE () TO0WT
— R EYMEIC T /N EAERFEOBRICIT. (MIBEREER & & O A BB RERE %
wfg e LI-EWER/NE (D0602001) OREIFEELZY CREL. 1 [H 10, 20 Xi 40
mg/kg, FRRIZ1E2g, 1 A3EELE, ZOBELID, 1H6g (1EH2g. 1 H3ED) F
TOREMIHB TSI EFALN, —RBERIEICTTDRAD 1 FREDOERD 2 g T
HHZEEEEL/NEHEOLRE 1 A 2g LBRE L, ZD%, FN OZIEEEINDOERIZ,
FN IZOWTIREADOHEIZADE THED LR 1 H 3g1251& EiFbh, —REREIC
ONTHHEEREFRFELITV, 1 H3g B ERER-oTWNS,
AEFEBCTIINTENGRE UEBRREREEM L QR0 EAREB/NNE TORMRE
R BFEIZXIT 5 MEPM O A BIZ2HHBET1 H 120 mghkg THho72Z & RUTREHIC
0 NROIIBYEBEEERIZR T A MEPM O@F AL 1 H 120 mgkg 2T _& 2E X 5,
- EWERB/NE T, MEPM 78 1 [B] 40 mg/kg, 1 H 120 mg/kg #5 S 7 LIBMHEREIRE S
BESHTOREGHRT CUIFPLE) ROBRDEL OHEFHDRITLEHRE CF
hTholz (2732218H),
- EMNSTMEPM 28 1 A 120 mg/kg # 5 EN72BRREE T, Z&MIZKE AR
WeEBzbhe 2.742112288),
- MIEANREFI D RAERREZR EIZ L V. MEPM OBSKBITHENEEIT 5,
- {LBRMEBERE S Cix MEPM @ MIC N &WENREEIC 2 558085 5.
- (LIBEBER AT BN BUNCIRR LW E FRAR LRV T VEERYETH 5,
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- {LEMEEERE R OBEIC BT AERNSND T A K5 A BT/ NRIZHT 5 MEPM
OHEFZHAEIL1 B 120 mgkg TH 5,

PLEXY ., REO/NROCBERBRR I T2 ML - AE (8 2UTOLBDICRE
L. A
BE ANRIZIE AR A S LT 1 H 120mg () /ke % 3 BUZHEIL., 30 3LL B A
JCREERET S, k. Flh - RS L CGEERET S, R L, RAIRBITS 1
BAE 6 (Iff) 2BxANZLEd5, |

223 THZ-RE] QECEHEIKTWS S5, FAFOKRSHME. RA 14 B
RNETDH &1 DHIRIZDOWT

ENHRBREERK 6 g CORGHMITSFP4HITI4BZBITEY (R25421-138).
TEIEVEBRRE S 212 14 R 2 B IBERLERBAENH D 2 L ARB S, i, (L
BEE R ORI T B ERNNDOT A KT A 3R D I3 HEROR SRS RHIIC K
Sz ELPEHEI N TS,

ENRBREER 6 g OF—HBRET 14 BLUNICRBE LEZEWER L 4 BE2BRATREL
FEWERZLBR L= 2 A 14 BEBA-RZEMICKRERBEIZR2WEEB 2 DIV, £,
B R CHREDODEZEMEREZEDO T, 4 HEBLZH2EHKREN, MBEL 22 L5 h&ke
M EDY ZAZHERIZHEND LI FERIT A,

PLEXD, TEHIz, REIOREHMIE, RAI14 BUALTHZ L. ) ZFHBRTLH 2 L &
L7z,
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3. HALDERE (8) RUZOHRERM

R ROBHFIIIRE LV L) (=]
(1) ABIDOEDZIZE BT 3 v 7 OB EROH 5 BE BATERY,
Q) ST aEEF N v aREROEE (THEEH]
DIEZLH)
FHEES (ROBEFIZEBS L2V E2FRAIETS | [FAEER]
D, BIIHELTHIEAICITERCRETS L)
HITYERD,

AFN DR LIBBUED SRR O B 5 BF

ZHEE « DRUCBIET A EOER

FEMELT BRI

() AFNZ, LT O 2 & 2= ERICRESTHZ &,
« 1 BIORIR T 38°CLAEDFE, ik | B LA E#5e
T 5 37.5°CLL E D3
 FFHREREAS 500/mm® RFEDOHBE . Xt 1000/mm’
%5 7C 500/mm’ RGBT 5 2 E B TFHIS A 5E
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ANDITA RTA L FEE2ER L, REEOERICHY
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AFBERNCMEEREORELYEmMT A2 L,
RE VS U BRICiE, AR SR 0 LB 5 5
qMTorzd,
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AR5 OB OFEIE TH 5 4F FERE N B ARF
S THRTERWEEITIE, QMK %G+

e L LCHEET D L,

[%h%E - 2HBEICESEST A EMA L
DEE

FUTEBY,
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vk - AEICEET A EOEE

() BEEDHLBETE, KELARIAHORGE
RORSEMRELFHG T ALY, BREOREZEEL
RRSEEICEE TS, (TEERE], [EYyH
HE] DIEBHR)

Cer™ A 50mL/min UL FOBEELEFFHNOREE KE

HkEo B &

Cer (ml/min) BE5gE £5HE
26~50 1EHi) oREELHERYT

12 EHEgICERE

10~25 1EH) oR5E: 12 1ZHEL

12 EfEIcRE

<10 1EH7DREEZ 12 IZHEL

24 B ICRE

KIVTF=v I VT IR
IEENT BT, BN THRICRETS 2 &, (AR MRETX

B A B LV BRESND]
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., FH|E L CREMAHER L, BROER ELE |

i/ NEOBMOREIZEEDDH I L,

[FiE - AEICEET2#RA L
DIEE

130311 THRAEIE 07 [
130731 £+ RS EETH 28 [EI%Z,
131015 A RS TE 33@MI%E
WCESEER L,

EREOEE
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1) BAARZLR, =V URUTET = LR
A I3 LIBBUE DR O H 5B

2) AAXIIFE., DHICKEXWE. FB. TRD
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3) BEOEBEDHDBE (B, EREESFOFT
KRR DR = 0 g\, [T - AEICEET
AERLEOREE]. [Eipghtt 0EBK,)

4) BEOFEEDCHZEE HFRENE(LTIRE
nnidHas,)

5) mwhE ([EE~0&E) OHESMK)

6) ROBRORBRBEIEROREOERE, &
ERECENEE (X I VK RZERBH LD
nNasZEnH5,)

7y TALADEAERED D WITFRHREELHE T D
ﬁﬁ[%@\%ﬁﬁ%gm¢m@ﬁﬁ%ﬁ@:@

A
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BATERY,




AOARRLIKFIY 62 1.8 BRAXE(FE)

11

Q) £EREWRICET A ER (v MTIXAHERER
100 mL &%)

1) L, BRBRBEBEDHHIBE BROEE
BT Z L b LRICAEE T, RSB
DEENNRD D)

2) BEEOHHEE Uks, LT MU U LADERE
?ﬁ%é:[ﬁﬁ% DT, ERBEBILTEBENLYH
}-:)0
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2. BELREANEE

a)ﬁﬁ WwEkbrvav, 7%747%/~@%E%%
k IZTFEITE B HIENRNDT, ROEBEZLEDHT
1) EFNCEHERSICOWTHa MR EIT ) 2 &
BB, FAWESIZ L AT VIV —EIIL TR
THI L,
2)&5K%Lfmxﬁfvayﬁ%mﬁ?éﬁ%%
BOLNDERFELZ LTI L,
3)&#%%%6&5%T%11 B &L DI

IR, FAORBIEREITI L, T, REH
%E&ﬁ& RS BETHI L,

Q)&ﬁ%3~555i1i%f%®@¢%®%ﬁ
B ZER L. IR L7 & &I, Al m@
%zé ﬁ@&@%%ﬁbé L. 7pB. HEREA

, K%to<%>M%ﬁ%@¢%Eﬁ"ﬁﬁé’&o

() RFIBEENTRZMEOMBNIT A RN THE . &
Flie 5 Me% 3 HE BRE L TABNIHR T DR M
PR L. AFIBRENBELETHLHEET5Z &,
BB, AFNTEZHENRD BRRWIGE ., BRI
HOERNERTDHZ &,

m)%%@%%#%ﬂ%bf\@@%%ﬁﬁ@%ﬁ%@

FEARKAHA LEE, KB LI SE OB R
ntub%ﬂfﬁb\&% = ﬂﬁ%’ @D@ié%i@ﬁj
&%%%ﬁbé Lo B MEERICHTZ o TH,
m%ﬁ%ﬁﬁmﬁ%%m6ﬁﬁb\ﬁﬁ&5%®&
2Tk,

(5) BEDRERENOHIBTLT, 7 BLLEIZ zbto“c
AF| BB ET BEAITIE,. FOEBEZ FRARIC
X5 0 HECIF S EREFSORIERICEERE L. &%
L LR 5T RN &,

(6) AST (GOT). ALT (GPT) ®EFBHLPONDHI L
NHHOT, 1 BEULOFERICEL T, LT
HREMAE A EMT D2 &,

(7) FEBPELF P BRIRAEDIERICB W TIHEITOZ &1
Eﬁﬁé L,

1)K%i ﬁ¢ﬁﬁ9ﬁf%@mo%@ﬂ R LA
FEAICRELTHERT D Z &, U4HE - DRI
%@#éﬁ%k@&gjwﬁﬁ%J

2) [FHERE. BEOERENED DILHEEIZE, i
Kogshik2EZET5Z L,

3) [EEE - %ﬁ%£®#ﬁkﬁw%@1&6 &3
Ewéﬁt% i, HRIAF DR S ZH IR

73!

<E2TE BELDERNEE>

BITERY,
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3. ¥MEIEA
BHAZE BRLZNZ L) BT LB,
£ Al 4 BRPREER - FEB A | T - EREF
ALTeEEF R TA [ AFE ORI | HFIXEA S
F ks b, ST aiBom | hTHRE,
N FBEMETFL, T
—n Ao b D FEAEB B
PMEVEYE A graeses,
4. AlEA <FE4E BIER>
ﬂrxulu\

Wﬂ#ifa)ﬁn“‘it% WIS B FHEFISR 2683 BT 47
B (1.8%) ICEWERDS, E7-. 399 il (149%) (TERIK
REBEOBEEHNED bhiz, T2 Oid, ALT (GPT)
& (7.9%:203 #1/2573 #1), AST (GOT) L& (6.9% :
178 /2573 ). IFEEERIEZ (3.5% : 82 f/2345 )
ETholz,

HHER#E O A RIS T2 5242 407 567 51 (10.8%) IZE&RIR
BREEOCBREEH 2 SDEIERANIRD bive, EREIE
AIX ALT (GPT) k& (33%: 174 #4). AST (GOT) L
5 (3.0%:1551) HThotz, (BEEKTHR)

INE O - FEBINEO E N ERRRER CIEiRREME

B g S TeRIfERDS 52 Flt 23 B (44.2%) IZFR
WoE, ERBIWEMRIZ ALT (GPT) E&H (26.9% : 14
). AST (GOT) k& (173% :9%l) HTh-oTz,
NV D e B A 1210 411 173 61 (14.3%) (TR
FEREEORELEE 2 STEEANRD b, FRE
VEFR PSR 5&%(6 0%: 72 #£) . AST (GOT) L5 (2.7%: | EIPI% HI FAY a5 (EPRERE
33 fF). ALT (GPT) b3 (2.6%:31 fF) % Th ot |BER6g: DO605003) THEEL

(BEARTE) FEIEROEFBRELBREL
{IBYEBARE 5 s - P 875 B OO PUBRTREAER (LN 7
CIRIBRREEDREEE 2 ST RIERD 5 FIH 5 Bl
b, FREVERIZATEEE ) Thol,

O3 BT P BRI E

nlqu‘j:iT@.W%E}_b'ﬁ% (EJZA&U/J‘/%) i%—r@
HEOBRETE 2ETeBIVER DS 107 {FJEF 50 1 (46.7%)
RO LN, EREWERIZITHERESE (93%:10 #).
ALT (GPT) k& (8.4%:9 #). W%TJ (6.5% : 7 ).
AST (GOT) E5H 4.7% :5 #) EThHoiz,
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1

2)

3)

4)

3)

6)

7

(1) ERZENEA

va vy (01%KWE) . 77 4 7% — (0.1%AKH)
BRIV, R, R, AREFR
ms BEE. FE. BB, BT, 253, LER
[, EFRBZORERENH D ONEHAICIEREET
1L, HEERREZITO &,
AMBRLEOEELEEE (0.1%KH)
EERCBHERER1T O 2 PBISE T IKAT,
BERBDOLNFEACIIREEZPIEL, BORL
BETH>Z &,

BIFERFS GEEERBTD) | FFEREREE (0.1~5%AT) |
BHE (0.1%A5H)

BIEFF RSO BEERITR, FEEREE, HHEAHDL
PNAZERBHADT, EHICREZITO 2 LE
Bh5 0TV, BEPBD OREGEICEIREGE
ik L., BEERAEEZITY Z &, .
%@%‘%ﬁﬂ%%% DOIMEA S BELRRKBR (0.1%K
i

BEE STV, R, SHEO TR?H b onic
*{%%S&iﬁ%ilﬁff% k4% 2 CEE R LB AT
9 : [=]

R MRS, PIE fEMREE (0.1%A0H)
BELHHITITO, BB ik, FERER, WE X
mERY JBEKELENH bR EHEEICIIREE
Bk L. BIBEESLVECEORESOEIRNE
EITH T &,

R, EHREES O PARRER (0.1%A5)
BEE IV, 2 DX I REREH b NS
AR EPIET AR EBURABEITO Z &,
EBICBEECHRMREEDH HBEITEZ VT
WOT, BETIHAICIIEETDHZ L.
PSR R ERARIE (Toxic Epidermal Necrolysis :
TEN) (0.1%K7%) . K EREFARAE /& AF (Stevens-Johnson
FEMRE) (BEEERBAD)

BB A STV, DX S RERNRH S b
Al EERIE L, BOLLAEBEEITO Z &,

8) PLMERID . EEERIBRE, WAMEEM (EEERBTY)

[ M Bkige> . /MBI (0.1%A )

EHI I MEREZT D e EBEE o IITY, &
ﬁ“ﬁﬁ’gbghk%ﬁ&dﬂﬁff% ik U, EY 7R E
252 L,

9) MibtEERIRS (BEER*)

BEE STV, BEPEOONEHEICITRE
BHIEL, BEURREEITYZ L.
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JAN:  (Fn&) A uaxXxAiKY
(324) meropenem hydrate

1bF4 (Fi4)  (4R,55,65)3-[(35,58)-5- (PAFNANNEA L) ErY Py
B-ANVANT 7 =)V]-6-[(1R)-1-& N a F T F)L]-4- X F )b
T-AF V1T 7 a3200F h2-T 2 2- VR VB
; =KFn

(LX) (4R,55,65)-3-[(3S,55)-5-(Dimethylcarbamoyl)pyrrolidin-3-ylsulfa
nyl]-6-[(1R)-1-hydroxyethyl]-4-methyl-7-0x0-1-azabicyclo[3.2.0]

hept-2-ene-2-carboxylic acid trihydrate
1B

2. INN
meropenem
(r-INN List 29, WHO Drug InformationVol.3(3), 1989)
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